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Title:

Préspera Health Services Regulation A

Promulgation Date:

The Date on Which 6 Votes Approve the Regulation (including Technical Secretary)

Authority for
Promulgation:

Prospera ZEDE (“PZ”) Charter and Bylaws, as amended, §§1-3-36-0-0-
0-3.05(4) and/or 3.09(8). Prospera ZEDE continues to enjoy the same
rights and authorities as originally granted to it by virtue of the
Promoter and Organizer’s acquired rights and entitlement to legal
stability under Articles 18, 61, 96, 105 and 106 of the Constitution of
the Republic of Honduras, Article 10.4 of CAFTA-DR, and Article 16.4
of the Agreement for the Promotion and Reciprocal Protection of
Investments between Honduras and Kuwait, as well as a certain
amended legal stability agreement approved by PZ Resolutions §§5-1-
130-0-0-0-1 and 5-1-160-0-0-0-1, among other authorities.

OPERATIVE TEXT OF PZ RULE/ACTION:

RESOLVED that the undersigned Technical Secretary promulgates with the prior approval of
the trustees of the Préspera Council the following rule/action:

The attached Regulation which is incorporated herein by reference.
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PROSPERA

Codificacion:

§

3-2-220-0-0-0-1

Titulo:

Prospera Servicios de Salud Reglamento A

Fecha de Promulgacion:

La fecha en la que 6 votos aprueban el Reglamento (incluido el Secretario Técnico)

Autoridad para la
Promulgacion:

Carta y Estatutos de Préspera ZEDE (“PZ”), segiin enmendados,
§§1-3-36-0-0-0-3.05(4) y/o 3.09(8). Prospera ZEDE continta
gozando de los mismos derechos y facultades que le fueron
originalmente otorgados en virtud de los derechos adquiridos por
el Promotor y Organizador y de su derecho a la estabilidad
juridica en virtud de los Articulos 18, 61, 96, 105 y 106 de la
Constitucion de la Republica de Honduras, el Articulo 10. 4 del
CAFTA-DR, y el articulo 16.4 del Acuerdo para la Promociéon y
Proteccion Reciproca de las Inversiones entre Honduras y Kuwait,
asi como un determinado convenio de estabilidad juridica
modificado y aprobado por las Resoluciones de PZ §§5-1-130-0-0-
0-1y 5-1-160-0-0-0-1, entre otras autoridades.

TEXTO OPERATIVO DE LA REGLA/ACCION PZ:

RESUELVE que el Secretario Técnico abajo firmante promulgue, con la aprobacion previa de los
fideicomisarios del Consejo de Préspera, la siguiente norma/accion:

El Reglamento adjunto, que se incorpora al presente documento por referencia.
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Promulgacion?
Approve/Aprobar
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Por: Jefnette Doran (Dec 12,2023 14:10 EST)
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Jeanette Doran

Advertencia(s) para votar:
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Promulgacion? Approve/Aprobar
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Regla/accion de PZ promulgado con la aprobacion previa
del Consejo?
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Nombre: Jorge C. Colindres Titulo: Secretario Técnico
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Certificacion del Secretario del Consejo
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Chapter 1. General Provisions
Section 1. Title. This Regulation shall be known as “Prospera Health Services Regulation A.”
Section 2. Purpose and Objectives.

(a) The purpose of this Regulation is to establish the regulatory requirements for the provision of health,
medical and related services by health service providers as well as to regulate certain health, medical and
related services that are offered and/or performed using advanced medical techniques or innovative means.

(b) The objectives of this Regulation are: (1) To generate trust in relation to health service providers and
the services and products they offer; (2) To protect the consumers of health services; (3) To increase access
to health services; (4) To promote innovation; (5) To provide best practice suggestions in medical, medical
research, and human cell and tissue operations manufacturing, processing, and usage operations.

Section 3. Definitions. The following definitions shall govern its interpretation and enforcement:

(a) “Administrative Action” means administrative instructions, policies, determinations, and directives by
the body charged with relevant executive or administrative authority under the Prospera Charter or
governing Rule. Administrative Actions are intended to implement Rules and consequently are subordinate
to Rules. Administrative Actions shall be published where necessary to comply with Prospera’s obligation
under the Prospera Charter to furnish due process.

(b) “Alternative Cancer Treatments” means alternative and complementary treatments for cancer
demonstrated to be safe and effective in prior applications in a statistically significant population and yet
to be approved by the USFDA.

(c) “CFR” means the United States Code of Federal Regulations.

(d) “Conventional Medical Services” means all medical services lawfully permitted in a designated location
within the United States, including cancer treatments, regenerative medicine and cell therapies, and
therapeutic biologics applications, as updated and/or augmented at any time and from time to time. These
expressly exclude Alternative Cancer Treatments, Gene and Plasmid Therapies, and Regenerative Medicine
and Cell Therapies.

(e) “Covered Regulated Industry Person” means any Regulated Industry Person in the Health Industry
primarily engaged in Health Services (Comprehensive), as well as incidental operations in other aspects of
the Health Industry, as defined in the Prospera Industrial Regulation Statute.

(f) “Gene and Plasmid Therapies” mean techniques that modify a person's cellular activity via gene
expression and resulting products to treat or mitigate disease demonstrated to be safe and effective in prior
applications in a statistically significant population and yet to be approved by the USFDA.

(g) “GSP” means Prospera’s General Service Provider, selected in accordance with Article VII of the
Prospera Charter.

(h) “Health Services (Comprehensive)” means the health, medical and related services described in Chapter
2, Section 1 of this Regulation.

(1) “Health Services Provider” means a person with a permit under the Prospera Permit Resolution to carry
on the business of Health Services (Comprehensive) in the Health Industry (as defined by the Prospera
Industrial Regulation Statute).



(j) “Health Service Providers” means providers of Health Services (Comprehensive).

(k) “Health Training and Education” means training and education that promote an understanding of human
health, including health specialist training and education.

(1) “Institutional Review Board” means an administrative body established to protect the rights and welfare
of human research subjects recruited to participate in research activities conducted under the auspices of
the institution with which it is affiliated and structured to satisfy the guidelines and requirements of research
involving human subjects set forth by the WHO as well as select, adapted provisions of the US FDA’s CFR
United States Federal Regulations: 21 CFR Part 812.7 & 812.28, where applicable, (as set forth in Exhibits
A and B).

(m) “PTSD and TBI” mean respectively, “Post Traumatic Stress Disorder” and “Traumatic Brain Injury”.

(n) “Medical Research with Institutional Review Board Oversight” means systematic studies to gain
information and understanding about human health that are designed to develop or contribute to general
scientific knowledge, including clinical trials, and are overseen by a bona fide Institutional Review Board
or Independent Ethics Committee.

(o) “Operation of Laboratories” means the operation of medical and diagnostic laboratories and classified
and unclassified clean rooms for processing of human tissue for the purposes of regenerative and cell
therapy treatments.

(p) “Pharmaceutical Compounding” means pharmaceutical manufacturing of compounded products.
(q) “Pharmacy Operations” means the operation of pharmacies.

(r) “Processing and Manufacturing” means the processing and manufacturing of non-embryonic birth tissue
products and other human cell and tissue products.

(s) “Prdéspera” means the special regime zone established by and through the Prospera Charter known as
“Prospera ZEDE” under the ZEDE Organic Law by CAMP and the Technical Secretary, including its
instrumentalities; and shall be deemed to include previous references to “ZEDE Village of North Bay,” the
“Village of North Bay,” the “ZEDE of North Bay” and the “ZNB,” all of which shall be deemed to relate
to the same special regime zone governed under the Prospera Charter.

(t) “Prospera Charter” means the Prospera August 23, 2018, Charter and Bylaws, as amended, and restated
on September 13, 2019, codified as §§1-1-36-0-0-0-1.01 through 1-12-36-0-0-0-12.03, and as amended
from time to time. The definitions of the Prospera Charter shall supplement this Resolution.

(u) “Prospera Entity Registry” means the Entity Registry established in accordance with Article XI of the
Prospera Charter pursuant to the Prospera Entity Statute, codified at §§2-1-43-0-0-0-1, et seq.

(v) “Prospera Financial Responsibility Resolution” means the Prospera Financial Responsibility
Resolution, §5-2-91-0-0-0-1, et seq., as amended from time to time.

(w) “Prospera Financial Responsibility Statute” means the Prospera Financial Responsibility Statute, §2-2-
76-0-0-0-1, et seq., as amended from time to time.

(x) “Prospera Industrial Regulation Statute” means the statute codified in §§2-2-28-0-0-0-1 through 2-2-
28-0-0-0-7, as amended from time to time.



(y) “Prospera Personal Registry” means the Personal Registry established in accordance with Article XI of
the Prospera Charter pursuant to the Prospera Personal Registry Statute, codified at §§2-1-44-0-0-0-1, et
seq.

(z) “Prospera Promoter and Organizer” means Honduras Prospera, Inc. (f/k/a Sociedad Para el Desarrollo
Socioecondmico de Honduras, LLC), a corporation domiciled in Delaware, USA.

(aa) “Prospera Uniform Commercial Code” refers to the portion of the RCLC codified as §§2-3-4-0-3-5-
3501 through 3509, as amended from time to time, together with the “Préspera Uniform Commercial Code
Sub-Registry Resolution,” §§5-1-140-0-0-0-1, et seq., as amended from time to time.

(bb) “Qualified Insurance Policy” has the same meaning as in the Prospera Financial Responsibility
Resolution.

(cc) “Qualified Insurer” has the same meaning as in the Prospera Financial Responsibility Resolution.

(dd) “RCLC” means the Roatan Common Law Code, §§2-3-4-0-1-0-1001 through 2-3-4-0-5-0-5004,
adopted by Prospera on December 14, 2018.

(ee) “Regenerative Medicine and Cell Therapies” includes cell therapies, therapeutic tissue engineering
products, human cell and tissue products, and combination products using any such therapies or products
defined in the United States under 21 CFR Part 1271, §1271.3, as set forth in Exhibit _E | that have been
demonstrated to be safe and effective in prior applications in a statistically significant population. The
utilization of 21 CFR 1271, §1271.3, for the purposes of this Petition is to establish universal terminology;
it is not meant for the regulation of the therapeutic use of any product which falls under 21 CFR 1271 in
Prospera.

(ff) “Regulated Industry” has the same meaning as in the Prospera Industrial Regulation Statute.

(gg) “Regulated Industry Permit” means a permit issued to Regulated Industry Persons (as defined in the
Prospera Industrial Regulation Statute) under the Prospera Permit Resolution, codified in §§5-1-45-0-0-0-
1, et seq., as amended from time to time.

(hh) “Regulated Industry Person” has the same meaning as in the Prospera Industrial Regulation Statute.

(i1) “Related Retail and/or Distribution Services” means the sale and/or distribution of goods and services
related to Conventional Medical Services, Regenerative Medicine and Cell Therapies, Alternative Cancer
Treatments, Gene and Plasmid Therapies, Wound Healing, the Operation of Laboratories, Processing and
Manufacturing, Pharmaceutical Compounding, Pharmacy Operations, Medical Research with Institutional
Review Board Oversight, and Health Training and Education. This expressly includes human and cell tissue
products.

(4)) “Rule” or “Rules” means all or any part of the Statutes, Regulations, Ordinances, or Resolutions
promulgated pursuant to section 3.09(8) of the Prospera Charter.

(kk) “USFDA” means the United States Food and Drug Administration.
(1) “USP” means the United States Pharmacopoeia-National Formulary.
(mm) “WHO” means the World Health Organization.

(nn) “Wound Healing” means treatments to promote the replacement of destroyed or damaged tissue with
newly produced tissue, including bandages; liquid bandages; ointments; topicals; USFDA Class I, II, and



IIT devices; biologics in the 351 and/or 361 pathways of the USFDA; supplements; nutraceuticals;
ancillaries, such as hyperbaric oxygen therapy; and prescription products.

(00) “ZEDE Organic Law” means articles 294, 303 and 329 of the Constitution of the Republic of Honduras
and Decree 120-2013 of the National Congress of Honduras.

Section 4. Authority and Findings of the Technical Secretary and Council of Trustees.

(a) Notwithstanding National Congress Decrees 32-2022 and 33-2022 (the “Repeal Decrees”), it is the
finding of the Technical Secretary and Council of Trustees that Prospera continues to enjoy the same rights
and authorities as originally granted to it under the Prospera Charter under the ZEDE Organic Law by virtue
of the Promoter and Organizer’s acquired rights and entitlement to legal stability under Articles 18, 61, 96,
105, and 106 of the Constitution of the Republic of Honduras, Article 10.4 of CAFTA-DR, and Article 16.4
of the Agreement for the Promotion and Reciprocal Protection of Investments between Honduras and
Kuwait, as well as a certain amended legal stability agreement approved by Resolutions §§5-1-130-0-0-0-
1, 5-1-160-0-0-0-1.

(b) Article 33 of the ZEDE Organic Law, as preserved and applied to Prospera, establishes that the ZEDEs
are authorized to establish their own health systems.

(c) This Regulation codifies the proposed Rule advanced by the petition to adopt optimal regulatory
practices originally presented before the Technical Secretary and Council of Trustees of Prospera by
GARM LLC, a Préspera limited liability company, pursuant to Section 4(d) of the Prospera Industrial
Regulation Statute. The publication of this Regulation at https://pzgps.hn constitutes conclusive evidence
of its promulgation as a Rule by the Technical Secretary with the prior approval of the Council of Trustees
of Prospera.

(d) The petition to adopt optimal regulatory practices originally presented by GARM LLC is based on its
long history of offering certain cancer treatments, gene or plasmid therapies, cell therapies, and regenerative
medicine therapies to consumers and their documented safety and efficacy during such period. GARM LLC
follows strict United States and WHO guidelines and standard operating procedures for its policies and
procedures.

(e) This Regulation was approved for Covered Regulated Industry Persons after extensive fact-finding
hearings on each element required to be considered pursuant to Section 4 of the Prospera Industrial
Regulation Statute. As such, this Regulation is authorized by Section 4(d) and (f) of the Prospera Industrial
Regulation Statute based on the finding and determination of the Technical Secretary and Préspera Council
that it advances the legitimate public purpose of codifying optimal regulatory practices in the Health
Industry relative to Health Services (Comprehensive), as well as incidental operations in other relevant
aspects of the Health Industry and any other incidentally implicated Regulated Industry.

Section 5. Regulatory Principles. This Regulation is based on, and shall be interpreted and enforced
consistently with, the principles of:

(a) Proportionality: the degree of the rigor applicable to the entities providing Health Services
(Comprehensive) must be differentiated and proportional and shall be established according to the risks
inherent to the particular activities carried out by each entity.

(b) Flexibility: The regulation should allow different business models to coexist and change over time
without the need to constantly modify it.



(c) Comprehensiveness. For the regulation to fulfill its purpose, it must not only address the specific aspects
of the regulated activity in particular but must also regulate related goods and services and aspects, to allow
companies to generate economies of scale and improve their competitiveness at the local and regional level.

(d) Modularity: The regulation must recognize that health services traditionally provided in a
comprehensive manner can be broken down and, therefore, there may be service providers that only perform
one component of the supply chain of the traditional service, which is why the requirements that each entity
must comply with will be directly related to the services it intends to provide. Furthermore, sections of this
Regulation may be interpreted as best practice guidelines.

(e) Innovation: Advanced medical techniques and their irruption in the way health services are provided
has increased their capacities. The purpose of this Regulation is to establish an environment that will
facilitate the development of projects for innovation, which will be reflected in the development of new
health services, thus increasing the number of people who use them, by increasing their scope and
decreasing the degree of difficulty and cost.

(f) Fostering Competition: The establishment of regulation facilitates the path for entities that provide
health services to develop their activities within an existing framework which facilitates their operation,
development, and growth, also promoting interaction with entities that provide conventional health services.

(g) Consumer Protection: The existence of a regulatory framework for the development of health reduces
information asymmetry and allows consumers to participate in this market in a safer and more informed
manner; but without paternalism of the sort that encourages consumers to conduct themselves without due
care for their own interests.

Section 6. Recognition and Scope

(a) Recognition. The performance of Health Services (Comprehensive) is a recognized Regulated Industry
in the Health Industry within Préspera.

(b) Scope. For those who elect to be governed by it in accordance with the Prospera Industrial Regulation
Statute, this Regulation known as Prospera Health Services Regulation A regulates: (1) Conventional
Medical Services; (2) Regenerative Medicine and Cell Therapies; (3) Alternative Cancer Treatments; (4)
Gene and Plasmid Therapies; (5) Wound Healing; (6) Treatment protocols for PTSD and TBI (7) Operation
of Laboratories; (8) Tissue Processing and Manufacturing; (9) Pharmaceutical Compounding; (10)
Pharmacy Operations; (11) Medical Research with Institutional Review Board Oversight; (12) Health
Training and Education; and (13) Related Retail and/or Distribution Services.

(c) Covered Regulated Industry Persons may elect to operate in compliance with this Regulation in regard
to general operations and/or in regard to specified projects by giving notice of such election to the GSP and
propagating such notice as required generally of regulatory elections by the Prospera Industrial Regulation
Statute.

(d) This Regulation only governs: (1) Covered Regulated Industry Persons who have elected to be governed
by it and (2) such other persons who have contractually consented to be governed by it (with Prospera and
the GSP deemed intended third party beneficiaries of any contract between such a Covered Regulated
Industry Person and any other person agreeing to be governed by this Regulation).

(e) Any person entering into a contract as defined by the RCLC in respect to services furnished in the Health
Industry by a Covered Regulated Industry Person, who has elected to being governed by this Regulation,



shall be deemed to have contracted to being governed by this Regulation if such contract gives notice of
such election unless governance by this Regulation is expressly and unequivocally disclaimed in the same
contract.

(f) Prospera is the exclusive regulatory authority relative to the Health Industry subject to the ZEDE Organic
Law. References to foreign regulatory agencies are intended to indicate the source of relevant guidelines
and promulgated best practices.

Section 7. Effect of Election.

(a) Safe Harbor. Pursuant to Section 4(f)(ii) of the Prospera Industrial Regulation Statute, upon
demonstrating good faith compliance with this Regulation in regard to general operations or in regard to
specified projects for which the corresponding election has been made, each such Covered Regulated
Industry Person shall be conclusively deemed in compliance with Section 5 of the Prospera Industrial
Regulation Statute and not subject to the penalty or injunctive remedy authorized by Section 6 of the
Prospera Industrial Regulation Statute with respect to such general operations or specified projects.

(b) Investigation and Enforcement.

(1) Each Covered Regulated Industry Person who elects to operate in compliance with this Regulation,
either generally or in regard to specified projects, and any other person who contractually consents to being
governed by this Regulation thereby (i) consents to the exercise of the investigatory and enforcement
authorities specified in this Regulation by the designated agencies or their duly authorized delegates; (ii)
shall undertake to secure such further consents from third parties as may be necessary to assure compliance
with such investigatory and enforcement authorities; and (iii) shall include in their contractual relations
with impacted third parties notice of the foregoing investigatory and enforcement authorities.

(2) The GSP may enforce this Regulation by peaceful self-help, such as through directing the Registrar of
the Prospera Property Registry, Prospera Entity Registry and Prospera Personal Registry, as well as the
Prospera Permit Registrar to cease, modify or suspend services available to any noncompliant person.

(3) The GSP may coordinate or delegate investigatory and enforcement actions with and to Qualified
Insurers and their compliance auditors upon request in accordance with the terms and conditions of any
Qualified Insurance Policy.

(c) Indemnification. Pursuant to Section 4(c)(vi) of the Prospera Industrial Regulation Statute, by electing
to operate under this Regulation in regard to general operations or in regard to specified projects for which
the corresponding election has been made, each such Covered Regulated Industry Person hereby
indemnifies Prospera from any and all liability that it may incur as a result of approving this Regulation,
including any and all liability that may arise as a result of exercising the foregoing investigatory and
enforcement authorities. To secure the foregoing indemnification obligation, by virtue of electing to be
governed under this Regulation, each Covered Regulated Industry Person shall be deemed to have granted
Prospera a secured interest under the Prospera Uniform Commercial Code in the proceeds of its Qualified
Insurance Policy, should corresponding coverage exist under the same.

Chapter 2. Provision Of Health Services (Comprehensive)

Section 1. Requirements for the Provision of Health Services (Comprehensive). Prior to starting to provide
any of the Health Services (Comprehensive) provided in Section 1(a) through Section 1(j) below, the
provider must petition the Préspera Council, or its designated Health Industry Committee, if any, to adopt
optimal regulatory practices for each such Health Services (Comprehensive), including in such petition



either the applicable Health Industry-relevant treatment regulations of a designated national and subnational
jurisdiction within specified below, as if operating in that jurisdiction outside of Prospera, if any, or the
applicable treatment protocols approved and reviewed by an Institutional Review Board, if any, under
which the provider proposes to furnish services in the Health Industry within the jurisdiction of Prospera.
The provider must also demonstrate before the Prospera Council, in the manner, means, and conditions
established by the Prospera Council, the ability to comply with the applicable requirements detailed below
for each Health Services (Comprehensive) included in such petition:

(a) For Conventional Medical Services: all Health Industry-relevant regulatory mandates that would apply
to operations and business activities in the designated location within the United States or the Republic of
Honduras outside of Prospera (including both general and special regulation, such as “Maquila” special
regulation), including all regulatory mandates of each national and subnational governing body for such
location, and in accordance with the Joint Commission Standards for Ambulatory Surgery Centers;

(b) For Regenerative Medicine and Cell Therapies: treatments that have been proven to be safe and effective
in prior applications in a statistically significant population or are currently approved by a bona fide
Institutional Review Board for research;

(c) For Alternative Cancer Treatments: treatments that have been proven to be safe in prior applications;

(d) For Gene and Plasmid Therapies: treatment protocols that have been reviewed, approved, and remain
in good standing by a bona fide Institutional Review Board;

(e) For Wound Healing: all Health Industry-relevant regulatory mandates that would apply to operations
and business activities in a designated national and subnational jurisdiction within the United States,
including all regulatory mandates of each national and subnational governing body for such location, as if
operating in that jurisdiction outside of Prospera;

(f) Treatment protocols for post-traumatic stress disorder and traumatic brain injury that have been proven
safe and effective in a statistically significant population or are utilized under supervision by a bona fide
Institutional Review Board. These protocols will include ketamine (or similar) and/or certain safe and
natural psychedelics under physician supervision.

(g) For Operation of Laboratories: all Health Industry-relevant regulatory mandates that would apply to
operations and business activities in a designated national and subnational jurisdiction within the United
States, as if operating in that jurisdiction outside of Prospera.

(h) For Processing and Manufacturing: all Health Industry-relevant regulatory mandates that would apply
to operations and business activities in a designated national and subnational jurisdiction within the United
States, as if operating in that jurisdiction outside of Prdéspera, and in accordance with U.S. 21 CFR 600
Good Tissue Manufacturing Practices, as set forth in Exhibit D, for products defined in 21 CFR 1271,
§1271.3, with the exception of reporting, marketing & claims, submissions, and audits.

(1) For Pharmaceutical Compounding: all Health Industry-relevant regulatory mandates that would apply
to operations and business activities in a designated national and subnational jurisdiction within the United
States, as if operating in that jurisdiction outside of Prospera, and in accordance with the USFDA’s Current
Good Manufacturing Practice standards in a USP compounding cleanroom as set forth in Exhibit F. with
the exception of reporting, marketing & claims, submissions, and audits.

(j) For Pharmacy Operations: all Health Industry-relevant regulatory mandates that would apply to
operations and business activities in a designated national and subnational jurisdiction within the United



States, as if operating in that jurisdiction outside of Prospera; with the exception of reporting, marketing &
claims, submissions, and audits.

(k) For Medical Research with Institutional Review Board Oversight: treatment protocols approved and
reviewed by an Institutional Review Board, and in accordance with the WHO’s Handbook for Good
Clinical Research Practice as set forth in Exhibit C with the exception of reporting, marketing & claims,
submissions, and audits, as well as therapeutic usage;

(1) For Health Training and Education: all regulatory mandates and the procedural law applicable in
Prospera pursuant to the RCLC, if any; and

(m) For Related Retail and/or Distribution Services: all regulatory mandates and the procedural law
applicable in Prospera pursuant to the RCLC, if any.

Section 2. For the simultaneous provision of two or more of the services indicated in this Chapter, the
applicant must prove that it complies with each and every one of the requirements applicable to each of the
services it intends to provide.

Section 3. Information Obligations. A Health Service Provider must provide through an informed consent
document or otherwise to its clients and the general public for each of the services that it offers and/or
provides any information required by all regulatory mandates that would apply to operations and business
activities in the designated location within the United States, including all regulatory mandates of each
national and subnational governing body for such location.

Section 4. Waste Management. Waste management, including non-hazardous waste disposal, transport, and
storage facilities and hazardous waste disposal, remediation, transport, and storage facilities and related
services, shall comply with the applicable standards established by the Republic of Honduras for controlling
waste from the time it is generated until its ultimate disposal, as if operating in that jurisdiction outside of
Prospera.

Section 5. The GSP, at any time, subject to override by Rule, may suspend the authorization to perform any
of the activities regulated by this Regulation, as to any entity that does not comply with the requirements
established by the optimal regulatory practices approved by the Prospera Council, or its Health Committee,
pursuant to this Regulation for each of such Health Services provided for the exercise of the respective
activity. The foregoing, notwithstanding the penalties applicable to the entity for the corresponding non-
compliance.

Section 6. Deference to Qualified Insurers. The GSP may defer to the determinations, policies, and
procedures of Qualified Insurers relative to determinations of compliance with the regulatory requirements
of this Chapter.

Chapter 3. Penalties and Cancellation of Regulated Industry Permit.

Section 1. Serious Violations. For the purposes of the provisions of this Regulation, the following shall be
considered serious infractions by Covered Regulated Industry Persons who elect to be governed by this
Regulation: (a) Providing the services regulated by this Regulation without having previously complied
with the requirements and conditions established for the provision of such services; (b) knowingly
submitting false information to the GSP; and (¢) knowingly delivering false information to clients or the
general public regarding the matters indicated in Chapter 2, Section 3 of this Regulation.

Section 2. Cancellation of Permits. Subject to de novo review by the default Arbitration Service Provider
of Prospera or such other agreed-upon alternative dispute resolution service provider, the GSP may cancel



any permit of and prohibit the continued operations of any Covered Regulated Industry Person who elects
to be governed by this Regulation in the event of serious non-compliance with the mandates and protocols
referred to in Chapter 2, Section 1 of this Regulation, or who has carried out activities other than those
regulated by this Regulation.

Chapter 4. Institutional Review Board: Medical Oversight for Research Involving Human Subjects
Section 1. Purpose and Scope.

The purpose of this Chapter is to encourage, to the extent consistent with the protection of public health
and safety and with ethical standards, the discovery and development of useful medical, surgical, and
healthcare related products, devices, biologics, pharmaceuticals, gene therapies, natural products, and
procedures intended for human use, and to that end to maintain optimum freedom for scientific
investigators in their pursuit of this purpose. This purpose can be accomplished by the utilization of an
established Institutional Review Board that recognizes the need for ethical research proposed by
responsible sponsors and/or investigators to bring established safe and effective products to consumers in
a reasonable time frame.

(a) Sponsors are required to submit proposed investigations for Institutional Review Board
or Independent Ethics Committee (“IEC”) review and approval prior to commencing
clinical trials or studies.

(b) This Chapter requires compliance with the WHO Guidelines Handbook for Good Clinical
Practices (“GCP”) with the addition of an adapted version of FDA's 21 CFR 812.7
(Exhibit A) to address and allow for, across all investigations involving human subjects,
participant-funded studies, and trials. This Regulation additionally allows for post phase |
commercialization of products and services once safety has been officially determined
and accepted by a bona fide Institutional Review Board or I[EC.

(©) This Chapter requires compliance with the U.S. FDA's CFR 812.28 (Exhibit B) where
applicable, only for the purpose of conducting offshore clinical trials and studies for
certain device and applicable premarket applications for the purpose of providing
Sponsors and Investigators the robust guidance required to submit findings to the US
FDA or other authoritative body. Because of multiple cross-referencing within 812.28,
the entire body of CFR 812 has been submitted for reference ONLY.

(d) This Chapter is designed to ensure integrity in research and safety for patients, while
mitigating the expensive, time prohibitive, and lengthy bureaucratic procedural
requirements of medical research currently required in the U.S. and other countries.

(e) Institutional Review Board: The purpose of this section is to utilize an established
Institutional Review Board to serve as the governing body responsible for reviewing,
approving, or rejecting, and overseeing research involving human subjects, to include but
not be limited to, initial pilot studies, clinical trials, clinical studies, and/or case studies of
medical and health related companies participating in research involving human subjects.
“Medical and Health related companies” shall include, but not be limited to, conventional
medical, surgical, pharmaceutical, regenerative medicine, gene therapy, natural products,
devices, topicals, supplements, and biological.



(f) The Institutional Review Board shall enforce the regulations, standards, and guidelines set forth
by the WHO Guidelines Handbook for GCP in this proposal to ensure safety, quality, and
ethical practices in the medical field under the framework of this Regulation.

Section 2. Composition of the Institutional Review Board.

(a) The Institutional Review Board may be composed of individuals with expertise in various
medical disciplines, including, but not limited to, medical professionals, health care administrators, legal
professionals, and patient advocates.

(b) Provided that it is not determined by a final decision of the default Arbitration Service Provider,
or other dispute resolution service or institution having jurisdiction over the matter, to be noncompliant
with the Rules of Prospera, GARM International Foundation’s IRB is designated as the official Institutional
Review Board responsible for overseeing the activities of the companies, sponsors, investigators, and
medical professionals operating under this Regulation.

(c) The members of the Institutional Review Board may be appointed by the associates of The
GARM International Foundation and/or proposed by Prospera considering their qualifications, experience,
and reputation in the medical field.

(d) The GARM International Foundation’s IRB will provide one seat to a Prospera appointed
representative.

Section 3. Powers and Responsibilities of the Institutional Review Board.

(a) To develop and implement policies, regulations, and guidelines to govern the research activities
of medical and allied medical companies and practitioners operating under this Regulation for the purpose
of research involving human subjects.

(b) Conduct periodic inspections, audits and evaluations of research involving human subjects to
ensure compliance with established regulations, standards, and guidelines.

(c) Review and approve applications for licenses, permits, certifications and registrations required
for medical businesses and professionals applying for research projects under this Regulation; the
Institutional Review Board has the authority to outsource such vetting and credentialing through an
established and reputable third-party credentialing company located in the U.S. or other pertinent territory.

(d) Investigate complaints, ethical violations, cases of malpractice and other misconduct by medical
companies and professionals participating in research involving human subjects under this Regulation and
take appropriate disciplinary action as necessary.

(e) Collaborate with relevant authorities in Prospera to promote best practices, research, and
advances in the medical field.

(f) Provide guidance, support and education to companies and medical professionals to improve
their knowledge of and compliance with regulations and standards relevant to this Regulation.

(g) Maintain a publicly accessible database of licensed medical businesses and professionals, along
with relevant information on their qualifications, certifications, and disciplinary history participating in
research under this Regulation.



Section 4. Meetings and Decision-Making Process.

(a) The Institutional Review Board shall hold periodic meetings, quarterly at a minimum, to discuss
matters related to the regulation and oversight of sponsors and practitioners and to review new submissions
for research purposes.

(b) The Institutional Review Board has an established a decision-making process, which may
include voting, consensus, or other appropriate mechanisms, to ensure effective decision-making and
accountability.

Section 5. Reporting and Accountability.

(a) The Institutional Review Board shall submit periodic reports to the Prospera Board describing
its activities, findings, changes in its Board Members and permissions/licenses issued or revoked.

(b) The Institutional Review Board shall maintain transparency and accountability in its operations,
ensuring that its decisions, actions, and processes are subject to review and scrutiny by the Prospera
authority.

Section 6. Funding and Resources

(a) The GARM International Foundation’s IRB shall be provided by Covered Regulated industry
Persons with adequate financial resources, staff, and infrastructure to carry out its functions effectively.

(b) Funding for the Institutional Review Board shall be provided by fees and fines collected from
businesses and medical professionals requesting and participating in research activities.

Chapter 5. Final Provisions.

Section 1. The effective date of the Prospera Health Services Regulation A shall be the date on which it is
published, after promulgation in accordance with the provisions of the Prospera Charter.

Section 2. As of the effective date, as to Covered Regulated Industry Persons who elect to be governed by
it, this Prospera Health Services Regulation A shall control and supersede, to the extent of any
inconsistency, any Rule or Administrative Action addressing the matters contemplated herein and
previously adopted by Prospera to the extent consistent with the hierarchy among the Rules.

Section 3. To the maximum extent authorized by the ZEDE Organic Law and consistent with the hierarchy
among the Rules, this Prospera Health Services Regulation A shall be the sole and exclusive legal authority
on its subject matter within the spatial scope of competence of Prospera.

Section 4. Referenced incorporated foreign laws and standards shall be reviewed every five (5) years after
its effective date by the Council of Trustees and Technical Secretary (or a Council Committee to which
such responsibility is delegated) and this Regulation shall be updated by amendment to include the most
recent version of the same unless otherwise determined by Council Action.



EXHIBIT A

Adaptations to US 21 CFR 812.7
Prohibition of Promotion and Other Practices Pertaining to Clinical Studies and Trials Involving
Human Subjects in Prospera

A sponsor, investigator, or any person acting for or on behalf of a sponsor or investigator
shall not:

(a) Promote or test market an investigational product or protocol, until after an Institutional
Review Board/IEC has determined officially the relative safety of the product or protocol
under investigation; specifically that the benefits of the product or protocol may outweigh
any treatment associated risks.

(b) Commercialize an investigational product or protocol by charging the subjects or
investigators for a product or protocol a price larger than that necessary to recover costs
of manufacture, research, development, and handling.

(c)Represent that an investigational device, product or protocol is safe or effective for the
purposes for which it is being investigated prior to completion of Phase I studies which have
been accepted by an Institutional Review Board/IEC as safe, or until a study proves efficacy
in Phases II and III, or future studies.

(d) Make efficacy claims in a commercialization process that are not supported by final
Phase II or III documentation.



EXHIBIT B

GARM International Foundation’s IRB conducts clinical trials that allow for, but are not limited
to:

§ 812.28 Acceptance of data from clinical investigations conducted outside the United States
(pertaining to Devices)

(a) Acceptance of data from clinical investigations conducted outside the United States to
support an IDE or a device marketing application or submission (an application under section
515 or 520(m) of the Federal Food, Drug, and Cosmetic Act, a premarket notification
submission under section 510(k) of the Federal Food, Drug, and Cosmetic Act, or a request for
De Novo classification under section 513(f)(2) of the Federal Food, Drug, and Cosmetic Act).
FDA will accept information on a clinical investigation conducted outside the United States to
support an IDE or a device marketing application or submission if the investigation is well-
designed and well-conducted and the following conditions are met:

(1) A statement is provided that the investigation was conducted in accordance with good
clinical practice (GCP). For the purposes of this section, GCP is defined as a standard for the
design, conduct, performance, monitoring, auditing, recording, analysis, and reporting of
clinical investigations in a way that provides assurance that the data and results are credible
and accurate and that the rights, safety, and well-being of subjects are protected. GCP
includes review and approval (or provision of a favorable opinion) by an independent ethics
committee (IEC) before initiating an investigation, continuing review of an ongoing
investigation by an IEC, and obtaining and documenting the freely given informed consent of
the subject (or a subject's legally authorized representative, if the subject is unable to provide
informed consent) before initiating an investigation. GCP does not require informed consent
in life-threatening situations when the IEC reviewing the investigation finds, before initiation
of the investigation, that informed consent is not feasible and either that the conditions
present are consistent with those described in § 50.23 or § 50.24(a) of this chapter, or that the
measures described in the protocol or elsewhere will protect the rights, safety, and well-being
of subjects.

(2) In addition to the information required elsewhere in parts 807, 812, and 814 of this
chapter, as applicable, the information in paragraph (b) of this section is submitted, as
follows:

(1) For an investigation of a significant risk device, as defined in § 812.3(m), the supporting
information as described in paragraph (b) of this section is submitted.

(i1) For an investigation of a device, other than a significant risk device, the supporting
information as described in paragraphs (b)(1), (4), (5), (7) through (9), and (11) of this
section is submitted, and the supporting information as described in paragraph (b)(10) of
this section and the rationale for determining the investigation is of a device other than a
significant risk device are made available for agency review upon request by FDA.




(ii1) For a device investigation that meets the exemption criteria in § 812.2(c), the
supporting information as described in paragraphs (b)(1), (4), (5), (7) through (11) of this
section and the rationale for determining the investigation meets the exemption criteria in §
812.2(c) are made available for agency review upon request by FDA.

(3) FDA is able to validate the data from the investigation through an onsite inspection, or
through other appropriate means, if the agency deems it necessary.

(b) Supporting information. A sponsor or applicant who submits data from a clinical
investigation conducted outside the United States to support an IDE or a device marketing
application or submission, in addition to information required elsewhere in parts 807, 812, and
814 of this chapter, as applicable, shall provide a description of the actions the sponsor or
applicant took to ensure that the research conformed to GCP as described in paragraph (a)(1) of
this section. The description is not required to duplicate information already submitted in the
application or submission. Instead, the description must provide either the following
information, as specified in paragraph (a)(2) of this section, or a cross-reference to another
section of the application or submission where the information is located:

(1) The names of the investigators and the names and addresses of the research facilities and
sites where records relating to the investigation are maintained;

(2) The investigator's qualifications;
(3) A description of the research facility(ies);

(4) A detailed summary of the protocol and results of the investigation and, should FDA
request, case records maintained by the investigator or additional background data such as
hospital or other institutional records;

(5) Either a statement that the device used in the investigation conducted outside the United
States is identical to the device that is the subject of the submission or application, or a
detailed description of the device and each important component (including all materials and
specifications), ingredient, property, and principle of operation of the device used in the
investigation conducted outside the United States and a comparison to the device that is the
subject of the submission or application that indicates how the device used in the
investigation is similar to and/or different from the device that is the subject of the
submission or application;

(6) If the investigation is intended to support the safety and effectiveness of a device, a
discussion demonstrating that the data and information constitute valid scientific evidence
within the meaning of § 860.7 of this chapter;

(7) The name and address of the IEC that reviewed the investigation and a statement that the
IEC meets the definition in § 812.3(t). The sponsor or applicant must maintain records
supporting such statement, including records describing the qualifications of IEC members,
and make these records available for agency review upon request;



(8) A summary of the IEC's decision to approve or modify and approve the investigation, or
to provide a favorable opinion;

(9) A description of how informed consent was obtained;

(10) A description of what incentives, if any, were provided to subjects to participate in the
investigation;

(11) A description of how the sponsor(s) monitored the investigation and ensured that the
investigation was carried out consistently with the protocol; and

(12) A description of how investigators were trained to comply with GCP (as described in
paragraph (a)(1) of this section) and to conduct the investigation in accordance with the
protocol, and a statement on whether written commitments by investigators to comply with
GCP and the protocol were obtained. Any signed written commitments by investigators must
be maintained by the sponsor or applicant and made available for agency review upon
request.

(¢) Waivers.

(1) A sponsor or applicant may ask FDA to waive any applicable requirements under
paragraphs (a)(1) and (b) of this section. A waiver request may be submitted in an IDE or in
an amendment or supplement to an IDE, in a device marketing application or submission (an
application under section 515 or 520(m) of the Federal Food, Drug, and Cosmetic Act, a
premarket notification submission under section 510(k) of the Federal Food, Drug, and
Cosmetic Act, or a request for De Novo classification under section 513(f)(2) of the Federal
Food, Drug, and Cosmetic Act) or in an amendment or supplement to a device marketing
application or submission, or in a pre-submission. A waiver request is required to contain at
least one of the following:

(1) An explanation why the sponsor's or applicant's compliance with the requirement is
unnecessary or cannot be achieved;

(i1) A description of an alternative submission or course of action that satisfies the purpose
of the requirement; or

(ii1) Other information justifying a waiver.

(2) FDA may grant a waiver if it finds that doing so would be in the interest of the public
health.

(d) Records. A sponsor or applicant must retain the records required by this section for a
clinical investigation conducted outside the United States as follows:

(1) If the investigation is submitted in support of an IDE, for 2 years after the termination or
completion of the IDE; and



(2) If the investigation is submitted in support of a premarket approval application, a notice
of completion of a product development protocol, a humanitarian device exemption
application, a premarket notification submission, or a request for De Novo classification, for
2 years after an agency decision on that submission or application.

(e) Clinical investigations conducted outside of the United States that do not meet conditions.
For clinical investigations conducted outside the United States that do not meet the conditions
under paragraph (a) of this section, FDA may accept the information from such clinical
investigations to support an IDE or a device marketing application or submission if FDA believes
that the data and results from such clinical investigation are credible and accurate and that the
rights, safety, and well-being of subjects have been adequately protected.



EXHIBIT C
Introduction

Good Clinical Research Practice (GCP) is a process that incorporates established ethical and
scientific quality standards for the design, conduct, recording and reporting of clinical research
involving the participation of human subjects. Compliance with GCP provides public assurance
that the rights, safety, and well-being of research subjects are protected and respected, consistent
with the principles enunciated in the Declaration of Helsinki and other internationally recognized
ethical guidelines, and ensures the integrity of clinical research data. The conduct of clinical
research is complex and this complexity is compounded by the need to involve a number of
different individuals with a variety of expertise, all of who must perform their tasks skillfully and
efficiently.

The responsibility for GCP is shared by all of the parties involved, including sponsors,
investigators and site staff, contract research organizations (CROs), ethics committees,
regulatory authorities and research subjects.

Background

For the purposes of this handbook, a general definition of human research is:

“Any proposal relating to human subjects including healthy volunteers that cannot be considered
as an element of accepted clinical management or public health practice and that involves either
(1) physical or psychological intervention or observation, or

(ii) collection, storage and dissemination of information relating to individuals. This definition
relates not only to planned trials involving human subjects but to research in which
environmental factors are manipulated in a way that could incidentally expose individuals to
undue risks.” (World Health Organization, Governance, rules and procedures, WHO Manual
XVII).

Before medical products can be introduced onto the market or into public health programmes,
they must undergo a series of investigations designed to evaluate safety and efficacy within the
parameters of toxicity, potency, dose finding, and field conditions. Full information must be
documented on therapeutic indications, method of administration and dosage, contraindications,
warnings, safety measures, precautions, interactions, effects in target populations and safety
information.

During the clinical research and development process, most medical products will only have
been tested for short-term safety and efficacy on a limited number of carefully selected
individuals. In some cases, as few as 100, and rarely more than 5000 subjects will have received
the product prior to its approval for marketing. Given these circumstances and because the
decision to allow a new product on the market has such broad public health significance, the
clinical trial process and data must conform to rigorous standards to ensure that decisions are
based on data of the highest quality and integrity.

In the early 1960s, widespread concern about the safety and control of investigational drugs and
the clinical research process developed among members of the medical profession, the scientific



community, regulatory authorities, and the general public. In 1968, WHO convened a Scientific
Group on Principles for Clinical Evaluation of Drugs. The Scientific Group was charged with
reviewing and formulating principles for clinical evaluation of drug products, whether new or
already marketed, including considerations for new indications or dosage forms for marketed
products and new combination products. In 1975, another WHO Scientific Group was convened
to specifically consider all aspects of the evaluation and testing of drugs and to formulate
proposals and guidelines for research in the field of drug development. These reports formed the
basis for WHO’s “Guidelines for good clinical practice (GCP) for trials on pharmaceutical
products”, published in 1995, as well as many national and international guidelines that have
subsequently been developed, including:

* International Conference on Harmonization (ICH) E6, “Good Clinical Practice: Consolidated
Guideline” (1996)

* International Standards Organization (ISO), “Clinical investigation of medical devices for
human subjects, Part I (General requirements) and Part 2 (Clinical investigation plans) (2001)
* Pan American Health Organization (PAHO). Pan American Network on Drug Regulatory
Harmonization (PANDRH). “Good Clinical Practices: Document of the Americas” (2005)

The conduct of clinical research in accordance with the principles of GCP helps to ensure that
clinical research participants are not exposed to undue risk, and that data generated from the
research are valid and accurate. By providing a basis both for the scientific and ethical integrity
of research involving human subjects and for generating valid observations and sound
documentation of the findings, GCP not only serves the interests of the parties actively involved
in the research process, but also protects the rights, safety and wellbeing of subjects and ensures
that investigations are scientifically sound and advance public health goals.

Objectives of this handbook
The objectives of this current WHO Handbook for GCP include the following:

* to support and promote the achievement of a globally applicable unified standard for the
conduct of all clinical research studies on human subjects;

* to provide an overview and practical advice on the application and implementation of
internationally accepted principles for GCP and clinical research in human subjects;

» to provide an educational and reference tool for anyone interested in, or intending to become or
already actively engaged in, clinical research by providing the necessary background and insight
into the reasons for the requirements of GCP and their efficient application;

* to assist editors in evaluating the acceptability of reported research for publication, and
regulators in evaluating the acceptability of any study that could affect the use or the terms of
registration of a medical product.

This handbook can be adopted or referenced by WHO Member States. Where national
regulations or requirements do not exist or require supplementation, relevant regulatory
authorities may designate or adopt these GCP principles and standards. Where national or
adopted international standards are more demanding than WHO GCP, the former should take
precedence.



Guidance on various aspects of clinical research is also available from several other national and
international bodies such as, the International Conference on Harmonization (ICH), the
International Standards Organization (ISO), the Council for International Organizations of
Medical Sciences (CIOMS), the European Agency for the Evaluation of Medicinal Products
(EMEA), and the United States Food and Drug Administration (FDA). (See References)

Scope of this handbook

This handbook defines fourteen principles of GCP, and provides guidance and assistance in the
application and implementation of these principles by all parties involved in the clinical research
process. In describing each principle, the handbook articulates the research processes and
systems that need to be in place, and within these, the roles and responsibilities of various
stakeholders (notably sponsors, investigators, ethics committees, and regulatory authorities)
involved in the conduct of health and clinical research studies.

To the extent possible, the principles of GCP should generally apply to all clinical research
involving human subjects, and not just research involving pharmaceutical or other medical
products. Included here are:

» studies of a physiological, biochemical, or pathological process, or of the response to a specific
intervention — whether physical, chemical, or psychological — in healthy subjects or in patients;

» controlled studies of diagnostic, preventive or therapeutic measures, designed to demonstrate a
specific generalizable response to these measures against a background of individual biological
variation;

* studies designed to determine the consequences for individuals and communities of specific
preventive or therapeutic measures;

» studies concerning human health-related behaviour in a variety of circumstances and
environments;

» studies that employ either observation or physical, chemical, or psychological intervention.
Such studies may generate records or make use of existing records containing biomedical or
other information about individuals who may or may not be identifiable from the records or
information. The use of such records and the protection of the confidentiality of data obtained
from those records are discussed in the “International Guidelines for Ethical Review of
Epidemiological Studies” (CIOMS, 1991, currently being updated).

Although some principles of GCP may not apply to all types of research on human subjects,
consideration of these principles is strongly encouraged wherever applicable as a means of
ensuring the ethical, methodologically sound and accurate conduct of human subjects’ research.

Overview of the clinical research process

This section outlines key activities involved in the conduct of a clinical trial. This shows one
possible sequence in which these activities may occur; other sequences (e.g. simultaneous
completion of one or more activities) are also acceptable. Multiple parties are responsible for the
success of these activities and procedures; the individual responsibilities of investigators,



sponsors, ethics committees, and regulatory authorities will be the topic of subsequent sections
of this Handbook.

Key trial activities include:
1. Development of the trial protocol

Within GCP, clinical trials should be described in a clear, detailed protocol.

The sponsor, often in consultation with one or more clinical investigators, generally designs the
study protocol; clinical investigators may also design and initiate clinical studies, as sponsor-
investigators. Integral to protocol development are the concepts of risk identification, study
design and control groups, and statistical methodology. The sponsor and clinical investigator(s)
should be aware of any national/ local laws or regulations pertaining to designing, initiating, and
conducting the study.

2. Development of standard operating procedures (SOPs)

All parties who oversee, conduct or support clinical research (i.e. sponsors, clinical investigators,
Independent Ethics Committees/Institutional Review Boards [IECs/IRBs] monitors, contract
research organizations [CROs]) should develop and follow written standard operating procedures
(SOPs) that define responsibilities, records, and methods to be used for study-related activities.
See WHO GCP Principles 6: Protocol Compliance; 7: Informed Consent; 11: Records; 12:
Confidentiality/Privacy; and 14: Quality Systems.

Sponsors should consider preparing SOPs including those for:

* developing and updating the protocol, investigator’s brochure, case report forms (CRFs), and
other study-related documents;

* supplies procurement, shipping, handling, and accounting for all supplies of the investigational
product;

» standardizing the activities of sponsors and study personnel (e.g. review of adverse event
reports by medical experts; data analysis by statisticians);

» standardizing the activities of clinical investigators to ensure that trial data is accurately
captured;

* monitoring, to ensure that processes are consistently followed and activities are consistently
documented;

» auditing, to determine whether monitoring is being appropriately carried out and the systems
for quality control are operational and effective.

Similarly, clinical investigators should consider developing SOPs for common trial-related
procedures not addressed in the protocol. These may include but are not limited to:
communicating with the IEC/IRB; obtaining and updating informed consent; reporting adverse
events; preparing and maintaining adequate records; administering the investigational product;
and accounting for and disposing of the investigational product.



IECs/IRBs should develop and follow written procedures for their operations, including but not
limited to: membership requirements; initial and continuing review; communicating with the
investigator(s) and institution; and minimizing or eliminating conflicts of interest.

Regulators should consider developing written procedures for activities pertaining to the
regulation of clinical research. These may include but are not limited to: reviewing applications
and safety reports; conducting GCP inspections (where applicable) and communicating findings
to the inspected parties; and establishing an infrastructure for due process and imposing
sanctions on parties who violate national/local law or regulations.

3. Development of support systems and tools

Appropriate support systems and tools facilitate the conduct of the study and collection of data
required by the protocol. Support systems and tools include, but are not limited to, trial-related
information documents (e.g. investigator’s brochure, case report forms [CRFs], checklists, study
flow sheets, drug accountability logs; see Overview Process 4: Generation and approval of trial-
related information documents), computer hardware and software, electronic patient diaries, and
other specialized equipment.

The sponsor is generally responsible for developing, maintaining, modifying, and ensuring the
availability of support systems and tools for conducting the trial and collecting and reporting
required data.

For example, the sponsor may consider developing/designing/providing/ designating;:

* diagnostic or laboratory equipment required by the study protocol, and procedures/schedules
for servicing the equipment according to the manufacturer’s specifications;

 computer systems (hardware and software) to be used in the clinical trial (e.g. statistical or
other software, electronic patient diaries, coding of personal data), and software validation
systems, as needed;

» facsimile or other communications equipment to facilitate reporting of serious adverse events;
+ information and training tools for clinical investigators and site personnel.

4. Generation and approval of trial-related documents

Development of trial-related documents may facilitate the conduct of the study, collection and
reporting of study-related data, and analysis of study results.

The sponsor generally develops, designs, and provides various standardized forms and checklists
to assist the clinical investigator and his/ her staff in capturing and reporting data required by the
protocol.

Examples of trial information documents include, but are not limited to:

* investigator’s brochure;



* checklists to identify and document the required steps for each of the various clinical trial
activities (e.g. investigator selection, approvals and clearances, monitoring, adverse event
reporting and evaluation, analysis of interim data);

« investigational supplies accountability forms to document the amount and source of
investigational product shipped and received, the amount dispensed to subjects, and the
return/destruction, as appropriate, of any unused product;

* signature logs and other forms to document by whom activities are completed, when, and the
sequence in which they are carried out;

» case report forms (CRFs) for each scheduled study visit to capture all of the necessary data
collected from and reported for each subject;

* informed consent documents;

» adverse event or safety reporting forms;

* administrative forms to track research funds and expenses;

» forms to disclose information about the investigator’s financial, property, or other interests in
the product under study, in accordance with national/local law or regulations;

» formats for reports of monitoring visits;

« formats for progress reports, annual reports, and final study reports.

5. Selection of trial sites and the selection of properly qualified, trained, and experienced
investigators and study personnel

Clinical investigators must be qualified and have sufficient resources and appropriately trained
staff to conduct the investigation and be knowledgeable of the national setting and circumstances
of the site and study population(s). Sponsors should review the requirements of the study
protocol to determine the type(s) of expertise required and identify clinical investigators who
have the particular medical expertise necessary to conduct the study and who have knowledge,
training and experience in the conduct of clinical trials and human subject protection.

6. Ethics committee review and approval of the protocol

Within GCP, studies must be reviewed and receive approval/ favourable opinion from an
Independent Ethics Committee (IEC)/ Institutional Review Board (IRB) prior to enrollment of
study subjects.

The investigator generally assumes responsibility for obtaining IEC/ IRB review of the study
protocol. Copies of any approval/favourable opinion are then provided to the sponsor.

7. Review by regulatory authorities

Within GCP, studies must undergo review by regulatory authority(ies) for use of the
investigational product or intervention in human subjects and to ensure that the study is
appropriately designed to meet its stated objectives, according to national/regional/local law and
regulations.



The sponsor is generally responsible for ensuring that the applicable regulatory authority(ies)
review and provide any required authorizations for the study before the study may proceed. The
sponsor should also list the trial in applicable and/or required clinical trial registry(ies).

8. Enrollment of subjects into the study: recruitment, eligibility, and informed consent

The clinical investigator has primary responsibility for recruiting subjects, ensuring that only
eligible subjects are enrolled in the study, and obtaining and documenting the informed consent
of each subject. Within GCP, informed consent must be obtained from each study subject prior to
enrollment in the study or performing any specific study procedures.

9. The investigational product(s): quality, handling and accounting

Quality of the investigational product is assured by compliance with Good Manufacturing
Practice (GMP) and by handling and storing the product according to the manufacturing
specifications and the study protocol. GCP requires that sponsors control access to the
investigational product and also document the quantity(ies) produced, to whom the product is
shipped, and disposition (e.g. return or destruction) of any unused supplies. GCP also requires
investigators to control receipt, administration, and disposition of the investigational product.

10. Trial data acquisition: conducting the trial

Research should be conducted according to the approved protocol and applicable regulatory
requirements. Study records documenting each trial-related activity provide critical verification
that the study has been carried out in compliance with the protocol.

11. Safety management and reporting

All clinical trials must be managed for safety. Although all parties who oversee or conduct
clinical research have a role/responsibility for the safety of the study subjects, the clinical
investigator has primary responsibility for alerting the sponsor and the IEC/IRB to adverse
events, particularly serious/life-threatening unanticipated events, observed during the course of
the research. The sponsor, in turn, has primary responsibility for reporting of study safety to
regulatory authorities and other investigators and for the ongoing global safety assessment of the
investigational product. A data and safety monitoring board (DSMB) may be constituted by the
sponsor to assist in overall safety management.

12. Monitoring the trial

Sponsors generally perform site monitoring of a clinical trial to assure high quality trial conduct.
The sponsor may perform such monitoring directly, or may utilize the services of an outside
individual or organization (e.g. contract research organization [CRO]). The sponsor determines
the appropriate extent and nature of monitoring based on the objective, purpose, design,
complexity, size, blinding, and endpoints of the trial, and the risks posed by the investigational
product.

The “on site” monitors review individual case histories in order to verify adherence to the
protocol, ensure the ongoing implementation of appropriate data entry and quality control
procedures, and verify adherence to GCP. In blinded studies, these monitors remain blinded to
study arm assignment.



For an investigator-initiated study, the sponsor-investigator should consider the merits of
arranging independent, external monitoring of the study, particularly when the study involves
novel products or potential significant risks to subjects.

13. Managing trial data

Within GCP, managing clinical trial data appropriately assures that the data are complete, reliable
and processed correctly, and that data integrity is preserved. Data management includes all
processes and procedures for collecting, handling, manipulating, analysing, and storing/archiving
of data from study start to completion.

The sponsor bears primary responsibility for developing appropriate data management systems.
The sponsor and the investigator share responsibility for implementing such systems to ensure
that the integrity of trial data is preserved.

Data management systems should address (as applicable):

* data acquisition;

» confidentiality of data/data privacy;

» electronic data capture (if applicable);

+ data management training for investigators and staff;

+ completion of CRFs and other trial-related documents, and procedures for correcting errors in
such documents;

* coding/terminology for adverse events, medication, medical histories;

» safety data management and reporting;

» data entry and data processing (including laboratory and external data);

« database closure;

» database validation;

* secure, efficient, and accessible data storage;

* data quality measurement (i.e. how reliable are the data) and quality assurance;

* management of vendors (e.g. CROs, pharmacies, laboratories, software suppliers, off-site
storage) that participate directly or indirectly in managing trial data and materials.

14. Quality assurance of the trial performance and data

Quality assurance (QA) verifies through systematic, independent audits that existing quality
control systems (e.g. study monitoring: see Overview Process 12: Monitoring the trial; data
management systems: see Overview Process 13: Managing trial data) are working and effective.
Quality assurance audits may be performed during the course of the clinical trial and/or upon
trial completion.

Sponsors bear primary responsibility for establishing quality systems and conducting quality
assurance audits.

15. Reporting the trial



The results of each controlled study involving an investigational product should be summarized
and described in an integrated clinical study report containing clinical data and statistical
descriptions, presentations, and analyses. The report should be complete, timely, well-organized,
free from ambiguity, and easy to review.

The sponsor is responsible for preparing clinical study reports. Such reports should generally
include:

» a description of the ethical aspects of the study (e.g. confirmation that the study was conducted
in accordance with basic ethical principles);

» a description of the administrative structure of the study (i.e. identification and qualifications of
investigators/sites/other facilities);

« an introduction that explains the critical features and context of the study (e.g. rationale and
aims, target population, treatment duration, primary endpoints);

 a summary of the study objectives;

» a description of the overall study design and plan;

» a description of any protocol amendments;

« an accounting of all subjects who participated in the study, including all important deviations
from inclusion/exclusion criteria and a description of subjects who discontinued after enrollment;
* an accounting of protocol violations;

* a discussion of any interim analyses;

« an efficacy evaluation, including specific descriptions of subjects who were included in each
efficacy analysis and listing of all subjects who were excluded from the efficacy analysis and the
reasons for such exclusion;

« a safety evaluation, including extent of exposure, common adverse events and laboratory test
changes, and serious or unanticipated or other significant adverse events including evaluation of
subjects who left the study prematurely because of an adverse event or who died;

» a discussion and overall conclusions regarding the efficacy and safety results and the
relationship of risks and benefits;

* tables, figures, and graphs that visually summarize the important results or to clarify results that
are not easily understood;

» a reference list.

Where permitted, abbreviated or less detailed reports may be acceptable for uncontrolled or
aborted studies.

WHO Principles of GCP

Principle 1: Research involving humans should be scientifically sound and conducted in
accordance with basic ethical principles, which have their origin in the Declaration of Helsinki.
Three basic ethical principles of equal importance, namely respect for persons, beneficence, and
justice, permeate all other GCP principles.

Principle 2: Research involving humans should be scientifically justified and described in a clear,
detailed protocol.

Principle 3: Before research involving humans is initiated, foreseeable risks and discomforts and
any anticipated benefit(s) for the individual research subject and society should be identified.



Research of investigational products or procedures should be supported by adequate non-clinical
and, when applicable, clinical information.

Principle 4: Research involving humans should be initiated only if the anticipated benefit(s) for
the individual research subject and society clearly outweigh the risks. Although the benefit of the
results of the trial to science and society should be taken into account, the most important
considerations are those related to the rights, safety, and well-being of the research subjects.
Principle 5: Research involving humans should receive independent ethics
committee/institutional review board (IEC/IRB) approval/ favourable opinion prior to initiation.
Principle 6: Research involving humans should be conducted in compliance with the approved
protocol.

Principle 7: Freely given informed consent should be obtained from every subject prior to
research participation in accordance with national culture(s) and requirements. When a subject is
not capable of giving informed consent, the permission of a legally authorized representative
should be obtained in accordance with applicable law.

Principle 8: Research involving humans should be continued only if the benefit-risk profile
remains favourable.

Principle 9: Qualified and duly licensed medical personnel (i.e. physician or, when appropriate,
dentist) should be responsible for the medical care of research subjects, and for any medical
decision(s) made on their behalf.

Principle 10: Each individual involved in conducting a trial should be qualified by education,
training, and experience to perform his or her respective task(s) and currently licensed to do so,
where required.

Principle 11: All clinical trial information should be recorded, handled, and stored in a way that
allows its accurate reporting, interpretation, and verification.

Principle 12: The confidentiality of records that could identify subjects should be protected,
respecting the privacy and confidentiality rules in accordance with the applicable regulatory
requirement(s).

Principle 13: Investigational products should be manufactured, handled, and stored in accordance
with applicable Good Manufacturing Practice (GMP) and should be used in accordance with the
approved protocol.

Principle 14: Systems with procedures that assure the quality of every aspect of the trial should
be implemented.

PRINCIPLE 1: ETHICAL CONDUCT

Research involving humans should be scientifically sound and conducted in accordance with
basic ethical principles, which have their origin in the Declaration of Helsinki. Three basic
ethical principles of equal importance, namely respect for persons, beneficence, and justice,
permeate all other GCP principles enumerated below.

Ethical principles have been established by many national and international bodies, including:
1) The World Medical Association. Declaration of Helsinki;

2) The Council for International Organizations of Medical Sciences (CIOMS), International
Ethical Guidelines for Biomedical Research Involving Human Subjects;

3) Other guidelines (see References).

Application



Principle 1 is applied through:

* design and approval of the protocol;

* informed consent;

» scientific and ethical review;

» a favourable risk/benefit assessment;

« fair and transparent procedures and outcomes in the selection of research subjects;
 compliance with national and international laws, regulations, and standards.

Questions and Answers:

What is meant by “respect for persons” and how is it most directly implemented within GCP?
“Respect for persons incorporates at least two ethical convictions: first, that individuals should
be treated as autonomous agents, and second, that persons with diminished autonomy are entitled
to protection.” (The Belmont Report; CIOMS, International Ethical Guidelines)

“Respect for persons requires that subjects, to the degree that they are capable, be given the
opportunity to choose what shall or shall not happen to them. This opportunity is provided when
adequate standards for informed consent are satisfied.” (The Belmont Report)

In general, all individuals, including healthy volunteers, who participate as research subjects
should be viewed as intrinsically vulnerable.

When some or all of the subjects, such as children, prisoners, pregnant women, handicapped or
mentally disabled persons, or economically or educationally disadvantaged persons are likely to
be more vulnerable to coercion or undue influence, additional safeguards should be included in
the study to protect the rights and welfare of these subjects. These safeguards may include, but
are not limited to: special justification to the ethical review committee that the research could not
be carried out equally well with less vulnerable subjects; seeking permission of a legal guardian
or other legally authorized representative when the prospective subject is otherwise substantially
unable to give informed consent; including an impartial witness to attend the informed consent
process if the subject or the subject’s legally authorized representative cannot read; and/or
additional monitoring of the conduct of the study.

Within GCP, the principle of “respect for persons” is most directly implemented through the
process of informed consent. Included here is the provision that the subject (or subject’s legally
authorized representative) will be informed in a timely manner if information becomes available
that may be relevant to the subject’s willingness to continue participation in the trial. (See WHO
GCP Principle 7: Informed Consent)

What is meant by “beneficence” and how is it most directly implemented within GCP?
“Beneficence refers to the ethical obligation to maximize benefit and to minimize harm. This
principle gives rise to norms requiring that the risks of research be reasonable in the light of the
expected benefits, that the research design be sound, and that the investigators be competent both
to conduct the research and to safeguard the welfare of the research subjects. Beneficence further
proscribes the deliberate infliction of harm on persons; this aspect of beneficence is sometimes
expressed as a separate principle, nonmaleficence “do no harm”. (CIOMS, International Ethical
Guidelines)

The principle of “beneficence” bears a close relationship to the (GCP) “requirement that research
be justified on the basis of a favourable risk/benefit assessment.” (The Belmont Report)
“Risks and benefits of research may affect the individual subjects,



... and society at large (or special groups of subjects in society).” “In balancing these different
elements, the risks and benefits affecting the immediate research subject will normally carry
special weight.” (The Belmont Report)

Within GCP, the principle of “beneficence” is most directly implemented through risk/benefit
assessment during design and review (initial review as well as continuing review) of the study
protocol. (See also WHO GCP Principles 3: Risk Identification; 4: Benefit-Risk Assessment; 8:
Continuing Review/Ongoing Benefit-Risk Assessment)

What is meant by “justice” and how is it most directly implemented within GCP?

“... the principle of justice gives rise to moral requirements that there be fair procedures and
outcomes in the selection of research subjects.” (The Belmont Report)

Justice in the selection of research subjects requires attention in two respects: the individual and
the social.

’Individual justice in the selection of subjects requires that researchers exhibit fairness; thus,
they should not offer potentially beneficial research to only some patients who are in favor or
select only “undesirable” persons for risky research.” (The Belmont Report)

Social justice relates to groups of subjects, including the involvement of vulnerable subjects or
subject populations. “Certain groups, such as racial minorities, the economically disadvantaged,
the very sick, and the institutionalized may continually be sought as research subjects, owing to
their ready availability in settings where research is conducted.” (The Belmont Report) “Equity
requires that no group or class of persons should bear more than its fair share of the burdens of
participation in research. Similarly, no group should be deprived of its fair share of the benefits
of research, short-term or long-term

... Subjects should be drawn from the qualifying population in the general geographic area of the
trial without regard to race, ethnicity, economic status, or gender unless there is a sound scientific
reason to do otherwise.” (CIOMS, International Ethical Guidelines, Commentary on Guideline
12)

Within GCP, the principle of “justice” is most directly implemented by considering procedures
and outcomes for subject selection during the design and review of the study protocol as well as
during recruitment and enrollment of study subjects. (See also WHO GCP Principles 2: Protocol,
and 7: Informed Consent)

Implementation

The basic ethical principles of biomedical research are reflected in all GCP principles and
processes, impacting on the role and responsibilities of each party within GCP. Each party
participating in clinical research has responsibility for ensuring that research is ethically and
scientifically conducted according to the highest standards. This includes the investigator(s) and
site staff, the sponsor and sponsor’s staff (including monitors and auditors), the ethics
committee(s), the regulatory authority(-ies), and the individual research subjects.

For more information (including Roles and Responsibilities):

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1)

Elements of the Review (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, 2000, Section 6.2)



Follow-Up (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, 2000, Section 9)

Ethical review of externally sponsored research (CIOMS, International Ethical Guidelines,
Guideline 3)

For clinical investigators, refer to:

Communications with the IRB/IEC (ICH E6, Section 4.4) Informed Consent of Trial Subjects
(ICH E6, Section 4.8) Safety Reporting (ICH E6, Section 4.11)

For sponsors, refer to:

Trial Design (ICH E6, Section 5.4)

Notification/Submission to Regulatory Authority(ies) (ICH E6, Section 5.10)

Safety Information (ICH E6, Section 5.16)

For regulatory authorities, refer to:

WHO Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995
See also:

Discussion of the WHO Principles of GCP GCP Principle 2: Protocol

GCP Principle 3: Risk Identification

GCP Principle 4: Benefit-Risk Assessment GCP Principle 7: Informed Consent

GCP Principle 8: Continuing Review/Ongoing Benefit-Risk Assessment

Definitions for:

Impartial Witness (ICH E6, 1.26) Informed Consent (ICH E6, 1.28)

Legally Acceptable Representative (ICH E6, 1.37) Vulnerable Subjects (ICH E6, 1.61)
Well-being [of the Trial Subjects] (ICH E6, 1.62)

Clinical Trial Protocol and Protocol Amendment(s):

Selection and Withdrawal of Subjects (ICH E6, Section 6.5) Ethics (ICH E6, Section 6.12)

PRINCIPLE 2: RESEARCH DESCRIBED IN A PROTOCOL

Research involving humans should be scientifically justified and described in a clear, detailed
protocol.

“The experiment should be such as to yield fruitful results ... unprocurable by other methods or
means of study, and not random and unnecessary in nature.” (The Nuremburg Code)

“The design and performance of each experimental procedure involving human subjects should
be clearly formulated in an experimental protocol.” (Declaration of Helsinki)

Application

Principle 2 is applied through development of a clear, detailed, scientifically justified and
ethically sound protocol that (1) complies with requirements established by national and local
laws and regulations, and (2) undergoes scientific and ethical review prior to implementation.

Questions and Answers

What is meant by “scientifically justified”?

The protocol must be carefully designed to generate statistically and scientifically sound answers
to the questions that are being asked and meet the objective(s) of the study. The objective(s)



should also justify the risk; that is, the potential benefits (if any) of participation in the study
should outweigh the risks.

“A clinical trial cannot be justified ethically unless it is capable of producing scientifically
reliable results.” (CIOMS, International Ethical Guidelines, Guideline 11)

What is a clear detailed protocol?

A protocol “describes the objective(s), design, methodology, statistical considerations, and
organization of a trial. The protocol usually also gives the background and rationale for the trial,
but these could

be provided in other protocol referenced documents.” (ICH E6, Section 1.44)

A protocol “provides the background, rationale, and objective(s) of a biomedical research project
and describes its design, methodology, and organization, including ethical and statistical
considerations. Some of these considerations may be provided in other documents referred to in
the protocol.” (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Glossary)

What information should be included in a study protocol?

The study protocol is the core document communicating trial requirements to all parties who
have responsibility for approval, conduct, oversight, and analysis of the research.

GCP recognizes that certain essential elements should be included in the study protocol. These
include but are not limited to:

» general information;

* background information;

* description of the trial objectives and purpose;

» description of the trial design;

» criteria for inclusion, exclusion, and withdrawal of study subjects;

* treatment information,;

» methods and timing for assessing, recording and analysing data gathered on the investigational
product;

» methods for obtaining safety information, including plans for safety monitoring;

» description of the statistical methods to be employed;

* description of ethical considerations relating to the trial;

« a statement related to permitting trial-related monitoring, audits, and inspection by the sponsor,
IEC/IRB, and regulators, including direct access to source data/documents;

» means for obtaining informed consent and communication of information to prospective
subjects.

What is a “protocol amendment™?
“A protocol amendment is a written description of a change(s) to or formal clarification of a
protocol.” (ICH E6, Section 1.45)



What types of changes may require formal amendment of the protocol?

Regional, national, or local laws and regulations may require sponsors to prepare formal protocol
amendments to describe any change that significantly affects the safety of subjects, the scope of
the investigation, or the scientific quality of the study.

Examples of changes that generally require formal amendment include, but are not limited to:

* changes in drug dosage or duration of exposure of individual subjects to an investigational
product beyond that described in the current protocol;

* significant increase in the number of subjects under study or in the duration of the study;

» significant change in the study design, such as adding or dropping a study arm; and

« addition of a new test or procedure that is intended to improve monitoring for or reduce the risk
of a side effect or adverse event, or the dropping of a test intended to monitor safety.

In this document, “regional” refers to supranational laws, regulations, or requirements, such as
those adopted by the European Union.

What is the “investigator’s brochure” and how does it relate to the protocol?

The investigator’s brochure is a “compilation of the clinical and nonclinical data on the
investigational product(s) that is relevant to the study of the investigational product(s) in human
subjects.” (ICH E6, 1.36)

In general, the investigator’s brochure provides more complete background information on the
investigational product than is provided in the protocol. The investigator’s brochure assists the
investigator in interpreting and implementing the study protocol, and may be of particular
importance in helping the investigator determine whether specific adverse events are
unanticipated, and accordingly, when and how such events should be reported to the sponsor,
IEC/IRB, and regulators.

What is meant by a well-controlled study?

A well-controlled study uses a design that permits a comparison of subjects treated with the
investigational agent/intervention to a suitable control population, so that the effect of the
investigational agent/intervention can be determined and distinguished from other influences,
such as spontaneous change, “placebo” effects, concomitant therapy(ies)/intervention(s), or
observer expectations.

What are some designs for controlled clinical studies?

Commonly used designs for controlled clinical studies include: placebo concurrent control; no-
treatment concurrent control; doseresponse concurrent control; active (positive) concurrent
control; external control (including historical control); and combination (multiple control group)
designs. (See ICH E10: Choice of Control Group and Related Issues in Clinical Trials)

“As a general rule, research subjects in the control group of a trial of a diagnostic, therapeutic, or
preventive intervention should receive an established effective intervention. In some
circumstances it may be ethically acceptable to use an alternative comparator, such as placebo or
“no treatment”.” (CIOMS, International Ethical Guidelines, Guideline 11)

What can be done to minimize bias in a clinical investigation?
Bias implies subjective or unfair distortion of judgment in favour of or against a person or thing.
The purpose of conducting a clinical trial of an investigational product is to distinguish the effect



of the investigational product from other factors, such as spontaneous changes in the course of
the disease, placebo effects, or biased/subjective observation. Bias can be minimized in a clinical
trial by designing well-controlled studies, by using procedures to randomize subjects to various
study arms based on the generation of a random allocation sequence, and by using concealment
and blinding.

What is meant by “blinding” or “masking”?

Blinding or masking is “[a] procedure in which one or more parties to the trial are kept unaware
of the treatment assignment(s). Single blinding usually refers to the subject(s) being unaware,
and double blinding usually refers to the subject(s), investigator(s), monitor, and, in some cases,
data analyst(s) being unaware of the treatment assignment(s).” (ICH E6, 1.10)

When is unblinding of the trial by the investigator permissible? How should unblinding be
accomplished (in those situations where it would be allowed)?

Unblinding may be necessary in the event of a medical emergency for a research subject.
Generally breaking the blind involves procedures specified in the study protocol that allow the
investigator and/or sponsor to find out whether a particular subject received the investigational
product, or received a comparator product or placebo, where applicable, while on the study.
“The investigator ... should ensure that the code is broken only in accordance with the protocol.
If the trial is blinded, the investigator should promptly document and explain to the sponsor any
premature unblinding (e.g., accidental unblinding, unblinding due to a serious adverse event) of
the investigational product(s).” (ICH E6, Section 4.7)

What is meant by “randomization”?

Randomization is the “process of assigning trial subjects to treatment or control groups using an
element of chance to determine the assignments in order to reduce bias.” (ICH E6, 1.48)
“Randomization is the preferred method for assigning subjects to the various arms of the clinical
trial unless another method, such as historical or literature controls, can be justified scientifically
and ethically. Assignment to treatment arms by randomization, in addition to its usual scientific
superiority, offers the advantage of tending to render equivalent to all subjects the foreseeable
benefits and risks of participation in a trial.” (CIOMS, International Ethical Guidelines,
Guideline 11)

“The investigator should follow the trial’s randomization procedures, if any, and should ensure
that the code is broken only in accordance with the protocol.” (ICH E6, Section 4.7)

How should the protocol address reporting of adverse events?

The protocol should specify procedures for eliciting reports of, and for recording and reporting,
adverse event and inter-current illnesses; the type and duration of the follow-up of subjects after
adverse events; and the methods to be used in, and timing for, assessing, recording, and
analysing safety parameters.

The protocol and investigator’s brochure will assist the investigator and sponsor in determining
whether an adverse event is “unexpected” and how it should be reported. Unexpected serious
adverse drug reactions should be reported to the regulatory authority(ies) and to other
investigators involved in the trial in accordance with applicable regulatory requirement(s).

Implementation



Sponsors are primarily responsible for (1) designing the clinical investigation, (2) developing the
study protocol, investigator’s brochure, and related materials to describe the procedures that will
be followed, study endpoints, data collection, and other study requirements; and (3) ensuring that
the protocol complies with applicable national and local laws and regulations.

Investigators may be consulted by the sponsor during protocol design or, in some cases, may
personally contribute to the design of the protocol. Investigators are responsible for familiarizing
themselves with the study protocol, investigator’s brochure, and related materials to ensure that
they are able to carry out the study in compliance with the specifications of the protocol.
IECs/IRBs are responsible for conducting ethical review of the study protocol. This also includes
arranging for a scientific review or verifying that a competent body has determined that the
research is scientifically sound. (See WHO GCP Principle 5: Review by IEC/IRB)

Regulators bear responsibility for allowing a protocol to proceed in accordance with applicable
laws and regulations. This may include prospective review of the protocol, the investigator’s
brochure and other relevant information. Where the protocol or investigator’s brochure is
inaccurate or materially incomplete, where the protocol does not adequately provide for the
protection of subject rights and safety, or where the protocol is deficient in design to meet its
stated objectives, the regulatory authority may require protocol modification or take action to
disallow the protocol to proceed in accordance with applicable laws and regulations.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to:

Clinical Trial Protocol (ICH E6, Section 6) Investigator’s Brochure (ICH E6, Section 7)
Documentation (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 5.3)

Elements of the Review (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 6.2)

For clinical investigators, refer to:

Investigator’s Qualifications and Agreements (ICH E6, Section 4.1) Adequate Resources (ICH
E6, Section 4.2)

Compliance with Protocol (ICH E6, Section 4.5)

Randomization Procedures and Unblinding (ICH E6, Section 4.7) Safety Reporting (ICH E6,
Section 4.11)

Clinical Trial Protocol (ICH E6, Section 6) Investigator’s Brochure (ICH E6, Section 7)

For sponsors, refer to:

Trial Design (ICH E6, Section 5.4)

Trial Management, Data Handling, Recordkeeping, and Independent Data Monitoring
Committee (ICH E6, Section 5.5)

Notification/Submission to Regulatory Authorities (ICH E6, Section 5.10)

Clinical Trial Protocol (ICH E6, Section 6) Investigator’s Brochure (ICH E6, Section 7)
Items to be Included in a Protocol (or Associated Documents) for Biomedical Research
Involving Human Subjects (CIOMS, International Ethical Guidelines, Appendix 1)

WHO Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995
(Section 2)

For regulatory authorities, refer to:



GCP Compliance Monitoring Programs by Regulatory Authorities (Good Clinical Practices:
Document of the Americas, PAHO, Chapter 7)

WHO Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995
See also:

Discussion of the WHO Principles of GCP GCP Principle 3: Risk Identification

GCP Principle 4: Benefit-Risk Assessment GCP Principle 5: Review by IEC/IRB

GCP Principle 6: Protocol Compliance GCP Principle 11: Records

Definitions for:

Investigator’s Brochure (ICH E6, 1.36) Protocol (ICH E6, 1.44)

Protocol Amendment (ICH E6, 1.45)

PRINCIPLE 3: RISK IDENTIFICATION

Before research involving humans is initiated, foreseeable risks and discomforts and any
anticipated benefit(s) for the individual research subject and society should be identified.
Research of investigational products or procedures should be supported by adequate non-clinical
and, when applicable, clinical information.

“The experiment should be so designed and based on the results of animal experimentation and a
knowledge of the natural history of the disease or other problem under study that the anticipated
results will justify the performance of the experiment.” (The Nuremberg Code)

“Medical research involving human subjects must conform to generally accepted scientific
principles, be based on a thorough knowledge of the scientific literature, other relevant sources
of information, and on adequate laboratory and, where appropriate animal experimentation.”
(Declaration of Helsinki)

“The assessment of risks and benefits requires a careful arrayal of relevant data, including, in
some cases, alternative ways of obtaining the benefits sought in the research [T]he assessment
presents

both an opportunity and a responsibility to gather systematic and comprehensive information
about proposed research.” (The Belmont Report)

Application

Principle 3 is applied through:

» conducting a thorough search of available scientific information about the investigational
product or procedure(s) (including findings from tests in laboratory animals and any previous
human experience);

* developing the investigator’s brochure, the study protocol, and the informed consent document
to adequately, accurately, and objectively reflect the available scientific information on
foreseeable risks and anticipated benefits.

Questions and Answers:

What is meant by “risk(s)” and “benefit(s)”?

“The term “risk”™ refers to a possibility that harm may occur. However, when expressions such as
“small risk” or “high risk” are used, they usually refer (often ambiguously) both to the chance
(probability) of experiencing a harm and the severity (magnitude) of the envisioned harm. The
term “benefit” is used in the research context to refer to something of positive value related to
health or welfare.” (The Belmont Report)



“Many kinds of possible harms and benefits need to be taken into account. There are, for
example, risks of psychological harm, physical harm, legal harm, social harm and economic
harm and the corresponding benefits. While the most likely types of harms to research subjects
are those of psychological or physical pain or injury, other possible kinds should not be
overlooked.” (The Belmont Report)

“Risks and benefits of research may affect the individual subjects, the families of the individual
subjects, and society at large (or special groups of subjects in society).” ““... In balancing these
different elements, the risks and benefits affecting the immediate research subject will normally
carry special weight.” (The Belmont Report) (See WHO GCP Principle 1: Ethical Conduct)

How is identification of risks and benefits implemented within GCP and where may information
about risks and benefits be obtained?

Within GCP, the identification of risks and benefits is undertaken as part of the scientific review
that accompanies protocol development.

“... [M]edical research involving humans must conform to generally accepted scientific
principles, and be based on a thorough knowledge of the scientific literature, other relevant
sources of information and adequate laboratory and, where indicated, animal experimentation.
Scientific review must consider, inter alia, the study design,

including the provisions for avoiding or minimizing risk and for monitoring safety.” (CIOMS,
International Ethical Guidelines, Commentary on Guideline 2)

Important to any scientific review is the critical selection and evaluation of literature accessed
from available scientific publications. However, it may also be important to review relevant
unpublished data, particularly where such data raise concerns for subject safety.

What is non-clinical information?

Non-clinical information is information derived from non-clinical studies, defined as
“Biomedical studies not performed on human subjects.” (ICH, E6, 1.41)

The term includes in vivo (animal or plant studies) or in vitro (laboratory) experiments in which
investigational products are studied in test systems under laboratory conditions to determine their
safety. Regulators and others may require non-clinical studies to comply with standards for Good
Laboratory Practice (GLP); such studies may be called or referred to as “GLP studies”.

What is GLP (Good Laboratory Practice) and what is the relationship between GLP and GCP
Principle 3?

The purpose of GLP is to assure the quality and integrity of non-clinical (notably animal) data
submitted in support of research permits or marketing applications. In accordance with
national/local laws and regulations, regulators may establish GLP standards for the conduct and
reporting of non-clinical studies. GLP standards include requirements for: organization and
management of the testing facility, qualifications of personnel and the study director, quality
assurance units, characteristics of animal care facilities, laboratory operation areas, and specimen
and data storage facilities, equipment maintenance, standard operating procedures,



characterization of test and control articles, protocols, study conduct, reports, and record
keeping.

In accordance with national/local laws and regulations, compliance with GLP may be a
requirement for the acceptance of animal toxicology studies in support of human testing. Where
not required by national/local laws and regulations, GLP standards provide important guidance to
the conduct of quality animal toxicology studies.

What does the term “clinical information” include?

Clinical information here refers to information derived from prior clinical study or experience. A
clinical study is defined as “[a]ny investigation in human subjects intended to discover or verify
the clinical, pharmacological, and/or other pharmacodynamic effects of an investigational
product(s), and/or to identify any adverse reactions to an investigational product(s), and/or to
study absorption, distribution, metabolism, and excretion of an investigational product(s) with
the object of ascertaining its safety and/or efficacy. The terms clinical trial and clinical study are
synonymous.” (ICH E6, 1.12)

What is meant by “foreseeable” and “anticipated”?

The terms “foreseeable” and “anticipated” connote knowledge that is available or predictable at
the time of protocol review. Implicit in these terms is the obligation to conduct a thorough search
of scientific literature contemporaneous to the time of initial protocol review and the obligation
to keep apprised of significant new findings on risks and/or benefits that become available as the
protocol proceeds.

Implementation

The responsibility for implementing this principle is shared by sponsors, investigators,
IECs/IRBs, and regulators:

The sponsor generally conducts the literature review to ensure that there is sufficient information
available to support the proposed clinical trial in the population to be studied and that there is
sufficient safety and efficacy data to support human exposure to the product. The sponsor may
need to conduct pre-clinical studies to ensure

there is sufficient safety and efficacy data to support human exposure. The sponsor should
summarize available information about the procedure/product in the investigator’s brochure, and
accordingly set forth the design of the study in the protocol. In general, it is important that the
sponsor develop a comprehensive, accurate and complete investigator’s brochure, as this is a
principal means of communicating vital safety and scientific information to the investigator and,
in turn, to the IEC/IRB.

Review of the protocol, investigator’s brochure, and other relevant information enables the
IECs/IRBs to (1) determine whether the benefits outweigh the risks, (2) understand the study
procedures or other steps that will be taken to minimize risks, and (3) ensure that the informed
consent document accurately states the potential risks and benefits in a way that will facilitate
comprehension by all study subjects, with particular attention to vulnerable groups.



Investigators must be knowledgeable of the protocol, investigator’s brochure and other relevant
information regarding potential risks and benefits, and must be able to adequately, accurately and
objectively identify the potential risks and benefits to subjects. Investigators may need to do
some additional literature search beyond that provided by the sponsor. Investigators should also
be thoroughly familiar with the appropriate use of the trial product(s)/procedures and should take
the necessary steps to remain aware of all relevant new data on the investigational product,
procedure, or method that becomes available during the course of the clinical trial.

Regulators bear responsibility for allowing a protocol to proceed in accordance with existing
national laws/regulations or internationally accepted standards. This may include prospective
review of the protocol, the investigator’s brochure and other relevant information to ensure that
risk(s) and benefit(s) are accurately identified and justify allowing the protocol to proceed. As
appropriate, adopted national standards should address additional national or regional racial,
cultural, or religious standards/issues not otherwise covered by the international standards. In
accordance with national/local laws and regulations, regulators may establish standards for the
conduct of

non-clinical studies, review non-clinical and clinical data submitted in support of research
permits or marketing applications, and/or inspect facilities that conduct non-clinical and clinical
studies.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1) Procedures (ICH E6, Section 3.3)
Elements of the Review (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 6.2)

Follow-up (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 9)

For clinical investigators, refer to: Investigator’s Brochure (ICH E6, Section 7)

Clinical Trial Protocol, General Information (ICH E6, Section 6)

For sponsors, refer to:

Investigator’s Brochure (ICH E6, Section 7) Clinical Trial Protocol (ICH E6, Section 6)
UNDP/World Bank WHO Special Programme for Research and Training in Tropical Diseases
(TDR) “Handbook on Good Laboratory Practice (GLP): Quality Practices for Regulated Non-
Clinical Research and Development” (September 2000)

Nonclinical Safety Studies for the Conduct of Human Clinical Trials for Pharmaceuticals (ICH
M3)

Preclinical Testing of Biotechnology-Derived Pharmaceuticals (ICH S6)

Literature review (“Clinical Investigation of medical devices for human subjects,” ISO 14155-1,
Part 1, Annex A)

For regulatory authorities, refer to:

Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995
UNDP/World Bank WHO Special Programme for Research and Training in Tropical Diseases
(TDR) “Handbook on Good Laboratory Practice (GLP): Quality Practices for Regulated Non-
Clinical Research and Development” (September 2000)

Nonclinical Safety Studies for the Conduct of Human Clinical Trials for Pharmaceuticals (ICH
M3)



Preclinical Testing of Biotechnology-Derived Pharmaceuticals (ICH S6)

See also:

Discussion of the WHO Principles of GCP GCP Principle 1: Ethical Conduct

GCP Principle 2: Protocol

GCP Principle 4: Benefit-Risk Assessment GCP Principle 7: Informed Consent

Definitions for:

Investigator’s Brochure (ICH E6, 1.36) Nonclinical Study (ICH E6, 1.41) Protocol (ICH E6,
1.44)

Protocol Amendment (ICH E6, 1.45)

PRINCIPLE 4: BENEFIT-RISK ASSESSMENT

Research involving humans should be initiated only if the anticipated benefit(s) for the
individual research subject and society clearly outweigh the risks. Although the benefit of the
results of the trial to science and society should be taken into account, the most important
considerations are those related to the rights, safety, and well being of the research subjects.
“The degree of risk to be taken should never exceed that determined by the humanitarian
importance of the problem to be solved by the experiment.” (The Nuremberg Code)

“Every medical research project involving human subjects should be preceded by careful
assessment of predictable risks and burdens in comparison with foreseeable benefits to the
subject or to others. This does not preclude the participation of healthy volunteers in medical
research.” (Declaration of Helsinki)

“For all biomedical research involving human subjects, the investigator must ensure that
potential benefits and risks are reasonably balanced and risks are minimized.” (CIOMS,
International Ethical Guidelines, Guideline 8)

“It is commonly said that benefits and risks must be ‘balanced’ and shown to be ‘in a favourable
ratio.” ... Thus, there should first be a determination of the validity of the presuppositions of the
research; then the nature, probability and magnitude of risk should be distinguished with as much
clarity as possible. The method of ascertaining risks should be explicit ... It should also be
determined whether

... estimates of the probability of harm or benefits are reasonable, as judged by known facts or
other available studies.” (The Belmont Report)

“... Risks should be reduced to those necessary to achieve the research objective. It should be
determined whether it is in fact necessary to use human subjects at all. Risk can perhaps never be
entirely eliminated, but it can often be reduced by careful attention to alternative procedures ...
When research involves significant risk of serious impairment, review committees should be
extraordinarily insistent on the justification of the risk (looking usually to the likelihood of
benefit to the subject — or in some rare cases, to the manifest voluntariness of the participation)
... 7 (The Belmont Report)

“... Scientific review must consider inter alia, the study design, including the provisions for
avoiding or minimizing risk and for monitoring safety.” (CIOMS, International Ethical
Guidelines, Commentary on Guideline 2)

“Risks and benefits of research may affect the individual subjects, the families of the individual
subjects, and society at large (or special groups of subjects in society). ... In balancing these
different elements, the risks and benefits affecting the immediate research subject will normally
carry special weight.” (The Belmont Report)



“In medical research on human subjects, considerations related to the well-being of the human
subject should take precedence over the interests of science and society.” (Declaration of
Helsinki)

Application
Principle 4 is applied through appropriate study design and through ethical, scientific, and, where
applicable, regulatory review of the study protocol prior to study initiation.

Questions and Answers

Who is responsible for determining that the risk/benefit profile of a study is acceptable or
unacceptable?

Within GCP, the sponsor of the study, the investigator(s), IECs/IRBs, and the regulatory
authority(-ies) each have responsibilities for evaluating the risk/benefit profile of a study (see
Implementation, below). In accordance with applicable laws and regulations, the regulatory
authority may stop a study from proceeding or require modifications to the protocol based on an
unacceptable risk/benefit profile. The IEC/IRB has authority to issue an approval/favourable
opinion; require modifications prior to approval/favourable opinion; issue a disapproval/
negative opinion; or terminate/suspend a prior approval/favourable

opinion. An investigator may decide either to participate or not participate in a study based on
his/her assessment of the risk/benefit profile. The sponsor may decide either not to initiate or to
terminate/ suspend a trial where the risk/benefit profile is unacceptable.

When should a risk/benefit determination be performed?

A risk/benefit determination should be performed prior to study initiation as well as periodically
during the study (see also WHO GCP Principle 8: Continuing Review/Ongoing Benefit-Risk
Assessment).

What if the risk-benefit profile of a study appears favourable from a national, societal,
institutional, or scientific standpoint but unfavourable to the participating research subjects?
The most important considerations in a study are those related to the rights, safety, and well-
being of the research subjects. “In medical research on human subjects, considerations related to
the well-being of the human subject should take precedence over the interests of science and
society.” (Declaration of Helsinki)

What about financial reimbursements to research subjects?

Financial reimbursements to subjects are distinct from any benefits contributing to the risk-
benefit analysis.

Where applicable laws and regulations allow, financial reimbursements may be provided to
subjects for participation in a study. Where no requirements exist, fair compensation should be
provided in an appropriate manner after consultation with the relevant institutions/ organizations.
Such reimbursements are generally viewed as part of the recruitment process rather than as
benefits of the study. However, at the time of initial review, the IEC(s)/IRB(s) should review



both the amount of the financial reimbursement(s) and the proposed method and timing of
disbursement to assure that neither are coercive or present undue influence. The reimbursements
provided should not be so large as to unduly induce subjects to enroll in the

study or to stay in the study when they would otherwise withdraw. Any credit for payment
should accrue as the study progresses and not be contingent upon the subject completing the
entire study. The reimbursements should not replace adequate insurance to be provided by the
sponsor against claims for any trial-related injuries.

Implementation

The responsibility for implementing this principle is shared by sponsors, investigators,
IECs/IRBs, and regulators.

The sponsor should design research studies to ensure that risks to subjects are minimized.

The investigator(s) should review the investigator’s brochure and other relevant risk and benefit
information in making a decision to conduct the study. The investigator is also responsible for
providing adequate, accurate, and objective information on risks and benefits during informed
consent of study subjects.

Prior to study initiation, the IECs/IRBs should review the protocol, investigator’s brochure, and
other relevant information to (1) understand the study procedures or other steps that will be taken
to minimize risks, (2) understand the potential benefits (if any) and determine whether those
benefits outweigh the anticipated risks, and

(3) ensure that the informed consent document accurately states the potential risks and benefits in
a way that will allow study subjects to understand what they are undertaking.

Regulators bear responsibility for allowing a protocol to proceed in accordance with applicable
laws and regulations. This may include prospective review of the protocol, the investigator’s
brochure, and other relevant information to ensure that risk(s) and benefit(s) are accurately
identified and justify allowing the protocol to proceed. The regulatory authority may require
modification to a protocol as a condition to its proceeding and/or may suspend or terminate a
protocol based on an unacceptable risk/benefit profile in accordance with applicable laws and
regulations.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1) Procedures (ICH E6, Section 3.3)
Elements of the Review (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 6.2)

Communicating a Decision (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 8)

Follow-up (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 9)

Inducement to participate in research (CIOMS International Ethical Guidelines, 2002, Guideline
7)

For clinical investigators, refer to:

Investigator’s Qualifications and Agreements (ICH E6, Section 4.1) Clinical Trial Protocol,
General Information (ICH E6, Section 6) Investigator’s Brochure (ICH E6, Section 7)



Inducement to participate in research (CIOMS International Ethical Guidelines, 2002, Guideline
7)

For sponsors, refer to:

Notification/Submission to Regulatory Authority(ies) (ICH E6, Section 5.10)

Clinical Trial Protocol, General Information (ICH E6, Section 6) Investigator’s Brochure (ICH
E6, Section 7)

For regulatory authorities, refer to:

WHO Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995
See also:

Discussion of the WHO Principles of GCP GCP Principle 2: Protocol

GCP Principle 3: Risk Identification GCP Principle 7: Informed Consent

GCP Principle 8: Continuing Review/Ongoing Benefit-Risk Assessment

Definitions for:

Applicable Regulatory Requirement(s) (ICH E6, 1.4)

Approval (in relation to institutional review boards [IRBs]) (ICH E6, 1.5)
Informed Consent (ICH E6, 1.28) Investigator’s Brochure (ICH E6, 1.36)

PRINCIPLE 5: REVIEW BY IEC/IRB

Research involving humans should receive independent ethics committee/institutional review
board (IEC/IRB) approval/ favourable opinion prior to initiation.

The “... protocol should be submitted for consideration, comment, guidance, and where
appropriate, approval to a specially appointed ethical review committee, which must be
independent of the investigator, the sponsor, or any other kind of undue influence. This
independent committee should be in conformity with the laws and regulations of the country in
which the research experiment is performed ...” (Declaration of Helsinki)

“Failure to submit a protocol to the committee should be considered a clear and serious violation
of ethical standards.” (CIOMS, International Ethical Guidelines, Commentary to Guideline 2)

Application
Principle 5 is applied through protocol review by an IEC/IRB that is constituted and operating in
accordance with GCP and applicable national/local laws and regulations.

Questions and Answers

What is the objective of obtaining IEC/IRB review of the protocol?

It is the IEC/IRB “... whose responsibility it is to ensure the protection of the rights, safety, and
well-being of human subjects involved in a trial and to provide public assurance of that
protection, by, among other things, reviewing and approving/providing favourable opinion on the
trial protocol ...“ (ICH E6, 1.27)

The principal focus of the IEC/IRB is ethical review of the protocol. However, “... [s]cientific
review and ethical review cannot be separated: scientifically unsound research involving humans
as subjects is ipso facto unethical in that it may expose them to risk or inconvenience to no
purpose; even if there is no risk of injury, wasting of subjects’ and researchers’ time in
unproductive activities represents loss of a valuable resource. Normally, therefore, an ethical
review committee considers both the scientific and the ethical aspects of proposed research. It
must either carry out or arrange for a proper scientific review or verify that a competent expert



body has determined that the research is scientifically sound ...” (CIOMS, International Ethical
Guidelines, Commentary to Guideline 2)

Review by the IEC/IRB also helps ensure that the research is evaluated by a party that is
independent of the trial. “The review committees must be independent of the research team, and
any direct financial or other material benefit they may derive from the research should not be
contingent on the outcome of their review.” (CIOMS, International Ethical Guidelines, Guideline
2)

How does the composition and operation of the IEC/IRB within GCP promote its independence?
Within GCP, “the IRB/IEC should consist of a reasonable number of members, who collectively
have the qualifications and experience to review and evaluate the science, medical aspects, and
ethics of the proposed trial. It is recommended that the IRB/IEC should include:

(a) [a]t least five members, (b) [a]t least one member whose primary area of interest is in a
nonscientific area, (c) [a]t least one member who is independent of the institution/trial site.”
(ICH E6, Section 3.2)

In its operations, “[o]nly those IRB/IEC members who are independent of the investigator and
the sponsor of the trial should vote/ provide opinion on a trial-related matter.” (ICH E6, Section
3.2).

“To maintain the review committee’s independence from the investigators and sponsors and to
avoid conflict of interest, any member with a special or particular, direct or indirect, interest in a
proposal should not take part in its assessment if that interest could subvert the member’s
objective judgment. Members of ethical review committees should be held to the same standard
of disclosure as scientific and medical research staff with regard to financial or other interests
that could be construed as conflicts of interest. A practical

way of avoiding such conflict of interest is for the committee to insist on a declaration of
possible conflict of interest by any of its members. A member who makes such a declaration
should then withdraw, if to do so is clearly the appropriate action to take, either at the member’s
own discretion or at the request of the other members. Before withdrawing, the member should
be permitted to offer comments on the protocol or to respond to questions of other members.”
(CIOMS, International Ethical Guidelines, Commentary to Guideline 2)

“The investigator may provide information on any aspect of the trial, but should not participate
in the deliberations of the IRB/IEC or in the vote/opinion of the IRB/IEC.” (ICH E6, Section 3.2)
“[T]here should be a predefined method for arriving at a decision (e.g. by consensus, by vote); it
is recommended that decisions be arrived at through consensus, where possible; when a
consensus appears unlikely, it is recommended that the EC vote.” (WHO Operational Guidelines
for Ethics Committees that Review Biomedical Research, Section 7, Decision Making)

Within GCP, what is meant by “prior” opinion by the IEC/IRB?

GCP requires that “[b]efore initiating a trial, the investigator/ institution should have written and
dated approval/favourable opinion from the IRB/IEC for the trial protocol, written informed
consent form, consent form updates, subject recruitment procedures (e.g., advertisements), and
any other written information to be provided to subjects.” (ICH E6, Section 4.4)



“The IRB/IEC should establish, document in writing, and follow its procedures, which should
include: ... [s]pecifying that no subject should be admitted to a trial before the IRB/IEC issues its
written approval/favourable opinion of the trial.” (ICH E6, Section 3.3)

What is the authority of the IEC/IRB with respect to rendering a decision/opinion on the
protocol?

The IEC/IRB may render a decision/opinion that can be positive, conditional, or negative.
Regardless of the nature of the decision/opinion, it should be documented and communicated in
writing to the applicant.

Approval/favourable opinion. This positive decision/opinion is required prior to initiating a new
protocol and prior to making changes in a protocol that has previously received an
approval/favourable opinion. In communicating this decision/opinion to the applicant, the
IEC/IRB should include a statement of the responsibilities of the applicant.

Modifications required prior to its approval/favourable opinion. This is a conditional
decision/opinion that requires response from the applicant and consideration of the applicant’s
response by the IEC/IRB. Implementation of the protocol/protocol change(s) may not occur until
required modifications are made and the IEC/IRB has rendered an approval/favourable opinion
based on these modifications. In the case of a conditional decision/opinion, any requirements of
the IEC/IRB, including clear suggestions for revision and the procedure for having the
application re-reviewed should be specified in written communication to the applicant. The
written communication should emphasize that no study activities requiring IEC/IRB approval/
favourable opinion may take place under a conditional decision.

Disapproval/negative opinion. This negative decision/opinion can apply to the
disapproval/negative opinion of a new protocol or the disapproval/negative opinion of changes to
an ongoing protocol. Communication of a disapproval/negative opinion should include clearly
stated reason(s) for the negative decision/opinion.

Termination/suspension of any prior approval/favourable opinion. This negative decision/opinion
constitutes an action by the IEC/ IRB to terminate or suspend its prior approval/favourable
opinion. Written communication by the IEC/IRB should include clearly stated reason(s) for this
decision/opinion.

Implementation

The responsibility for implementing this principle is shared by IEC(s)/ IRB(s), investigators,
sponsors, and regulators.

A properly constituted and operational IEC/IRB reviews the protocol (and/or any proposed
changes to the protocol) and provides the investigator with a written decision/opinion. IEC/IRB
written procedures should ensure that no subject be admitted to a trial and no deviations from, or
changes to, the protocol be initiated before the IEC/IRB issues its approval/favourable opinion.
Investigators submit the study protocol to their IEC(s)/IRB(s) and are responsible for securing an
approval/favourable opinion prior to admitting any subjects to the trial. Investigators should not
implement any deviation from, or changes to, the protocol without agreement by the sponsor and
prior review and documented approval/favourable opinion from the IEC(s)/IRB(s) of an
amendment, except where necessary to eliminate an immediate hazard(s) to research subjects.
(See WHO GCP Principle 6: Protocol Compliance)



The sponsor develops the protocol, selects qualified investigators/ institutions, and confirms that
each investigator has had the study protocol reviewed by an IEC/IRB and received IEC/IRB
approval/favourable opinion.

In accordance with applicable laws/regulations, regulators may inspect the investigator(s),
sponsor(s), and/or [EC(s)/IRB(s) to ensure compliance with IEC/IRB review requirements.
Regulators should also encourage IECs/IRBs to communicate with them directly on issues or
concerns they may encounter in their review of human trials.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1)

Composition, Functions, and Operations (ICH E6, Section 3.2) Procedures (ICH E6, Section 3.3)
Records (ICH E6, Section 3.4)

Constituting an EC (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 4)

Review (WHO Operational Guidelines for Ethics Committees that Review Biomedical Research,
Section 6)

Decision-Making (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 7)

Communicating a Decision (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section &)

Follow-Up (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 9)

Documentation and Archiving (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 10) Ethical review committees (Guideline 2) and Ethical review of
externally sponsored research (Guideline 3), (CIOMS International Ethical Guidelines, 2002)
For clinical investigators, refer to: Communication with IRB/IEC (ICH E6, Section 4.4)

For sponsors, refer to:

Confirmation of Review by IRB/IEC (ICH E6, Section 5.11)

For regulatory authorities, refer to:

Surveying and Evaluating Ethical Review Practices (a complementary guideline to the
Operational Guidelines for Ethics Committees that Review Biomedical Research), WHO, 2002
See also:

Discussion of the WHO Principles of GCP: GCP Principle 2: Protocol

GCP Principle 4: Benefit-Risk Assessment GCP Principle 6: Protocol Compliance

GCP Principle 8: Continuing Review/Ongoing Benefit-Risk Assessment

Definitions for:

Approval (in relation to institutional review boards (IRBs)) (ICH E6, 1.5) Independent Ethics
Committee (IEC) (ICH E6, 1.27)

Institutional Review Board (IRB) (ICH E6, 1.31)

Opinion (in relation to Independent Ethics Committee) (ICH E6, 1.42)

PRINCIPLE 6: PROTOCOL COMPLIANCE
Research involving humans should be conducted in compliance with the approved protocol.



Once the IEC/IRB gives its approval/favourable decision on the protocol, it is essential that the
trial be conducted in compliance with that protocol so that the decision on the ethical
acceptability of the trial remains valid.

“The investigator should not implement any deviation from, or changes of, the protocol without
agreement by the sponsor and prior review and documented approval/favourable opinion from
the IRB/IEC of an amendment, except where necessary to eliminate an immediate hazard(s) to
trial subjects, or when the change(s) involves only logistical or administrative aspects of the trial
(e.g., change of monitor(s), change of telephone number(s)).” (ICH E6, Section 4.5)

Application

Principle 6 is applied through: (1) verifiable investigator adherence to the protocol requirements;
(2) submission of any protocol changes to the sponsor and to the IEC/IRB (with
approval/favourable opinion) prior to their implementation; and (3) effective monitoring of the
study by the sponsor.

Questions and Answers

What does conducting the trial in compliance with the protocol mean?

Compliance with the protocol means performing all of the study activities covered by the
protocol (i.e. identifying, informing, selecting, treating, observing, recording, withdrawing,
terminating, reporting, analysing) in the precise manner specified in the approved protocol.

It is especially important that those study activities most critical to ensuring the rights and well
being of subjects and the quality and integrity of safety and efficacy data are carried out strictly
according to the approved protocol, including but not limited to:

« informing subjects fully and obtaining their agreement and documented consent before
enrolling them in the study;

* selecting subjects in accordance with the inclusion and exclusion criteria;

* treating subjects with the investigational product as specified in the protocol;

* observing and accurately recording key safety and efficacy endpoint data;

* reporting all serious adverse events (SAEs) to the sponsor immediately except for those SAEs
that the protocol or other document (e.g. investigator’s brochure) identifies as not needing
immediate reporting.

How is compliance with the protocol ensured and documented within GCP?

The first step in promoting protocol compliance is the development of a well-designed, clearly
written protocol. (See WHO GCP Principle 2: Protocol)

To ensure and document understanding of the protocol “[t]he sponsor should obtain the
investigator’s/institution’s agreement: (a) To conduct the trial in compliance with GCP, with the
applicable regulatory requirement(s), and with the protocol agreed to by the sponsor and given
approval/favourable opinion by the IRB/IEC ...” (ICH E6, Section 5.6)

“... The investigator/institution and the sponsor should sign the protocol, or an alternative
contract, to confirm their agreement” to conduct the study in compliance with the protocol. (ICH
E6, Section 4.5; see also Section 5.6)



Once the study is underway, compliance with the protocol is principally ensured through the
investigator’s supervision and through the sponsor’s monitoring of the study. Within GCP, the
purposes of trial monitoring explicitly include verifying that ... [t]he conduct of the trial is in
compliance with the currently approved protocol/amendment(s),

with GCP, and with applicable regulatory requirement(s).” (ICH E6, Section 5.18)

“The monitor should submit a written report to the sponsor after each trial-site visit or trial-
related communication.” (ICH E6, Section 5.18)

“Noncompliance with the protocol, SOPs, GCP, and/or applicable regulatory requirement(s) by
an investigator/institution, or by member(s) of the sponsor’s staff should lead to prompt action by
the sponsor to secure compliance.” (ICH E6, Section 5.20)

“... If the monitoring and/or auditing identifies serious and/or persistent noncompliance on the
part of an investigator/institution, the sponsor should terminate the investigator’s/institution’s
participation in the trial ...” (ICH E6, Section 5.20)

The IEC/IRB may also terminate or suspend any prior approval/ favourable opinion. Within
GCP, this would include the authority to terminate or suspend an approval/favourable opinion
when information is received that the study is not being conducted in compliance with the
protocol or other requirements of the IEC/IRB.

Who is responsible for compliance with the protocol?

The investigator has direct contact with study subjects and bears primary responsibility for
complying with the provisions of the protocol. The investigator also bears responsibility to
personally supervise all study staff and ensure their compliance with the protocol.

The sponsor has responsibility to monitor the study and ensure the investigator and site staff
comply with the protocol.

Implementation

The responsibility for implementing this principle is shared by IECs/ IRBs, investigators,
sponsors, and regulators.

IEC/IRB written procedures should ensure that no subject be admitted to a trial and no deviations
from, or changes of, the protocol be initiated before the IEC/IRB issues its approval/favourable
opinion.

Investigators should be thoroughly familiar with the protocol and are responsible for conducting
the trial in compliance with the protocol. Investigators should not implement any deviation from,
or changes of the protocol without agreement by the sponsor and prior review and documented
approval/favourable opinion from the IRB(s)/IEC(s) of an amendment, except where necessary
to eliminate an immediate hazard(s) to research subjects.

The sponsor monitors the study to ensure investigator compliance with the protocol and takes
action to secure compliance or terminate the trial in the case of noncompliance. If the monitoring
and/or auditing identifies serious and/or persistent noncompliance on the part of an
investigator/institution, the sponsor should terminate the investigator’s/institution’s participation
in the trial. All parties, including the IEC/IRB, should be notified in such cases.



In accordance with applicable laws/regulations, regulators may inspect the investigator(s) or
sponsor to ensure compliance with protocol adherence requirements. Regulators should be
promptly notified when a sponsor identifies serious and/or persistent noncompliance on the part
of an investigator/institution leading to termination of the investigator’s/institution’s participation
in a study.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to:

Responsibilities (ICH E6, Section 3.1) Procedures (ICH E6, Section 3.3)

For clinical investigators, refer to:

Compliance with Protocol (ICH E6, Section 4.5)

For sponsors, refer to:

Record Access (ICH E6, Section 5.15) Monitoring (ICH E6, Section 5.18) Noncompliance (ICH
E6, Section 5.20)

For regulatory authorities, refer to:

WHO Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995

See also:

Discussion of the WHO Principles of GCP: GCP Principle 2: Protocol
Definitions for:

Compliance (in relation to trials) (ICH E6, 1.15) Monitoring (ICH E6, 1.38)

PRINCIPLE 7: INFORMED CONSENT

Freely given informed consent should be obtained from every subject prior to research
participation in accordance with national culture(s) and requirements. When a subject is not
capable of giving informed consent, the permission of a legally authorized representative should
be obtained in accordance with applicable law.

“In particular, no one shall be subjected without his free consent to medical or scientific
experimentation.” (United Nations International Covenant on Civil and Political Rights)

“The subjects must be volunteers and informed participants in the research project.” (Declaration
of Helsinki)

“... [TThere is widespread agreement that the consent process can be analysed as containing three
elements: information, comprehension, and voluntariness.” (The Belmont Report)

“For all biomedical research involving humans, the investigator must obtain the voluntary
informed consent of the prospective subject or, in the case of an individual who is not capable of
giving informed consent, the permission of a legally authorized representative in accordance
with applicable law. Waiver of informed consent is to be regarded as uncommon and exceptional,
and must in all cases be approved by an ethical review committee.” (CIOMS, International
Ethical Guidelines, Guideline 4)

“Obtaining informed consent is a process that is begun when initial contact is made with a
prospective subject and continues throughout the course of the study. By informing the
prospective subjects, by repetition and explanation, by answering their questions as they arise,
and by ensuring that each individual understands each procedure, investigators elicit their
informed consent and in so doing manifest respect for their dignity and autonomy.” (CIOMS,
International Ethical Guidelines, Commentary on Guideline 4)



Application

Principle 7 is applied through a process of informing and ensuring comprehension by study
subjects (and/or their legally authorized representatives) about the research and obtaining their
consent, including appropriate written informed consent.

Questions and Answers

What is meant by “freely given” consent or “voluntary” participation in an investigation? How is
this implemented within GCP?

“Informed consent is based on the principle that competent individuals are entitled to choose
freely whether to participate in research. Informed consent protects the individual’s freedom of
choice and respects the individual’s autonomy.” (CIOMS, International Ethical Guidelines,
Commentary on Guideline 4)

“An agreement to participate in research constitutes a valid consent only if voluntarily given.
This element of informed consent requires conditions free of coercion and undue influence.”
(The Belmont Report)

“Unjustifiable pressures usually occur when persons in positions of authority or commanding
influence — especially where possible sanctions are involved — urge a course of action for a
subject. ... [U]ndue influence would include actions such as manipulating a person’s choice
through the controlling influence of a close relative and threatening to withdraw health services
to which an individual would otherwise be entitled.” (The Belmont Report)

“The quality of the consent of prospective subjects who are junior or subordinate members of a
hierarchical group requires careful consideration, as their agreement to volunteer may be unduly
influenced, whether justified or not, by the expectation of preferential treatment if they agree or
by fear of disapproval or retaliation if they refuse.” (CIOMS, International Ethical Guidelines,
Commentary on Guideline 13)

“... The researcher should give no unjustifiable assurances about the benefits, risks or
inconveniences of the research, for example, or induce a close relative or a community leader to
influence a prospective subject’s decision.” (CIOMS, International Ethical Guidelines,
Commentary on Guideline 6)

What is meant by “in accordance with national culture(s) and requirements”?

“In some cultures, an investigator may enter a community to conduct research or approach
prospective subjects for their individual consent only after obtaining permission from a
community leader, a council of elders, or another designated authority. Such customs must be
respected. In no case, however, may the permission of a community leader or other authority
substitute for individual informed consent.” (CIOMS, International Ethical Guidelines,
Commentary on Guideline 4)

What is meant by “informed” consent?

“Informed consent is a decision to participate in research, taken by a competent individual who
has received the necessary information; who has adequately understood the information; and
who, after considering the information, has arrived at a decision without having been subjected



to coercion, undue influence or inducement, or intimidation.” (CIOMS, International Ethical
Guidelines, Commentary on Guideline 4)

Who may administer informed consent?

The person who conducts the consent interview should be knowledgeable about the study and
able to answer questions. Some sponsors and some [ECs/IRBs require the clinical investigator to
personally conduct the consent interview. If someone other than the clinical investigator
conducts the interview and obtains consent, the clinical investigator should ensure that this
responsibility is formally delegat-

ed to that individual, and that the person so delegated is qualified and receives appropriate
training to perform this activity.

What “information” should be given to study subjects in accordance with GCP?

GCP recognizes that certain essential elements of informed consent should be included in the
informed consent discussion, the written informed consent form, and any other information to be
provided to subjects who participate in the study. All information must be communicated in a
comprehensive and understandable manner to the research subject. This includes, but is not
limited to:

» title of the protocol;

* identity of the sponsor;

» identity of the clinical investigator and institutional affiliation of the investigator;

* source of research funding (e.g. public, private, or both);

* that the trial involves research;

» that the subject’s participation in the trial is voluntary and that the subject may refuse to
participate or withdraw from the trial, at any time, without penalty or loss of benefits to which
the subject is otherwise entitled;

* the purpose of the trial;

» the trial treatment(s) and the probability for random assignment to each treatment;

» the trial procedures to be followed, including all invasive procedures;

* the subject’s responsibilities;

* those aspects of the trial that are experimental;

» the reasonably foreseeable risks or inconveniences to the subject and, when applicable, to an
embryo, fetus or nursing infant;

» the reasonably expected benefits. When there is no intended clinical benefit to the subject, the
subject should be made aware of this;

» the alternative procedure(s) or course(s) of treatment that may be available to the subject, and
their important potential benefits and risks;

* the compensation and/or treatment available to the subject in the event of trial-related injury;
* the anticipated prorated money or other forms of payment (e.g. material goods), if any, to the
subject for participating in the trial;

« the anticipated expenses, if any, to the subject for participating in the trial. This may include
expenses to the subject for routine medical care for conditions that are not within the scope of the
research;



« that the monitor(s), the auditor(s), the IEC/IRB, and the regulatory authority(-ies) will be
granted direct access to the subject’s original medical records for verification of clinical trial
procedures and/or data, without violating the confidentiality of the subject, to the extent
permitted by the applicable laws and regulations and that, by signing a written informed consent
form, the subject or the subject’s legally authorized representative is authorizing such access;

» that records identifying the subject will be kept confidential and, to the extent permitted by the
applicable laws and/or regulations, will not be made publicly available. If the results of the trial
are published, the subject’s identity will remain confidential;

* the potential risks should confidentiality measures be compromised (e.g. stigma, loss of
reputation, potential loss of insurability);

« that the subject or the subject’s legally authorized representative will be informed in a timely
manner if information becomes available that may be relevant to the subject’s willingness to
continue participation in the trial;

» the person(s) to contact for further information regarding the trial and the rights of research
subjects, and whom to contact in the event of trial-related injury;

» the foreseeable circumstances and/or reasons under which the subject’s participation in the trial
may be terminated;

» the expected duration of the subject’s participation in the trial;

» the approximate number of subjects involved in the trial.

“... Information about risks should never be withheld for the purpose of eliciting the cooperation
of subjects, and truthful answers should always be given to direct questions about the research.
Care should be taken to distinguish cases in which disclosure would destroy or invalidate the
research from cases in which disclosure would simply inconvenience the investigator.” (The
Belmont Report)

Due consideration should be given to obtaining consent for the collection and/or use of
biological specimens, including future purposes. Guidance is developing in this area (see CIOMS
International Ethical Guidelines; CIOMS Report on Pharmacogenetics — Towards improving
treatment with medicines, 2005; Council of Europe [CDBI] Additional Protocols to Oviedo
Convention, 2005).

What is meant by “comprehension”? That is, how do investigators ensure that subjects
understand information about the study, and how is this implemented in accordance with GCP?
“The manner and context in which information is conveyed is as important as the information
itself. For example, presenting information in a disorganized and rapid fashion, allowing too
little time for consideration or curtailing opportunities for questioning, all may adversely affect a
subject’s ability to make an informed choice.” (The Belmont Report)

“Informing the individual subject must not be simply a ritual recitation of the contents of a
written document. Rather, the investigator must convey the information, whether orally or in
writing, in language that

suits the individual’s level of understanding. The investigator must bear in mind that the
prospective subject’s ability to understand the information necessary to give informed consent
depends on that individual’s maturity, intelligence, education and belief system ... The
investigator must then ensure that the prospective subject has adequately understood the



information. The investigator should give each one full opportunity to ask questions and should
answer them honestly, promptly and completely. In some instances the investigator may
administer an oral or a written test or otherwise determine whether the information has been
adequately understood.” (CIOMS, International Ethical Guidelines, Commentary on Guideline 4)

What is meant by “vulnerable persons”?

In general, all individuals, including healthy volunteers, who participate as research subjects
should be viewed as intrinsically vulnerable because:

1) during the course of the study they are (or may be) exposed to an investigational product
about which the safety and efficacy is unknown or incompletely understood; and

2) there may be other factors — social, cultural, economic, psychological, medical — that may
adversely affect the subjects’ ability to make rational, objective choices that protect their own
interests, but which may not be readily apparent to the researcher.

Some vulnerabilities may be readily identified because they are obvious (e.g. institutionalized
subjects, individuals with diminished mental capacities) or relevant to the research (e.g. children
participating in a paediatric vaccine trial). Other vulnerabilities of subjects may not be so readily
identified (e.g. subjects who are homeless or economically disadvantaged). Subjects may also
become more or less vulnerable throughout a study as circumstances about their health status and
lives change.

“Vulnerable persons are those who are relatively (or absolutely) incapable of protecting their
own interests. More formally, they may have insufficient power, intelligence, education,
resources, strength,

or other needed attributes to protect their own interests.” (CIOMS, International Ethical
Guidelines, Commentary on Guideline 13)

Examples of vulnerable persons include, but are not limited to: children, individuals with
diminished mental capacity, prisoners, institutionalized persons (including orphans), patients in
emergency situations, the economically disadvantaged, individuals who cannot give consent.
“One special instance of injustice results from the involvement of vulnerable subjects. Certain
groups, such as racial minorities, the economically disadvantaged, the very sick, and the
institutionalized may continually be sought as research subjects, owing to their ready availability
in settings where research is conducted. Given their dependent status and their frequently
compromised capacity for free consent, they should be protected against the danger of being
involved in research solely for administrative convenience, or because they are easy to
manipulate as a result of their illness or socioeconomic condition.” (The Belmont Report)

What special protections are required to enable vulnerable populations to participate in research?
“For a research subject who is legally incompetent, physically or mentally incapable of giving
consent or is a legally incompetent minor, the investigator must obtain informed consent from
the legally authorized representative in accordance with applicable law. These groups should not
be included in research unless the research is necessary to promote the health of the population
represented and this research cannot instead be performed on legally competent persons.”
(Declaration of Helsinki)

“Special provision may need to be made when comprehension is severely limited ... for
example, by conditions of immaturity or mental disability. Each class of subjects that one might
consider as incompetent (e.g. infants and young children, mentally disabled patients, the



terminally ill and the comatose) should be considered on its own terms. Even for these persons,
however, respect requires giving

them the opportunity to choose to the extent they are able, whether or not to participate in
research. The objections of these subjects to involvement should be honored, unless the research
entails providing them a therapy unavailable elsewhere. Respect for persons also requires
seeking the permission of other parties in order to protect the subjects from harm. Such persons
are thus respected both by acknowledging their own wishes and by the use of third parties to
protect them from harm.” (The Belmont Report)

“The third parties chosen should be those who are most likely to understand the incompetent
subject’s situation and to act in that person’s best interest. The person authorized to act on behalf
of the subject should be given an opportunity to observe the research as it proceeds in order to be
able to withdraw the subject from the research, if such action appears in the subject’s best
interest.” (The Belmont Report)

How is informed consent documented? Is getting the subject (or the subject’s representative) to
sign a consent document all that is necessary? How should the process be documented
throughout the study?

“Obtaining informed consent is a process that is begun when initial contact is made with a
prospective subject, and continues throughout the course of the study. By informing the
prospective subjects, by repetition and explanation, by answering their questions as they arise,
and by ensuring that each individual understands each procedure, investigators elicit their
informed consent and in so doing manifest respect for their dignity and autonomy. Each
individual must be given as much time as is needed to reach a decision, including time for
consultation with family members or others. Adequate time and resources should be set aside for
informed-consent procedures.” (CIOMS, International Ethical Guidelines, Commentary on
Guideline 4)

“Consent may be indicated in a number of ways. The subject may imply consent by voluntary
actions, express consent orally, or sign a consent form. As a general rule, the subject should sign
a consent form, or, in the case of incompetence, a legal guardian or other duly authorized
representative should do so ... When consent has been obtained orally, investigators are
responsible for providing documentation or proof of consent.” (CIOMS, International Ethical
Guidelines, Commentary on Guideline 4)

When material changes occur in the conditions or the procedures of a study, and also periodically
in long-term studies, the investigator should once again seek informed consent from the subjects
..." (CIOMS, International Ethical Guidelines, Commentary on Guideline 4)

Is it ethical to include subjects who are unable to consent?

“Research on individuals from whom it is not possible to obtain consent, including proxy or
advance consent, should be done only if the physical/mental condition that prevents obtaining
informed consent is a necessary characteristic of the research population. The specific reasons
for involving research subjects with a condition that renders them unable to give informed
consent should be stated in the experimental protocol for consideration and approval of the
review committee ...” (Declaration of Helsinki)



“When there is ethical and scientific justification to conduct research with individuals incapable
of giving informed consent, the risk from research interventions that do not hold out the prospect
of direct benefit for the individual subject should be no more likely and not greater than the risk
attached to routine medical or psychological examination of such persons. Slight or minor
increases above such risk may be permitted when there is an overriding scientific or medical
rationale for such increases and when an ethical review committee has approved them.”
(CIOMS, International Ethical Guidelines, Guideline 9)

When should informed consent be obtained? What is meant by “prior to trial participation”?
Informed consent should be obtained from each subject or the subject’s legally authorized
representative prior to involving the subject in any study-specific activities. This includes
diagnostic or other tests that are administered solely for determining the subject’s eligibility to
participate in the research.

Implementation

The responsibility for implementing and overseeing the informed consent process is shared by
sponsors, clinical investigators, IECs/ IRBs, and regulatory authorities.

IECs/IRBs are responsible for:

» reviewing the informed consent document to ensure that it is accurate, complete, and written in
language that will be understood by the potential study subjects and translated into other
languages, as appropriate;

* requesting modifications to the informed consent document, as appropriate; and

« at their discretion, observing the consent process and the research.

Investigators are responsible for ensuring that:

» staff responsible for obtaining informed consent receive appropriate training, both in research
ethics and in the requirements of the specific study protocol;

» the IEC/IRB reviews and approves the informed consent form and other written information to
be used in the study prior to its use; and

* informed consent is obtained from each subject or the subject’s representative prior to
involving the subject in any study related activities, including diagnostic or other tests that are
administered solely for determining the subject’s eligibility to participate in the research.
Sponsors are responsible for monitoring the research at study sites to ensure that sites are
obtaining informed consent from all study subjects prior to subjects’ inclusion in the research
study.

In accordance with national and local laws and regulations, regulators may inspect the various
parties who conduct or oversee research to ensure that they are complying with applicable laws
and regulations and enforcing non-compliance. For example, regulators may inspect [ECs/IRBs
to ensure that informed consent documents and procedures are appropriately reviewed; they may
inspect clinical investigators to determine whether informed consent was obtained prior to
subjects’ inclusion in the study; they may inspect sponsors to ascertain whether studies are being
appropriately monitored.



For more information (including Roles and Responsibilities)

For all parties:

CIOMS International Ethical Guidelines for Biomedical Research Involving Human Subjects,
Guidelines 4, 5, 6, 13, 14, 15, and 16 Clinical Investigation of Medicinal Products in the
Pediatric Popula-

tion (ICH E11)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1)

Documentation (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 5.3)

Elements of the Review (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 6.2)

Communicating a Decision (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section &)

Surveying and Evaluating Ethical Review Practices (a complementary guideline to the
Operational Guidelines for Ethics Committees That Review Biomedical Research), WHO, 2002
For clinical investigators, refer to: Communication with IRB/IEC (ICH E6, Section 4.4)
Informed Consent of Trial Subjects (ICH E6, Section 4.8)

For sponsors, refer to:

Confirmation of Review by IRB/IEC (ICH E6, Section 5.11) Monitoring (ICH E6, Section 5.18)

For regulatory authorities, refer to

Surveying and Evaluating Ethical Review Practices (a complementary guideline to the
Operational Guidelines for Ethics Committees That Review Biomedical Research), WHO, 2002
A Guide to Clinical Investigator Inspections (Good Clinical Practices: Document of the
Americas, PAHO, Annex 4)

See also:

Discussion of the WHO Principles of GCP GCP Principle 1: Ethical Conduct

GCP Principle 4: Benefit-Risk Assessment

Definitions for:

Informed Consent (ICH E6, 1.28)

Legally Acceptable Representative (ICH E6, 1.37) Vulnerable Subjects (ICH E6, 1.61)
Well-being (of the trial subjects) (ICH E6, 1.62)

Research involving humans should be continued only if the benefit-risk profile remains
favourable.

“During the course of the experiment the scientist in charge must be prepared to terminate the
experiment at any stage, if he has probable cause to believe, in the exercise of the good faith,
superior skill, and careful judgment required of him that a continuation of the experiment is
likely to result in injury, disability, or death to the experimental subject.” (The Nuremberg Code)
“... The ethical review committee should conduct further reviews as necessary in the course of
the research, including monitoring of its progress.” (CIOMS, International Ethical Guidelines,
Guideline 2)

“... The committee has the right to monitor ongoing trials ...“ (Declaration of Helsinki)

“... Clinical trial sponsors should develop a process to assess, evaluate and act on safety
information during drug development on a continuous basis in order to ensure the earliest



possible identification of safety concerns and to take appropriate risk minimization steps. Such
steps can include modification of study protocols, to incorporate strategies to ensure that clinical
trial participants are not exposed to undue risk.” (Management of Safety Information from
Clinical Trials, Report of CIOMS Working Group VI. Identification and Evaluation of Risk from
Clinical Trial Data)

Application

Principle 8 is applied through development and implementation of processes for evaluating risks
and benefits of the research as additional information becomes available during the course of the
study. Principle 8 encompasses (1) safety monitoring of the study by investigator(s) and sponsor
(including use of a data and safety monitoring board [DSMB], where appropriate); (2) reporting
serious unexpected adverse events or other unanticipated risks to the sponsor, IEC/IRB, and
regulators; (3) review by the IEC/IRB of any unanticipated risks as they occur, or at scheduled
intervals appropriate to the degree of risk; (4) revising the protocol, investigator’s brochure,
and/or informed consent document as needed, and suspending or terminating studies if necessary
to protect the rights and welfare of study subjects.

Questions and Answers:

How are unanticipated risks identified during the course of a study?

Investigators and site staff are often the first to discover or observe unanticipated risks to subjects
(e.g. serious unexpected adverse events; significant breaches of confidentiality) during the course
of a study. Sponsors may also identify unanticipated risks to subjects in the course of study
monitoring or from planned interim data analyses.

“The frequent review of serious and special interest adverse events, as well as overall assessment
of all AEs, regardless of seriousness, causality, or expectedness, should be performed
periodically: (1) ad hoc, for serious and special interest AEs, (2) routine, periodic general review
of all data, whose frequency will vary from trial to trial and from development program to
development program and depend on many factors, and (3) reviews triggered by specific
milestones established for a trial or a program (e.g. numbers of completed patients, end-of-trial,
end-of program, preparation of integrated summary of safety, and a marketing application.”
(Management of Safety Information from Clinical Trials, Report of CIOMS Working Group VI.
Frequency of Review of Safety Information)

How should serious unexpected adverse events (SAEs) be reported and to whom?
“All serious adverse events (SAEs) should be reported immediately to the sponsor except for
those SAEs that the protocol or other document (e.g. investigator’s brochure) identifies as not
needing immediate reporting. The immediate reports should be followed promptly

by detailed written reports. ... The investigator should also comply with the applicable
regulatory requirement(s) related to the reporting of unexpected serious adverse drug reactions to
the regulatory authority(ies) and the IRB/IEC.” (ICH E6, Section 4.11)

“In addition to the usual criteria for an expedited report, adverse events that are not deemed to be
drug-related but are considered to be protocol related should also be reported in an expedited
fashion if they are serious.” (Management of Safety Information from Clinical Trials, Report of



CIOMS Working Group VI. Regulatory Reporting and other Communication of Safety
Information from Clinical rials)

Who is responsible for reviewing the benefit-risk profile of the investigational product(s) while
the study is proceeding?

Within GCP, the sponsor has primary responsibility for the ongoing safety evaluation of the
investigational product(s) and should promptly notify all concerned investigator(s), institution(s),
and the regulatory authority(ies) of information that could adversely affect the safety of subjects,
the conduct of the trial, or alter the IEC/IRB approval/favourable opinion to continue the trial.
Such reviews may be performed by the sponsor’s staff (e.g. physicians, statisticians) or by an
independent data and safety monitoring board (DSMB), if one is established (see below).

The IEC/IRB is also responsible for “... following the progress of all studies for which a positive
decision has been reached, from the time the decision was taken until the termination of the
research.” (See “Follow-up”, Section 9, WHO Operational Guidelines for Ethics Committees
that Review Biomedical Research)

How are follow-up reviews carried out?

Sponsors generally monitor trials to ensure that (1) the study is being conducted according to the
approved protocol, GCP, and applicable regulatory requirements, and (2) all data, including
adverse event reports are accurately and completely recorded and reported. The sponsor also
employs qualified individuals (e.g. physicians, statisti-

cians) as appropriate, throughout all stages of the trial process, to analyse data and prepare
interim reports about the progress of the trial and the benefits and risks of the investigational
product. The sponsor may also establish an independent data and safety monitoring board
(DSMB, see below) to review the accumulating data. The sponsor should ensure that significant
new information that arises about a clinical trial is promptly shared with all investigators,
regulatory authorities and IECs/IRBs.

The IEC/IRB generally establishes procedures for (1) ensuring that new information that may
adversely affect the safety of subjects or the conduct of the trial (e.g. serious/unexpected adverse
events; unanticipated risks) are communicated to the IEC/IRB; (2) conducting the follow-up
review; and (3) communicating decisions/opinions to the investigator.

When or how often should a benefit-risk determination be performed?

An evaluation should be carried out promptly following receipt of significant new information
that may adversely affect the safety of subjects or the conduct of the trial. Generally, such new
information is supplied by the clinical investigator(s), but it may also come from a DSMB or the
study sponsor.

“An important principle in the evaluation of safety data from clinical trials is that while the data
are designed to be analysed in a comprehensive fashion at the end of a trial or development
program, they also must be evaluated in an ongoing fashion, so that important safety signals can
be detected early and that trial participants are protected.” (Management of Safety Information
from Clinical Trials, Report of CIOMS Working Group VI. Identification and Evaluation of Risk
from Clinical Trial Data)



A sponsor may establish a schedule of interim analyses. The study protocol will generally
describe this schedule and will also typically describe the statistical approach to the interim
analysis of trial data. To minimize the potential for bias, these descriptions should be completed
before the conduct of any interim analyses.

The IEC/IRB should conduct follow-up reviews in accordance with established procedures. In
general, the IEC/IRB should conduct followup review of each ongoing trial at scheduled
intervals appropriate to the degree of risk, but, generally, at least once per year.

What should be done if the benefit-risk profile of a study becomes unfavourable?

The sponsor should notify investigator(s), the IEC(s)/IRB(s), and in accordance with
national/local laws and regulations, the national regulatory authority if the benefit-risk profile of
a study becomes unfavourable. In consultation with the IEC(s)/IRB(s), investigator(s), and
regulatory authority(ies), the sponsor may need to amend the study protocol and/or revise the
investigator’s brochure and informed consent document(s) to reflect the new information.

“If a significant safety issue is identified, either from an individual case report or review of
aggregate data, then the sponsor should issue a prompt notification to all parties, namely
regulatory authorities, investigators and IECs/IRBs. A significant safety issue could be defined as
one that has a significant impact on the course of the clinical trial or programme (including the
potential for suspension of the trial programme or amendments to protocols), or warrants
immediate update of informed consent.” (Management of Safety Information from Clinical
Trials, Report of CIOMS Working Group VI. Regulatory Reporting and other Communication of
Safety Information from Clinical Trials)

What happens if the IEC/IRB determines that it must withdraw its approval/favourable opinion
of the trial?

The IEC/ IRB should notify the clinical investigator and study sponsor of all decisions
(favourable or unfavourable) in writing. Because a study may not proceed without
approval/favourable opinion of an IEC/IRB, in some cases, it may be necessary to prematurely
terminate or suspend the study (See ICH E6, Section 4.12). Should a study

be prematurely terminated, any subjects currently participating should be notified and procedures
for withdrawal of enrolled subjects should consider the rights and welfare of the subjects.

In other cases, the unanticipated risk(s) might be appropriately managed through a protocol
change (e.g. eliminating a study arm, introducing additional safety monitoring or testing, etc.)
Note, however, that except where necessary to eliminate an immediate hazard(s) to research
subjects, the investigator should not implement any deviation from, or changes of, the protocol
without agreement by the sponsor and prior review and documented approval/favourable opinion
from the IEC/IRB of a protocol amendment (see ICH E6, Section 4.5).

“Ethical review committees generally have no authority to impose sanctions on researchers who
violate ethical standards in the conduct of research involving humans. They may, however,
withdraw ethical approval of a research project if judged necessary.” (CIOMS, International
Ethical Guidelines, Commentary to Guideline 2)



If the benefit-risk profile of the study changes and/or substantive protocol modifications are
made, how should the information be communicated to study subjects?

How is this documented?

“Sponsors and investigators have a duty to ... renew the informed consent of each subject if
there are significant changes in the conditions or procedures of the research or if new
information becomes available that could affect the willingness of subjects to continue to
participate ...” (CIOMS, International Ethical Guidelines, Guideline 6)

Periodically in long-term studies, the investigator should also consider renewing consent (e.g. in
long-term studies involving elderly subjects).

Communicating the new information to study subjects should follow customary procedures for
obtaining and documenting informed consent.

What is an Independent Data and Safety Monitoring Board (DSMB, also known as an
independent Data Monitoring Committee [DMC])?

An independent data and safety monitoring board (DSMB) is a group of individuals with
pertinent expertise that reviews on a regular basis accumulating data from one or more ongoing
clinical trials. The DSMB advises the sponsor regarding the continuing safety of current trial
participants and those yet to be recruited to the trial, as well as the continuing validity and
scientific merit of the trial.

“At intervals defined by the protocol, the DSMB reviews and evaluates the data on clinical
efficacy and safety collected during the study, and assesses reports on cumulated serious adverse
events (SAEs). The DSMB may also be requested by the sponsor to conduct emergency reviews
of data to assess safety-related issues. ... At the conclusion of the review, the DSMB provides a
written recommendation to the sponsor regarding whether a protocol should be amended and/or a
study should proceed based on its review of the data and the progress report submitted by the
sponsor.” (Operational Guidelines for the Establishment and Functioning of Data and Safety
Monitoring Boards, WHO TDR).

An important function of a DSMB “... is to protect the research subjects from previously
unknown adverse reactions; another is to avoid unnecessarily prolonged exposure to an inferior
therapy.” (CIOMS, International Ethical Guidelines, Commentary on Guideline 11)

Should DSMBs be established for every study?

All clinical trials require safety monitoring but not all trials require monitoring by a formal
committee that may be external to the trial organizers, sponsors and investigators. DSMBs have
generally been established for large, randomized multi-site studies that evaluate treatments
intended to prolong life or reduce risk of a major adverse health outcome such as a
cardiovascular event or recurrence of cancer. DSMBs are generally recommended for any
controlled trial of any size that will compare rates of mortality or major morbidity, but a DSMB
is not required or recommended for most clinical stud-

ies. DSMBs are generally not needed, for example, for trials at early stages of product
development. They are also generally not needed for trials addressing lesser outcomes, such as
relief of symptoms, unless the trial population is at elevated risk of more severe outcomes.



“In most cases of research involving human subjects, it is unnecessary to appoint a DSMB. To
ensure that research is carefully monitored for the early detection of adverse events, the sponsor
or the principal investigator appoints an individual to be responsible for advising on the need to
consider changing the system of monitoring for adverse events or the process of informed
consent, or even to consider terminating the study.” (CIOMS, International Ethical Guidelines,
Commentary on Guideline 11)

“... DSMBs are of value in the following situations:

* large randomized, multi-center high morbidity/mortality trials;

» studies where data could justify early study termination or where the design or executed data
accrual is complex;

» early studies of a high-risk intervention;

» studies carried out in emergency situations in which informed consent is waived;

» studies involving vulnerable populations; or,

* studies in the early phases of a novel intervention with very limited information on clinical
safety or where prior information may have raised safety concerns.”

(Management of Safety Information from Clinical Trials, Report of CIOMS Working Group VI.
Appendix 5, Data and Safety Monitoring Boards)

Implementation

Sponsors, IECs/IRBs, DSMBs (if applicable), and regulators share responsibility for ongoing
safety evaluations of the investigational product(s).

The investigator reports unanticipated problems involving risks to subjects and provides periodic
progress reports at intervals ap-

propriate to the degree of risk to sponsors and IECs/IRBs in accordance with the national/local
laws and regulations. The investigator provides adequate, accurate, and objective information on
risks and benefits during informed consent of study subjects, and renews the consent of the
subject to continue in the study, as appropriate.

The sponsor monitors the study and performs safety evaluations of the investigational product(s)
by analysing data received from the investigator(s) and the DSMB (if one has been appointed).
The sponsor also assures reporting (including expedited reporting to investigator(s),
IEC(s)/IRB(s), and the regulatory authority(ies) of adverse reactions that are both serious and
unexpected.

As the study progresses, the IECs/IRBs conducts follow-up reviews appropriate to the degree of
risk, but generally at least once per year, including review of the investigator’s progress reports
to determine if the benefits still outweigh the risks.

The regulatory authority reviews data submitted in research or marketing permits and may
require modification to a protocol as a condition to its proceeding and/or may suspend or
terminate a protocol based on an unacceptable benefit-risk profile in accordance with applicable
laws and regulations.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1) Procedures (ICH E6, Section 3.3)
Communicating a Decision (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 8)



Follow-up (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 9)

For clinical investigators, refer to: Progress Reports (ICH E6, Section 4.10) Safety Reporting
(ICH E6, Section 4.11)

Premature Termination or Suspension of a Trial (ICH E6, Section 4.12) Clinical Trial Protocol
and Protocol Amendment(s), General Infor-

mation (ICH E6, Section 6)

Investigator’s Brochure (ICH E6, Section 7)

For sponsors, refer to:

Trial Management, Data Handling, Recordkeeping, and Independent Data Monitoring
Committee (ICH E6, Section 5.5)

Notification/Submission to Regulatory Authorities (ICH E6, Section 5.10)

Adverse Drug Reaction Reporting (ICH E6, Section 5.17) Monitoring (ICH E6, Section 5.18)
Premature Termination or Suspension of a Trial (ICH E6, Section 5.21)

Clinical Trial Protocol, General Information (ICH E6, Section 6) Investigator’s Brochure (ICH
E6, Section 7)

For regulators, refer to:

Surveying and Evaluating Ethical Review Practices, a complementary guideline to the
Operational Guidelines for Ethics Committees that Review Biomedical Research, WHO, 2002
See also:

The Council for International Organizations of Medical Sciences (CIOMS) Management of
Safety Information from Clinical Trials: Report of CIOMS Working Group VI, Geneva, 2005
Discussion of the WHO Principles of GCP GCP Principle 4: Benefit-Risk Assessment GCP
Principle 5: Review by IEC/IRB

Definitions for:

Adverse Drug Reaction (ADR) (ICH E6, 1.1) Adverse Event (AE) (ICH E6, 1.2)

Approval (in relation to Institutional Review Boards) (ICH E6, 1.5) Independent Data
Monitoring Committee (IDMC) (Data and Safety

Monitoring Board, Monitoring Committee, Data Monitoring Committee) (ICH E6, 1.25)
Independent Ethics Committee (IEC) (ICH E6, 1.27) Informed Consent (ICH E6, 1.28)
Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (Serious ADR) (ICH E6, 1.50)
Unexpected Adverse Drug Reaction (ICH E6, 1.60)

PRINCIPLE 9: INVESTIGATOR QUALIFICATIONS

Qualified and duly licensed medical personnel (i.e. physician or, when appropriate, dentist)
should be responsible for the medical care of research subjects, and for any medical decision(s)
made on their behalf.

”The experiment should be conducted only by scientifically qualified persons. The highest
degree of skill and care should be required through all stages of the experiment of those who
conduct or engage in the experiment.” (The Nuremberg Code)

“Medical research involving human subjects should be conducted only by scientifically qualified

persons and under the supervision of a clinically competent medical person ...” (Declaration of
Helsinki)



Application

Principle 9 is applied through the responsibilities of the clinical investigator to the study subject
and through the sponsor’s selection of qualified investigator(s). (See also WHO GCP Principle
10: Staft Qualifications)

Questions and Answers

Where may information about a clinical investigator’s qualifications be obtained?

The investigator’s curriculum vitae or other statement of education, training and experience may
provide initial information about the investigator’s qualifications to provide medical care and to
conduct clinical research. Other sources of information about an investigator’s qualifications
may include medical licensing boards, malpractice registries, and/or disciplinary bodies that may
have information about the investigator’s history of medical practice. References from those
familiar with the investigator’s clinical and/or research practice may provide useful adjunctive
information.

May a non-medical person serve as a principal investigator?

“Investigator” is defined as the “person responsible for the conduct of the clinical trial at a trial
site. If a trial is conducted by a team of individuals at a trial site, the investigator is the
responsible leader of the team and may be called the principal investigator.” (ICH E6, Section
1.34)

In most clinical research, the investigator will be a physician, dentist, or (in accordance with
national/local laws, regulations, and licensure provisions) equivalent medical professional.
Where permitted under national/local laws and regulations, a nonphysician may serve as a
principal investigator. However, implicit in this designation are: (1) that the non-physician be
qualified to personally conduct or supervise the investigation; and (2) the non-physician would
need to secure the services of a physician as a subinvestigator to perform those study functions
requiring medical expertise. (For example, a Ph.D. pharmacologist may be listed as a principal
investigator on a pharmacokinetic study with a physician subinvestigator. Another example
might be a clinical psychologist principal investigator with a physician subinvestigator.)

Within GCP, what is the investigator’s responsibility for the medical care of research subjects?
The investigator is responsible for protecting the rights, safety, and welfare of subjects under
his/her care during a clinical trial. This implies that (1) the investigator is able to ensure access to
a reasonable standard of medical care for study subjects for medical problems arising during
participation in the trial that are, or could be related, to the study intervention, and (2) the
investigator or other medically qualified individuals are readily available to provide such care
during the study.

“Although sponsors are, in general, not obliged to provide healthcare services beyond that which
is necessary for the conduct of the research, it is morally praiseworthy to do so. Such services
typically include treatment for diseases contracted in the course of the study.

It might, for example, be agreed to treat cases of an infectious disease contracted during a trial of
a vaccine designed to provide immunity to that disease, or to provide treatment of incidental
conditions unrelated to the study. ... When prospective or actual subjects are found to have



diseases unrelated to the research or cannot be enrolled in a study because they do not meet the
health criteria, investigators should, as appropriate, advise them to obtain, or refer them for,
medical care.” (CIOMS, International Ethical Guidelines, Commentary on Guideline 21)

Implementation

The investigator is responsible for providing, or ensuring that subjects have access to, medical
care for medical problems arising during their participation in the trial that are, or could be
related to the study intervention, and for following the subjects’ status until the problem is
resolved.

“It is recommended that the investigator inform the subject’s primary physician about the
subject’s participation in the trial if the subject has a primary physician and if the subject agrees
to the primary physician being informed.” (ICH E6, Section 4.3)

Primary responsibility for selecting qualified clinical investigators to conduct a study resides
with the sponsor.

The IECs/IRBs is responsible for ensuring that the rights and welfare of study subjects are
protected. Consideration of investigator qualifications and experience and the adequacy of the
site (including the supporting staff, available facilities, and emergency procedures) by the
IEC/IRB will ensure that subjects have access to appropriate care for medical problems arising
during participation in the trial.

National and/or local regulatory authorities have indirect responsibility related to clinical
investigator qualifications. Regulators (1) establish licensing and practice standards for
physicians and other medical personnel, (2) enforce compliance with such standards, and

(3) impose disciplinary actions, as appropriate, on physicians and

other medical personnel who fail to meet such standards. Different regulatory agencies and
authorities may be responsible for the oversight of clinical research versus the licensure and
oversight of medical professionals; exchange of information among regulatory agencies is
encouraged in such circumstances.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1)

Documentation (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 5.3)

Elements of the Review (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 6.2)

For clinical investigators, refer to:

Investigator’s Qualifications and Agreements (ICH E6, Section 4.1) Medical Care of Trial
Subjects (ICH E6, Section 4.3)

Safety Reporting (ICH E6, Section 4.11)

For sponsors, refer to:

Medical Expertise (ICH E6, Section 5.3) Investigator Selection (ICH E6, Section 5.6)
Allocation of Duties and Functions (ICH E6, Section 5.7)

Ethical Obligations of External Sponsors to Provide Health-Care Services (CIOMS, International
Ethical Guidelines for Biomedical Research Involving Human Subjects, Guideline 21)



For regulatory authorities, refer to:

WHO Guidelines for good clinical practice (GCP) for trials on pharmaceutical products, 1995
GCP Compliance Monitoring Programs by Regulatory Authorities (Good Clinical Practice:
Document of the Americas, PAHO, Chapter 7)

Ethical Obligations of External Sponsors to Provide Health-Care Services (CIOMS, International
Ethical Guidelines for Biomedical Research Involving Human Subjects, Guideline 21)

See also:

Discussion of the WHO Principles of GCP GCP Principle 10: Staff Qualifications
Definitions for:

Investigator (ICH E6, 1.34) Subinvestigator (ICH E6, 1.56)

Well-being (of the trial subjects) (ICH E6, 1.62)

PRINCIPLE 10: STAFF QUALIFICATIONS

Each individual involved in conducting a trial should be qualified by education, training, and
experience to perform his or her respective task(s) and currently licensed to do so, where
required.

GCP requires that the clinical investigator is appropriately qualified by education, training, and
experience to conduct the clinical trial. GCP also requires that each clinical investigator will have
adequate resources available, including sufficient staff, who are also appropriately qualified by
education, training, and experience, to assist him/ her with the trial and ensure the safety of study
subjects.

Application
Principle 10 is chiefly applied through the clinical investigator’s selection of appropriate staff to
assist with the conduct of the study.

Questions and Answers

What does it mean to be “qualified” to conduct clinical research and how is this implemented
within GCP?

GCP requires generally that individuals who conduct research have appropriate education,
training, and experience to assume responsibility for the conduct of the trial. The investigator
should have knowledge of applicable laws and regulations and broad knowledge of
internationally accepted principles and practices for the conduct of clinical research within GCP,
including ethical requirements for the protection of human subjects involved in the research. The
investigator should also have training or expertise appropriate to carry out the requirements of
the specific study protocol.

The investigator should understand and be qualified to execute the responsibility to personally
supervise any individual to whom a study task is delegated. The investigator should further
ensure that any individual to whom a study task is delegated is qualified by education, training,
and experience to perform the delegated task, for example

that the assigned task falls within the scope of the individual’s professional license(s). When
delegating tasks, the investigator should consider, among other things, whether the tasks require



formal medical training and whether national or local licensing requirements apply to such
duties. (Duties that warrant such consideration, include, but are not necessarily limited to, the
following: screening evaluations, including medical histories and assessment of
inclusion/exclusion criteria; physical examinations; assessment of adverse events; assessments of
primary study endpoints (e.g. tumor response, global assessment scales); control of
investigational products.)

The investigator should ensure that staff are (1) familiar with the study protocol and
investigational product; (2) appropriately trained to carry out trial-related duties; (3)
informed/aware of their obligations to protect the rights, safety and welfare of the study subjects;
and (4) informed of any requirements imposed by the national regulatory authority for GCP and
the conduct of clinical studies.

What does it mean to be qualified by “education, training, and experience”; that is, what does
each of these terms embrace?

Education refers to degrees, certification, and/or licensing earned as a result of formal schooling
or courses of study at an institution of higher learning (e.g. M.D., Ph.D., R.N., board certification
in a specified field, medical licenses). Training generally refers to short, focused programs on
specific topics (e.g. a two-week training program in research ethics, an online course on GCP,
“investigator training” provided by the study sponsor related to a specific protocol) and/or
mentoring by an appropriately educated, trained, and experienced professional. Experience
includes direct participation in activities that provide additional expertise in a specific area (e.g.
various positions a physician has held during his/her practice of medicine, previous work
assisting another investigator in conducting clinical research, experience as an investigator in a
previous study).

Where may information about the qualifications of an investigator or the investigator’s staff be
obtained?

A curriculum vitae or other statement of education, training, and experience for each staff
member may provide initial information about the staff member’s qualifications. Other sources
of information may include medical licensing boards, malpractice registries, and/or disciplinary
bodies. References from those familiar with the individual’s past clinical and/or research
experience may provide useful adjunctive information.

How should an investigator inform a sponsor about the individuals to whom duties have been
delegated?

Maintaining a list of individuals to whom the investigator has assigned each trial-related duty
may assist the sponsor and regulators alike in determining which staff members were authorized
to carry out specific duties during the course of the trial.

Implementation

The investigator bears primary responsibility for (1) selecting qualified staff to assist in the
conduct of the investigation; (2) ensuring that study staff receive appropriate training, related to
ethics and consent procedures as well as requirements of the specific protocol;



(3) establishing clear procedures for activities related to the conduct of the study; (4) assigning
tasks to staff, based on their qualifications, experience, and professional licenses; and (5)
personally supervising staff to ensure that they satisfactorily fulfill their study-related duties.
Although the investigator may delegate tasks to members of his/her staff, nevertheless, the
investigator retains overall responsibility for the study and ensuring that his/her staff complies
with applicable laws and regulations for human subject protection and the conduct of clinical
research.

The IEC/IRB is responsible for ensuring that the rights and welfare of study subjects are
protected. Consideration of the site’s characteristics (e.g. number and qualifications of supporting
staff, available facilities and equipment, and emergency procedures) will allow the IEC/IRB to
evaluate the adequacy of the site, and ensure that subjects’ welfare is not compromised during
the trial.

Sponsors have the responsibility for selecting appropriately qualified investigators to conduct the
study; part of that consideration is ensuring that investigators have sufficient staff (also with
appropriate qualifications) available, who are appropriately trained to conduct all study-related
activities, and who understand how to capture and document required observations and data.

In accordance with national and/or local laws and regulations, regulatory authorities may inspect
study sites to determine if the conduct of the study is in compliance with local laws/regulations.
Such inspections would include finding out who was assigned responsibility for conducting
various study-related activities (e.g. screening subjects to determine if they meet
inclusion/exclusion criteria; obtaining informed consent; conducting physical examinations;
collecting and analysing study data; recording, transcribing, or reporting data to the sponsor;
administering the investigational product to subjects), and determining whether these activities
were appropriately assigned and within the scope of the staff member’s professional license(s).

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to:

Elements of the Review (WHO Operational Guidelines for EthicsCommittees that Review
Biomedical Research, Section 6.2)

For investigators, refer to:

Investigator’s Qualifications and Agreements (ICH E6, Section 4.1) Adequate Resources (ICH
E6, Section 4.2)

Investigational Product(s) (ICH E6, Section 4.6)

For sponsors, refer to:

Medical Expertise (ICH E6, Section 5.3) Trial Design (ICH E6, Section 5.4)

Trial Management, Data Handling, Recordkeeping, and Independent Monitoring Committee
(ICH E6, Section 5.5)

Investigator Selection (ICH E6, Section 5.6)

Allocation of Duties and Functions (ICH E6, Section 5.7)

For regulatory authorities, refer to

Conducting the Inspection (A Guide to Clinical Investigator Inspections, PAHO, Annex 4,
Section 2)

See also:

Discussion of the WHO Principles of GCP GCP Principle 9: Investigator Qualifications



Definitions for:
Investigator (ICH E6, 1.34) Subinvestigator (ICH E6, 1.56)
Well-being (of the trial subjects) (ICH E6, 1.62)

PRINCIPLE 11: RECORDS

All clinical trial information should be recorded, handled, and stored in a way that allows its
accurate reporting, interpretation, and verification.

Principle 11 embraces the concepts of data quality and data integrity as well as appropriate
procedures for data handling and record-keeping. Also implicit in this principle is the preparation
and maintenance of essential documents: i.e. documents (including source documents) that
individually and collectively permit evaluation of the conduct of a trial and the quality of the data
produced.

Application

Principle 11 is applied through: (1) the understanding and application of basic elements of data
quality and integrity; (2) adherence to the study protocol as well as applicable written procedures
for collecting, recording, reporting, maintaining and analysing clinical trial information; and (3)
the preparation of essential documents (including source documents), at all stages throughout the
conduct of the clinical trial.

Questions and Answers

What is “clinical trial information”? What is meant by “essential documents™?

The term, “clinical trial information,” encompasses all study related data, materials, and
documents. The term includes “[a]ll records, in any form (including, but not limited to, written,
electronic, magnetic, and optical records; and scans, x-rays, and electrocardiograms) that
describe or record the methods, conduct, and/or results of a trial, the factors affecting a trial, and
the actions taken.” (ICH E6, 1.22)

Essential documents are “... those documents that individually and collectively permit
evaluation of the conduct of a study and the quality of the data produced. These documents serve
to demonstrate the compliance of the investigator, sponsor, and monitor with the standards of
GCP and with all applicable regulatory requirements. Essential documents are ... usually
audited by the sponsor’s independent audit function and inspected by the regulatory
authority(ies) as part of the process to confirm the validity of the trial conduct and the integrity
of the data collected.” (ICH E6, Section 8)

Examples include:

* Source data: “All information in original records and certified copies of original records of
clinical findings, observations, or other activities in a clinical trial necessary for the
reconstruction and evaluation of the trial. Source data are contained in source documents
(original records or certified copies).” (ICH E6, 1.51)

* Source documents: “Original documents, data, and records (e.g. hospital records, clinical and
office charts, laboratory notes, memoranda, subjects’ diaries or evaluation checklists, pharmacy
dispensing records, recorded data from automated instruments, copies or transcriptions certified
after verification as being accurate and complete, microfiches, photographic negatives, microfilm



or magnetic media, x-rays, subject files, and records kept at the pharmacy, at the laboratories,
and at medico-technical departments involved in the clinical trial).” (ICH E6, 1.52)

* Case report forms: “... [P]rinted, optical, or electronic document[s] designed to record all of the
protocol-required information to be reported to the sponsor on each trial subject.” (ICH E6, 1.11)
+ Correspondence between any of the parties who conduct or oversee the research (e.g.
approval/favourable decision by the IEC/IRB; reports of adverse events submitted to the
sponsors, IECs/IRBs, and regulators; monitor’s reports to the sponsor).

* Other study related documents and materials (e.g. study protocol, protocol amendments,
investigator’s brochure, clinical investigator’s curriculum vitae, approved consent form, subjects’
signed consent forms, subject screening logs, documentation of investigational product
destruction, advertisements used to recruit subjects, reports by independent data monitoring
committees).

What is meant by “recording”?

“Recording” is the act of writing down or otherwise committing to durable medium (e.g. paper,
electronic medium, etc.) information or data to provide evidence of what has occurred or has
been observed. All of the parties who conduct or oversee clinical trials are responsible for
preparing records (i.e. “essential documents’) that document their activities and data or
observations related to the trial.

What is meant by “data quality”? What is meant by “data integrity”? How are the terms related,
and how are data quality and integrity achieved within GCP?

“Data quality” refers to the essential characteristics of each piece of data; in particular, quality
data should be:

* accurate;

* legible;

* complete and contemporaneous (recorded at the time the activity occurs);

* original;

« attributable to the person who generated the data.

“Data integrity” refers to the soundness of the body of data as a whole. In particular, the body of
data should be credible, internally consistent, and verifiable.

Quality and integrity are both essential for data to be relied upon for regulatory decision-making.
Data quality and integrity are achieved when each piece of data is collected in accordance with
the study protocol and procedures, giving attention to each of the quality characteristics above,
and subsequently handled (e.g. transcribed, analysed, interpreted, reported) so that the quality
characteristics of the original data (i.e. accuracy, legibility, completeness, etc.) are preserved.

What is meant by “handling”? How are “quality and integrity” preserved as data and documents
are “handled”?

Handling refers to how data are maintained, analysed, interpreted, and shared, transmitted, or
reported to others. For example, source data are often transcribed by the investigator into a case
report form (CRF), which in turn is submitted to the sponsor for further handling.

Establishing SOPs to identify the various steps in data handling (at both investigator and sponsor
sites) and to articulate the associated roles and responsibilities of investigator and sponsor staff
may help preserve quality and integrity as data is handled.



Study monitoring also helps to ensure that data quality and integrity are preserved throughout the
study by, for example, verifying that data transmitted to the sponsor in each CRF accurately
reflect information about the study subject that was recorded in the medical records or case
histories.

“Any change or correction to a CRF should be dated, initialed, and explained (if necessary) and
should not obscure the original entry (i.e. an audit trail should be maintained); this applies to
both written and electronic changes and corrections. ... Sponsors should have written procedures
to assure that changes or corrections in CRFs made by sponsor’s designated representatives are
documented, are necessary, and are endorsed by the investigator. The investigator should retain
records of the changes and corrections.” (ICH E6, Section 4.9)

Who must keep clinical trial information and for how long? What is meant by the term
“storage”?

All of the parties who conduct or oversee research involving human subjects are expected to
keep records and materials related to their specific trial responsibilities and activities for the
period of time required by national/local laws and regulations, or if such laws do not exist, in
accordance with GCP standards.

Within GCP, generally, “[e]ssential documents should be retained until at least 2 years after the
last approval of a marketing application ... and until there are no pending or contemplated
marketing applications ... or at least 2 years have elapsed since the formal discontinuation of
clinical development of the investigational product. These documents should be retained for a
longer period, however, if required by the applicable regulatory requirements or by an agreement
with the sponsor.” (ICH E6, Section 4.9)

“Storage” (or “archiving”) implies that records are appropriately stored for future use, for
example, to ensure their preservation and to enable direct access to the records when required by
the sponsor, IEC/IRB, monitor or regulatory authorities. “The investigator/ institution should
take measures to prevent accidental or premature destruction of these records.” (ICH E6, Section
4.9)

Why is it necessary for IECs/IRBs, investigators, sponsors, and monitors to maintain clinical trial
information?

Clinical trial information should be maintained to allow accurate reconstruction and evaluation
of the trial’s conduct and verification of the trial’s results.

How do investigators know which records should be maintained and the methods for maintaining
them?

The study protocol generally specifies the information to be captured and the methods to be used
(e.g. by providing “[s]amples of the standardized case-report forms to be used ... ,” describing
“... the methods of recording therapeutic response (description and evaluation of methods and
frequency of measurement), the follow-up procedures, and, if applicable, the measures proposed
to determine the extent of compliance of subjects with the treatment ... , [m]ethods of recording
and reporting adverse events or reactions ...” (CIOMS, International Ethical Guidelines,
Appendix 1).



Record-keeping and retention requirements may also be specified by national or local law and
regulations.

What is meant by “reporting”? How are essential documents and data combined to report the
outcome of the trial?

Reporting is the act of providing information or data to another party. National laws and
regulations may require certain information to be reported within specific time frames, for
example, reports of serious unanticipated adverse events.

Responsibility for reporting clinical trial information and results is shared by:

» the study sponsor, who reports adverse events to regulators, and prepares summary reports
about clinical studies for inclusion in applications to obtain research permits or to market an
investigational product;

« the monitor, who prepares and submits written reports of monitoring visits and trial-related
communications to the sponsor;

» the clinical investigator who submits, for example, case report forms (CRFs) to the sponsor;
progress reports or written summaries of the trial’s status to the institution, the IEC/IRB, and the
sponsor; safety reports (e.g. adverse event reports, laboratory anomalies) to the sponsor and
IEC/IRB; final reports upon completion of the trial to the sponsor, IEC/IRB, and regulatory
authorities;

« the IEC/IRB, which notifies the investigator and institution, and sometimes the regulatory
authority(ies) about trial-related decisions and opinions (e.g. decisions to suspend or terminate a
study), the reasons for such decisions/opinions, and procedures for appealing them.

“The investigator should ensure the accuracy, completeness, legibility, and timeliness of the data
reported to the sponsor in the CRFs and in all required reports. Data reported on the CRF, which
are derived from source documents should be consistent with the source documents or the
discrepancies should be explained.” (ICH E6, Section

4.9; see also, ICH E6, Section 4.10: Progress Reports; ICH E6, Section

4.11: Safety Reporting, and ICH E6, Section 4.13: Final Report(s) by Investigator/Institution.)

What is meant by “interpretation” of clinical trial information and how is this achieved within
GCP?

“Interpreting” clinical trial information refers to analysing the meaning and significance of data
and other observations and information collected during the clinical trial. The study protocol
generally describes the overall plan for interpreting clinical trial data. Sponsors, in close
collaboration with the investigator(s), generally analyse and interpret clinical trial data and
prepare summaries as part of an application for approval to market an investigational product.
Such summaries and analyses enable regulators to make a determination about the safety and/or
effectiveness of a product that is the subject of a research permit or marketing application.

The sponsor

* ... should utilize appropriately qualified individuals” [e.g. biostatisticians, clinical
pharmacologists and physicians, as appropriate] “to supervise the overall conduct of the trial, to
handle the data, to verify the data, to conduct the statistical analyses, and to prepare the trial
reports.” (ICH E6, Section 5.5)

* should include in the study protocol a ... description of the statistical methods to be employed,
including timing of any planned interim analysis(ses), ... the level of significance to be used, ...
procedure for accounting for missing, unused, and spurious data, procedures for reporting any



deviations from the original statistical plan... selection of subjects to be included in the analyses
... 7 (ICH E6, Section 6.9)

How should clinical trial results be publicly reported?

“Both authors and publishers have ethical obligations. In publication of the results of research,
the investigators are obliged to preserve the accuracy of the results. Negative as well as positive
results should be published or otherwise publicly available. ... Reports of experimentation not in
accordance with the principles laid down in this Declaration should not be accepted for
publication.” (Declaration of Helsinki)

The study protocol may include:

* “[1]n the case of a negative outcome, an assurance that the results will be made available, as
appropriate, through publication or by reporting to the drug registration authority.” (CIOMS,
International Ethical Guidelines, Appendix 1)

* “[c]ircumstances in which it might be considered inappropriate to publish findings, such as
when the findings of an epidemiological, sociological or genetics study may present risks to the
interests of a community or population or of a racially or ethnically defined group of people.”
(CIOMS, International Ethical Guidelines, Appendix 1)

Who should have access to clinical trial records?

Sponsors, monitors, IECs/IRBs, and regulators generally require direct access to all information
pertaining to the conduct and oversight of the clinical trial. Direct access means that these parties
have “[p]ermission to examine, analyze, verify, and reproduce any records and reports that are
important to evaluation of a clinical trial.” (ICH E6, 1.21)

“Any or all of the documents addressed in this guidance may be subject to, and should be
available for, audit by the sponsor’s auditor and inspection by the regulatory authority(ies).”
(ICH E6, Section 8)

Note that consent forms should inform study subjects “[t]hat the monitor(s), the auditor(s), the
IRB/IEC, and the regulatory authority(ies) will be granted direct access to the subject’s original
medical records for verification of clinical trial procedures and/or data, without violating the
confidentiality of the subject, to the extent permitted by the applicable laws and regulations, and
that by signing a written informed consent form, the subject or the subject’s legally acceptable
representative is authorizing such access.” (ICH E6, 4.8) (See also WHO GCP Principle 7:
Informed Consent)

In addition, sponsors, monitors, investigators and regulators should be aware of the need to
handle clinical trial information in a manner that protects the privacy and confidentiality of
research subjects. These parties should also be fully informed about national/local laws/
regulations related to privacy and confidentiality. (See also WHO GCP Principle 12:
Confidentiality/Privacy)

Implementation

IECs/IRBs, investigators, sponsors, and regulators all bear responsibility for documenting their
activities within GCP, and maintaining records pertaining to duties related to the conduct or
oversight of the clinical trial for the time required under national or local law and regulations. All



parties are responsible for ensuring the accuracy, completeness, legibility and availability (as
necessary) of such documents.

IECs/IRBs document their reviews of study protocols and informed
consent/recruitment/advertising materials through minutes that capture the IECs’/IRBs’
deliberations and through copies of correspondence with the clinical investigator.

Investigators prepare and maintain case histories that record all observations and other data
pertinent to the investigation on each individual administered the investigational drug or
employed as a control in the investigation.

Sponsors ensure that study protocols address appropriate data handling and record-keeping
requirements and design CRFs appropriately to facilitate the capture of all significant trial-
related data and observations. Sponsors also secure the services of monitors to ensure
compliance of the clinical investigators, and verify that the study was carried out according to the
approved study protocol.

Regulators rely on clinical trial information to support regulatory decision-making and may
inspect all of the parties involved in conducting or overseeing research. Critical to regulatory
inspection is direct access to and review of existing clinical trial records. As part of an
inspection, regulators compare records at the clinical investigator site and sponsor site with data
and reports submitted to the regulatory authority to verify the information submitted. Regulators
also prepare and maintain records of their inspections and findings.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1) Procedures (ICH E6, Section 3.3)
Records (ICH E6, Section 3.4)

Communicating a Decision (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 8)

Follow-up (WHO Operational Guidelines for Ethics Committees that Review Biomedical
Research, Section 9)

Documentation and Archiving (WHO Operational Guidelines for Ethics Committees that Review
Biomedical Research, Section 10)

For investigators, refer to:

Communication with IRB/IEC (ICH E6, Section 4.4) Compliance with Protocol (ICH E6,
Section 4.5) Records and Reports (ICH E6, Section 4.9) Progress Reports (ICH E6, Section 4.10)
Safety Reporting (ICH E6, Section 4.11)

Final Report(s) by Investigator/Institution (ICH E6, Section 4.13) Clinical Trial Protocol,
General Information (ICH E6, Section 6) Essential Documents for the Conduct of a Clinical Trial
(ICH E6,

Section 8)

For sponsors, refer to:

Trial Management, Data Handling, Recordkeeping, and Independent Data Monitoring
Committee (ICH E6, Section 5.5)

Record Access (ICH E6, Section 5.15)

Adverse Drug Reaction Reporting (ICH E6, Section 5.17) Monitoring (ICH E6, Section 5.18)
Audit (ICH E6, Section 5.19)

Clinical Trial/Study Reports (ICH E6, Section 5.22) Clinical Trial Protocol (ICH E6, Section 6)
Essential Documents for the Conduct of a Clinical Trial (ICH E6, Section 8)



Clinical Safety Data Management: Definitions and Standards for Expedited Reporting (ICH
E2A)

Guidance on Data Elements for Transmission of Individual Case Safety Reports (ICH E2B)
Statistical Principles for Clinical Trials (ICH E9)

For regulatory authorities, refer to:

A Guide to Clinical Investigator Inspections (Good Clinical Practices: Document of the
Americas, PAHO, Annex 4)

GCP Compliance Monitoring Programs by Regulatory Authorities (Chapter 7, Good Clinical
Practices: Document of the Americas, PAHO)

Surveying and Evaluating Ethical Review Practices (WHO Operational Guidelines)
Statistical Principles for Clinical Trials (ICH E9)

See also:

Discussion of the WHO Principles of GCP GCP Principle 2: Protocol

GCP Principle 6: Protocol Compliance GCP Principle 7: Informed Consent

GCP Principle 12: Confidentiality/Privacy GCP Principle 14: Quality Systems

Definitions for:

Case Report Form (ICH E6, 1.11) Clinical Trial/Study Report (ICH E6, 1.13)

Compliance (in relation to trials) (ICH E6, 1.15) Direct Access (ICH E6, 1.21)
Documentation (ICH E6, 1.22) Essential Documents (ICH E6, 1.23)

Interim Clinical Trial/Study Report (ICH E6, 1.32) Monitoring (ICH E6, 1.38)

Monitoring Report (ICH E6, 1.39) Original Medical Record (ICH E6, 1.43) Protocol (ICH E6,
1.44)

Source Data (ICH E6, 1.51) Source Documents (ICH E6, 1.52)

Standard Operating Procedures (SOPs) (ICH E6, 1.55)

PRINCIPLE 12: CONFIDENTIALITY/PRIVACY

The confidentiality of records that could identify subjects should be protected, respecting the
privacy and confidentiality rules in accordance with the applicable regulatory requirement(s).
“The right of research subjects to safeguard their integrity must always be respected. Every
precaution should be taken to respect the privacy of the subject, the confidentiality of the
patient’s information and to minimize the impact of the study on the subject’s physical and
mental integrity and on the personality of the subject.” (Declaration of Helsinki)

“The investigator must establish secure safeguards of the confidentiality of subjects’ research
data. Subjects should be told the limits, legal or other, to the investigators’ ability to safeguard
confidentiality and the possible consequences of breaches of confidentiality.” (CIOMS,
International Ethical Guidelines, Guideline 18)

Application

Principle 12 is applied (1) through appropriate procedures to protect the privacy of the subject,
and (2) by document and data control to protect the confidentiality of the subject’s information.
Principle 12 is also applied through the informed consent process which requires as an essential
element that certain explanations be provided to the subject about the confidentiality of the
subject’s records and about access to those records by monitor(s), auditor(s), the IEC/IRB, and
the regulatory authority(-ies).



Questions and Answers

What is meant by “privacy”? What is meant by “confidentiality”?

Privacy embraces the concept that each individual should have the right to control personal and
sensitive information about him/her. Privacy implies that such information, which may be
contained in

medical records, personal diaries, or elsewhere, will be protected and not disclosed without the
knowledge/permission of the individual to whom it pertains.

Privacy may not be absolute, however. For example, some information, such as exposure to a
communicable disease, may be subject to limited disclosure under public health laws; access to
information contained in clinical study records may be required by regulators to verify data
submitted in a marketing application. Thus, individuals who participate in clinical trials should
be told the extent to which their information will be protected and the circumstances under which
the information will be disclosed, to whom, and the purpose(s) for doing so.

Confidentiality embraces the concept that parties who obtain private information from patients
and subjects will (1) protect the information itself and any records that contain such information
from deliberate or accidental disclosure; and (2) develop and follow procedures for release of the
information only to authorized parties who have a legitimate need for it, including notification of
the patient/ subject prior to any disclosure.

Who is responsible for protecting the confidentiality of the subjects’ private information?

At all times throughout the investigation, all parties (sponsor, monitor, IECs/IRBs, investigator,
investigator’s staff, and regulators) should protect subjects’ private information and ensure that
all data are secured against unauthorized access. This applies but is not limited to subjects’ case
report forms (CRFs), source data, source documents, and safety reports.

“It is the duty of the physician in medical research to protect the life, health, privacy, and dignity
of the human subject.” (Declaration of Helsinki)

How is confidentiality implemented within GCP?

“... Investigators should arrange to protect the confidentiality of such information by, for
example, omitting information that might lead to the identification of individual subjects,
limiting access to the information, anonymizing data, or other means.” (CIOMS, International
Ethical Guidelines, Commentary to Guideline 18)

Other mechanisms to protect information include, but are not limited to:

* coding or encryption of data;

» restricting access to study records and subjects’ medical files (e.g. passwords on electronic
files, files secured in locked cabinets or secured storage areas);

 maintaining subjects’ names and identifying information separately from case report forms;
» establishing and following procedures to ensure subjects’ private information and trial data are
protected.



Why should potential risks related to release of private information be disclosed to study
subjects?

Each subject needs to consider whether risks related to release of private information are
sufficiently controlled, such that he/she is still willing to participate in the investigation.
“Research relating to individuals and groups may involve the collection and storage of
information that, if disclosed to third parties, could cause harm or distress.” (CIOMS,
International Ethical Guidelines, Commentary to Guideline 18)

“Prospective subjects should be informed of limits to the ability of investigators to ensure strict
confidentiality and of the foreseeable adverse social consequences of breaches of confidentiality.
Some jurisdictions require the reporting to appropriate agencies of, for instance, certain
communicable diseases or evidence of child abuse or neglect. Drug regulatory authorities have
the right to inspect clinical-trial records, and a sponsor’s clinical-compliance audit staff may
require and obtain access to confidential data. These and similar limits to the ability to maintain
confidentiality should be anticipated and disclosed to prospective subjects.” (CIOMS,
International Ethical Guidelines, Commentary to Guideline 18)

How should subjects be informed of the measures that will be used to protect their private
information? How should potential risks related to release of private information be disclosed to
study subjects?

The informed consent document should describe (1) who will have access to personal data of the
research participants, including medical records and biological samples; (2) the measures taken
to ensure the confidentiality and security of research participants’ personal information; and (3)
the potential risks to subjects if such measures are breached (e.g. stigma, loss of reputation,
potential loss of insurability, etc.).

“... During the process of obtaining informed consent the investigator should inform the
prospective subjects about the precautions that will be taken to protect confidentiality.” (CIOMS,
International Ethical Guidelines, Commentary to Guideline 18)

“Both the informed consent discussion and the written informed consent form and any other
written information to be provided to subjects should include explanations of the following:

“(n) That the monitor(s), the auditor(s), the IRB/IEC, and the regulatory authority(ies) will be
granted direct access to the subject’s original medical records for verification of clinical trial
procedures and/or data, without violating the confidentiality of the subject, to the extent
permitted by the applicable laws and regulations and that, by signing a written informed consent
form, the subject or the subject’s legally acceptable representative is authorizing such access.”
“(0) That records identifying the subject will be kept confidential and, to the extent permitted by
the applicable laws and/or regula-

tions, will not be made publicly available. If the results of the trial are published, the subject’s
identity will remain confidential.” (ICH E6, Section 4.8)

“The sponsor should verify that each subject has consented, in writing, to direct access to his/her
original medical records for trialrelated monitoring, audit, IRB/IEC review, and regulatory
inspection.” (ICH E6, Section 5.15)

Implementation



IECs/IRBs review/approve the informed consent procedures and document to ensure, among
other things, that there is adequate explanation regarding (1) the risks related to release of the
subject’s private information, (2) how the confidentiality of the subject’s records will be
maintained, and (3) persons who may have access to the subject’s records (e.g. monitor(s),
auditor(s), the IEC/IRB, and the regulatory authority(-ies)).

Investigators should (1) implement procedures to protect and restrict access to study records and
private information (e.g., password protection for files, keeping study records in secured areas),
(2) follow national/local laws and regulations relating to privacy and confidentiality, (3) ensure
that study staff are aware of and receive appropriate training related to their responsibility and
procedures to be used for protecting subjects’ private information and records,

(4) ensure that study staff follow the procedures established for this purpose, and (5) ensure that
the consent form and process inform study subjects about the procedures to be used to protect
their private information and the circumstances under which their medical and study records may
be viewed by regulators, sponsors, monitors, and/or the IEC/IRB.

Sponsors ensure that sites (1) allow regulators, IECs/IRBs, and monitors direct access to records
necessary to verify compliance with national/local laws and regulations pertaining to the conduct
of clinical trials, and (2) inform subjects about, and obtain their consent for, such access.

Regulatory authorities need to (1) be alert to issues of subject confidentiality, and (2) review
sponsors’, clinical investigators’, and IECs’/ IRBs’ compliance with applicable national/local
laws and regulations for handling private information and informing subjects about these issues.

For more information (including Roles and Responsibilities)

For IECs/IRBs, refer to: Responsibilities (ICH E6, Section 3.1)

Elements of the Review, Protection of Research Participant Confidentiality (WHO Operational
Guidelines for Ethics Committees that Review Biomedical Research, Section 6.2.4)

For clinical investigators, refer to:

Informed Consent of Trial Subjects (ICH E6, Section 4.8) Safety Reporting (ICH E6, Section
4.11)

For sponsors, refer to:

Trial Management, Data Handling, Recordkeeping, and Independent Monitoring Committee
(ICH E6, Section 5.5)

Record Access (ICH E6, Section 5.15) Monitoring (ICH E6, Section 5.18)

Clinical Trial Protocol and Protocol Amendments, Direct Access to Source Data/Documents
(ICH E6, Section 6.10)

For regulatory authorities, refer to:

Confidentiality in the Survey and Evaluation Processes (Surveying and Evaluating Ethical
Review Practices, a complementary guideline to the Operational Guidelines for Ethics
Committees the Review Biomedical Research, WHO, 2002), Section 8

Safeguarding Confidentiality (Guideline 18, CIOMS International Ethical Guidelines for
Biomedical Research Involving Human Subjects, Geneva 2002)

See also:
Discussion of WHO GCP Principles GCP Principle 2: Protocol
GCP Principle 3: Risk Identification



GCP Principle 4: Benefit-Risk Assessment GCP Principle 7: Informed Consent

GCP Principle 11: Records

Definitions for: Audit (ICH E6, 1.6)

Confidentiality (ICH E6, 1.16) Direct Access (ICH E6, 1.21) Inspection (ICH E6, 1.29)
Original Medical Record (ICH E6, 1.43) Subject Identification Code (ICH E6, 1.58) Well-being
(of the trial subjects) (ICH E6, 1.62)

PRINCIPLE 13: GOOD MANUFACTURING PRACTICE

Investigational products should be manufactured, handled, and stored in accordance with
applicable Good Manufacturing Practice (GMP) and should be used in accordance with the
approved protocol.

“The sponsor should ensure that the investigational product(s) ... is characterized as appropriate
to the stage of development of the product(s), is manufactured in accordance with any applicable
GMP, and is coded and labeled in a manner that protects the blinding, if applicable ... (ICH E6,
Section 5.13)

Application

Principle 13 is applied through (1) appropriately characterizing the investigational product
(including any active comparator(s) and placebo, if applicable), (2) adhering to applicable Good
Manufacturing Practice (GMP) standards in the manufacturing, handling and storage of the
investigational product, and (3) using the product according to the approved study protocol.

Questions and Answers

What is meant by “applicable” Good Manufacturing Practice” (GMP)?

“Good Manufacturing Practice (GMP) is a system for ensuring that products are consistently
produced and controlled according to quality standards. ... GMP covers all aspects of
production, from the starting materials, premises and equipment to the training and personal
hygiene of staff. Detailed, written procedures are essential for each process that could affect the
quality of the finished product. There must be systems to provide documented proof that correct
procedures are consistently followed at each step in the manufacturing process — every time the
product is made. ... WHO has established detailed guidelines for good manufacturing practice.
Many countries have formulated their own requirements for GMP based on

WHO GMP.” (WHO, Good Manufacturing Practice in Pharmaceutical Production)
Compliance with GMP standards is intended to:

« assure consistency between and within batches of the investigational product and thus assure
the reliability of clinical trials;

* assure consistency between the investigational product and the future commercial product and
therefore the relevance of the clinical trial to the efficacy and safety of the marketed product;

* protect subjects of clinical trials from poor-quality products resulting from manufacturing
errors (omission of critical steps such as sterilization, contamination and cross-contamination,
mix-ups, incorrect labelling, etc.), or from starting materials and components of inadequate
quality; and

* document all changes in the manufacturing process.



“... [T]he principles of GMP should be applied, as appropriate, to the preparation of
[investigational] products.” (WHO, Good Manufacturing Practice in Pharmaceutical Production)
In accordance with national/local laws and regulations, GMP compliance may be a requirement.
Where not required by national/local laws and regulations, GMP standards provide important
guidance to the manufacture of quality investigational products.

What constitutes handling and storage of the investigational product(s)?

In addition to packaging, labelling, quarantine and release associated with the manufacturing
process at the production site, handling of the product by the sponsor also includes shipping,
return, and final disposition of the investigational products.

“Investigational products should be shipped in accordance with the orders given by the sponsor.
A shipment is sent to an investigator only after the following two-step release procedure: (i) the
release of the product after quality control (“technical green light”); and (ii) the

authorization to use the product, given by the sponsor (“regulatory green light”). Both releases
should be recorded. The sponsor should ensure that the shipment will be received and
acknowledged by the correct addressee as stated in the protocol. A detailed inventory of the
shipments made by the manufacturer should be maintained, and should make particular mention
of the addressee’s identification. Returned investigational products should be clearly identified
and stored in a dedicated area. Inventory records of returned medicinal products should be kept.”
(WHO, Good Manufacturing Practice in Pharmaceutical Production)

With respect to storage, “[t]he sponsor should determine, for the investigational product(s),
acceptable storage temperatures, storage conditions (e.g. protection from light), storage times,
reconstitution fluids and procedures, and devices for product infusion, if any. The sponsor should
inform all involved parties (e.g. monitors, investigators, pharmacists, storage managers) of these
determinations.” (ICH E6, Section 5.13)

“The sponsor should ensure that written procedures include instructions that the
investigator/institution should follow for the handling and storage of investigational product(s)
for the trial and documentation thereof ...” (ICH E6, Section 5.14)

At the site, the investigator is responsible for ensuring that the investigational product(s) are “...
stored as specified by the sponsor ... and in accordance with applicable regulatory requirements”
... [and] “are used only in accordance with the approved protocol.” (ICH E6, Section 4.6)

Implementation

Responsibility for implementing this principle is shared by sponsors (or contract manufacturers/
contract research organizations), investigators, and regulators.

Sponsors implement this principle directly or indirectly through contract, by developing and
characterizing the investigational product.

They make the necessary notifications/submissions to the applicable regulatory authority(ies),
identify GMP requirements, if any, that may apply to the manufacturing, handling and storage of
the investigational product, and ensure compliance with those requirements. Sponsors
manufacture the investigational product directly or have it manufactured under contract at a



manufacturing site in accordance with applicable GMP. They are responsible within GCP for the
handling, storage, distribution and final disposition of the investigational product(s).

The sponsor also develops the study protocol and investigator’s brochure, monitors protocol
compliance, and ensures that written procedures include instructions that the
investigator/institution should follow for the handling and storage of investigational products for
the trial and documentation thereof.

Investigators are responsible for familiarity with the investigator’s brochure and for conducting
the research in compliance with the protocol, including any instructions for storing and handling
investigational products. Investigators are responsible for explaining correct use (including
handling and storage) of the investigational product to the study subjects. Investigators also
ensure that any unused investigational products are returned to the sponsor after the trial is
completed.

In accordance with national/local laws and regulations, regulators may establish GMP
requirements for investigational products, review manufacturing data submitted in support of
research permits or marketing applications, and/or inspect manufacturing facilities. Because
investigational products may be imported, regulators should be familiar with the manufacturing
requirements in the country of origin and their conformance with international GMP standards.
Regulators may also inspect investigators for compliance with the study protocol, including
instructions for storing and handling investigational products.

For more information (including Roles and Responsibilities) For guidelines on Good
Manufacturing Practices and Inspection, refer to:

WHO, A Compendium of Guidelines and Related Materials, Volume

2: Good Manufacturing Practices and Inspections
(http://www.who.int/medicines/organization/qsm/activities/

qualityassurance/gmp/gmpthree inves.html)

Active Pharmaceutical Ingredients for Use in Clinical Trials (GMP for Active Pharmaceutical
Ingredients, ICH Q7A, Section XIX)

For clinical investigators, refer to:

Compliance with Protocol (ICH E6, Section 4.5) Investigational Product(s) (ICH E6, Section
4.6)

For sponsors, refer to:

Manufacturing, Packaging, Labeling, and Coding Investigational Products (ICH E6, Section
5.13)

Supplying and Handling Investigational Product(s) (ICH E6, Section 5.14)

Monitoring (ICH E6, Section 5.18) Noncompliance (ICH E6, Section 5.20)

For regulatory authorities, refer to:

WHO, A Compendium of Guidelines and Related Materials, Volume 2: Good Manufacturing
Practices and Inspections (http://www.who.int/medicines/organization/qsm/activities/
qualityassurance/gmp/gmpthree inves.html)

Active Pharmaceutical Ingredients for Use in Clinical Trials (GMP for Active Pharmaceutical
Ingredients, ICH Q7A, Section XIX)

See also:

Discussion of the WHO Principles of GCP: GCP Principle 6: Protocol Compliance
Definitions for:

Comparator (Product) (ICH E6, 1.14) Compliance (in relation to trials) (ICH E6, 1.15)



Contract Research Organization (CRO) (ICH E6, 1.20) Investigational Product (ICH E6, 1.33)
Monitoring (ICH E6, 1.38)

PRINCIPLE 14: QUALITY SYSTEMS
Systems with procedures that assure the quality of every aspect of the trial should be
implemented.

Application

Principle 14 is applied through development of procedures to control, assure, and improve the
quality of data and records and the quality and effectiveness of processes and activities related to
the conduct and oversight of clinical research.

Questions and Answers

What is meant by “quality” in the context of a clinical trial?

“Quality” is a measure of the ability of a product, process, or service to satisty stated or implied
needs. A high quality product readily meets those needs.

In the context of a clinical trial, quality may apply to data (e.g. data are accurate and reliable) or
processes (e.g. compliance with the study protocol and GCP; ensuring informed consent;
adequate data handling and record-keeping, etc.). (See WHO GCP Principles 6: Protocol
Compliance; 7: Informed Consent; 11: Records)

A common way to assure data and process quality is through the development and application of
standard operating procedures (SOPs) that define responsibilities, specify records to be
established and maintained, and specify methods and procedures to be used in carrying out
study-related activities. SOPs coupled with close personal supervision of the trial’s conduct by
the clinical investigator and careful monitoring by the sponsor help to ensure that processes are
consistently followed and activities are consistently documented. As a result, data collected using
such procedures and under such supervision should ordinarily be reliable enough for regulatory
decisionmaking.

What are “quality systems” with respect to clinical trials?

“Quality systems” for clinical trials are formalized practices (e.g. monitoring programs, auditing
programs, complaint handling systems) for periodically reviewing the adequacy of clinical trial
activities and practices, and for revising such practices as needed so that data and process quality
are maintained.

How are quality systems implemented within GCP?

Within GCP, quality systems are implemented through quality management: that is, through
coordination of activities by the sponsor, by the investigator(s) and site staff, by the IECs/IRBs
and by regulators to direct and control their operations with respect to quality. Quality
management embraces three major components: quality control; quality assurance; and quality
improvement.



What is the distinction between “quality control”, “quality assurance”, and “quality
improvement”?

“Quality control” means the steps taken during the generation of a product or service to ensure
product/service quality. For a clinical trial, “quality control” encompasses steps taken during the
clinical trial (e.g. investigator supervision, sponsor monitoring, and any ongoing review by
regulatory authorities) to ensure that the trial meets protocol and procedural requirements and is
reproducible.

“Quality assurance” refers to a systematic process to determine whether the quality control
system is working and effective. Most often, quality assurance in clinical trials is implemented
by the sponsor through independent auditing of quality control activities and, where applicable,
by regulatory authorities through inspection of quality control systems and activities. Quality
assurance audits may be performed during the course of the clinical trial and/or upon trial
completion.

“The purpose of a sponsor’s audit, which is independent of and separate from routine monitoring
or quality control functions, should be to evaluate trial conduct and compliance with the
protocol, SOPs, GCP, and the applicable regulatory requirements.” (ICH E6, Section 5.19)
“Quality improvement” refers to a systematic process for taking the knowledge gained through
quality assurance audits and activities and using this knowledge to make changes in systems and
activities in order to increase the ability to fulfill quality requirements then and for the future.

What is study monitoring?

Monitoring is “[t]he act of overseeing the progress of a clinical trial, and of ensuring that it is
conducted, recorded, and reported in accordance with the protocol, standard operating
procedures (SOPs), GCP, and the applicable regulatory requirement(s).” (ICH E6, 1.38; see also
ICH E6 Section 5.18, generally, for detailed guidance on study monitoring.)

What is the difference between monitoring, auditing, and inspecting?

Monitoring is a quality control activity conducted by the sponsor or a representative of the
sponsor to ensure that the research is conducted in accordance with the study protocol, GCP, and
applicable regulatory requirements and that research data are accurate, complete, and verifiable
from source documents. Monitors generally compare source documents with case report forms
and seek to resolve any discrepancies. Monitors also try to verify that activities related to
protecting the rights and welfare of study subjects (e.g. prior approval of the IEC/IRB, obtaining
legally effective informed consent from all study subjects) were appropriately carried out.
Auditing is an independent quality assurance activity used by the sponsor to evaluate the
effectiveness of a monitoring program and/ or specific monitoring activities. Auditing is
distinguished from monitoring by the fact that monitoring is carried out while the study is in
progress (see discussion of “Quality control” above) whereas auditing can occur anytime during
or after the study.

An inspection is “[t]he act by a regulatory authority(ies) of conducting an official review of
documents, facilities, records, and any other resources that are deemed by the authority(ies) to be
related to the clinical trial and that may be located at the site of the trial, at the sponsor’s and/or
contract research organization’s (CRO’s) facilities or at other establishments deemed appropriate
by the regulatory authority(ies).” (ICH E6, 1.29) The purpose of such inspection is to determine



whether research was conducted in compliance with national/local laws and regulations for the
conduct of research and the protection of human subjects.

Implementation

All of the parties who conduct and oversee clinical trials (sponsors, investigators, IECs/IRBs,
and regulatory authorities) should adopt and implement quality systems for the processes and
activities for which they are responsible.

Sponsors secure the services of monitors to ensure compliance of the clinical investigators and
verify that the study was carried out according to the approved study protocol. Sponsors also
audit the monitors’ performance and other quality control activities and systems to ensure each
system’s performance.

Monitors review study records at the sites, report their findings to the sponsor, and prepare
written reports that document each site visit or trial-related communication.

Investigators supervise to ensure that study staff follow established procedures for the conduct of
the study, e.g. obtaining IEC/IRB approval of the study, obtaining informed consent from
subjects, establishing and maintaining subjects’ case histories, transcribing data from subjects’
medical files to the CRFs, reporting adverse events and other unanticipated problems, etc.
IECs/IRBs develop and adopt SOPs for reviewing studies and informing the clinical investigator
of any required modifications to the study protocol, and for assuring that such modifications are
in place before the study proceeds. In accordance with national/local laws and regulations,
IECs/IRBs may develop SOPs to allow IEC/IRB members or a third party to observe the consent
process to verify that subjects are being provided the opportunity to ask questions about the
study and that subjects receive a copy of the informed consent document. IECs/IRBs implement
systems to assure that continuing review of the study takes place at intervals appropriate to the
degree of risk, and that investigators are notified so that they may provide the necessary
documentation to the IEC/IRB in advance of the deadline.

In accordance with applicable laws/regulations, regulators may inspect all parties that conduct or
oversee research and verify the information submitted to the regulatory authority. Regulators
may ask for sponsors’ monitoring plans as a condition of allowing a study to proceed. Regulatory
authorities also optimally develop SOPs and quality systems for internal regulatory activities,
including policies and procedures for reviewing product applications and for the conduct of GCP
inspections.

For more information (including Roles and Responsibilities)

For sponsors, refer to:

Quality Assurance and Quality Control (ICH E6, Section 5.1)

Trial Management, Data Handing, Recordkeeping, and Independent Data Monitoring Committee
(ICH E6, Section 5.5)

Monitoring (ICH E6, Section 5.18) Audit (ICH E6, Section 5.19) Noncompliance (ICH E6,
Section 5.20)

Monitoring Arrangements (Clinical investigation of medical devices for human subjects, Part 2:
Clinical investigation plans, International Standards Organization (ISO), 14155-2, 4.34)

For monitors, refer to:

Monitoring (ICH E6, Section 5.18)



For clinical investigators, refer to:
Investigator’s Qualifications and Agreements (ICH E6, Section 4.1)

For IECs/IRBs, refer to:

Composition, Functions, and Operations (ICH E6, Section 3.2) Procedures (ICH E6, Section 3.3)
WHO Surveying and Evaluating Ethical Review Practices: A complementary guideline to the
Operational Guidelines for Ethics Committees that Review Biomedical Research

For regulatory authorities, refer to: Noncompliance (ICH E6, Section 5.20)

GCP Compliance Monitoring Programs by Regulatory Authorities (Chapter 7, Good Clinical
Practices: Document of the Americas, PAHO)

A Guide to Clinical Investigator Inspections (Annex 4, Good Clinical Practices: Document of the
Americas, PAHO)

Optional Guideline for Good Clinical Practice Compliance and Quality Systems Auditing
(European Network of GCP Auditors and other GCP Experts [ENGAGE], European Forum for
Good Clinical Practice, August 1997)

See also:

Discussion of the WHO Principles of GCP GCP Principle 2: Protocol

GCP Principle 6: Protocol Compliance GCP Principle 11: Records

Definitions for: Audit (ICH E6, 1.6)

Audit certificate (ICH E6, 1.7) Audit report (ICH E6, 1.8) Audit trail (ICH E6, 1.9)
Compliance (in relation to trials) (ICH E6, 1.15) Direct Access (ICH E6, 1.21)

Monitoring (ICH E6, 1.38) Monitoring Report (ICH E6, 1.39)

Quality Assurance (QA) (ICH E6, 1.46) Quality Control (QC) (ICH E6, 1.47)

Standard Operating Procedures (SOPs) (ICH E6, 1.55)
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EXHIBIT D

GOOD MANUFACTURING PRACTICES

BIOLOGICS

GMP Guidelines for products under US FDA 21 CFR 1271 Part 600

*NOTE: The authority for Optimal regulation Prospera. The following Exhibit contains FDA
Standards and is meant for guidance purposes in establishing c/t GMP facilities and adhering to
c/tGMP best practices established by the US FDA. In no way is the US FDA considered an
authority for activities occurring in Prospera. All pertinent registrations and notifications should
take place with the proper regulatory authorities within Prospera.

Sec. 600.3 Definitions.

As used in this subchapter:

(a) Act means the Public Health Service Act (58 Stat. 682), approved July 1, 1944.

(b) Secretary means the Technical Secretary of Prospera and any other officer or employee of
Préspera to whom the authority involved has been delegated.

(c)

(d) Center for Biologics Evaluation and Research means Prospera Authority.

(e) State means within the Prdospera territory.

€y

(g) Products includes biological products and trivalent organic arsenicals.

(h) Biological product means a virus, therapeutic serum, toxin, antitoxin, vaccine, blood, blood
component or derivative, allergenic product, protein, or analogous product, or arsphenamine or
derivative of arsphenamine (or any other trivalent organic arsenic compound), applicable to the
prevention, treatment, or cure of a disease or condition of human beings.

(1) A virus is interpreted to be a product containing the minute living cause of an infectious
disease and includes but is not limited to filterable viruses, bacteria, rickettsia, fungi, and
protozoa.

(2) A therapeutic serum is a product obtained from blood by removing the clot or clot
components and the blood cells.

(3) A toxin is a product containing a soluble substance poisonous to laboratory animals or to man
in doses of 1 milliliter or less (or equivalent in weight) of the product, and having the property,
following the injection of non-fatal doses into an animal, of causing to be produced therein
another soluble substance which specifically neutralizes the poisonous substance and which is
demonstrable in the serum of the animal thus immunized.

(4) An antitoxin is a product containing the soluble substance in serum or other body fluid of an
immunized animal which specifically neutralizes the toxin against which the animal is immune.
(5) A product is analogous:

(1) To a virus if prepared from or with a virus or agent actually or potentially infectious, without
regard to the degree of virulence or toxicogenicity of the specific strain used.

(i1) To a therapeutic serum, if composed of whole blood or plasma or containing some organic
constituent or product other than a hormone or an amino acid, derived from whole blood, plasma,
or serum.

(ii1) To a toxin or antitoxin, if intended, irrespective of its source of origin, to be applicable to the
prevention, treatment, or cure of disease or injuries of man through a specific immune process.



(6) A protein is any alpha amino acid polymer with a specific, defined sequence that is greater
than 40 amino acids in size. When two or more amino acid chains in an amino acid polymer are
associated with each other in a manner that occurs in nature, the size of the amino acid polymer
for purposes of this paragraph (h)(6) will be based on the total number of amino acids in those
chains, and will not be limited to the number of amino acids in a contiguous sequence.

(1) Trivalent organic arsenicals means arsphenamine and its derivatives (or any other trivalent
organic arsenic compound) applicable to the prevention, treatment, or cure of diseases or injuries
of man.

(j) A product is deemed applicable to the prevention, treatment, or cure of diseases or injuries of
man irrespective of the mode of administration or application recommended, including use when
intended through administration or application to a person as an aid in diagnosis, or in evaluating
the degree of susceptibility or immunity possessed by a person, and including also any other use
for purposes of diagnosis if the diagnostic substance so used is prepared from or with the aid of a
biological product.

(k) Proper name, as applied to a product, means the name designated in the license for use upon
each package of the product.

(1) Dating period means the period beyond which the product cannot be expected beyond
reasonable doubt to yield its specific results.

(m) Expiration date means the calendar month and year, and where applicable, the day and hour,
that the dating period ends.

(n) The word standards means specifications and procedures applicable to an establishment or to
the manufacture or release of products, which are prescribed in this subchapter or established in
the biologics license application designed to insure the continued safety, purity, and potency of
such products.

(o) The word continued as applied to the safety, purity and potency of products is interpreted to
apply to the dating period.

(p) The word safety means the relative freedom from harmful effect to persons affected, directly
or indirectly, by a product when prudently administered, taking into consideration the character
of the product in relation to the condition of the recipient at the time.

(q) The word sterility is interpreted to mean freedom from viable contaminating microorganisms,
as determined by the tests conducted under § 610.12 of this chapter.

(r) Purity means relative freedom from extraneous matter in the finished product, whether or not
harmful to the recipient or deleterious to the product. Purity includes but is not limited to relative
freedom from residual moisture or other volatile substances and pyrogenic substances.

(s) The word potency is interpreted to mean the specific ability or capacity of the product, as
indicated by appropriate laboratory tests or by adequately controlled clinical data obtained
through the administration of the product in the manner intended, to effect a given result.

(t) Manufacturer means any legal person or entity engaged in the manufacture of a product
subject to license under the act; "Manufacturer" also includes any legal person or entity who is
an applicant for a license where the applicant assumes responsibility for compliance with the
applicable product and establishment standards.

(u) Manufacture means all steps in propagation or manufacture and preparation of products and
includes but is not limited to filling, testing, labeling, packaging, and storage by the
manufacturer.



(v) Location includes all buildings, appurtenances, equipment and animals used, and personnel
engaged by a manufacturer within a particular area designated by an address adequate for
identification.

(w) Establishment has the same meaning as "facility" in section 351 of the Public Health Service
Act and includes all locations.

(x) Lot means that quantity of uniform material identified by the manufacturer as having been
thoroughly mixed in a single vessel.

(y) A filling refers to a group of final containers identical in all respects, which have been filled
with the same product from the same bulk lot without any change that will affect the integrity of
the filling assembly.

(z) Process refers to a manufacturing step that is performed on the product itself which may
affect its safety, purity or potency, in contrast to such manufacturing steps which do not affect
intrinsically the safety, purity or potency of the product.

(aa) Selling agent or distributor means any person engaged in the unrestricted distribution, other
than by sale at retail, of products subject to license.

(bb) Container (referred to also as "final container") is the immediate unit, bottle, vial, ampule,
tube, or other receptacle containing the product as distributed for sale, barter, or exchange.

(cc) Package means the immediate carton, receptacle, or wrapper, including all labeling matter
therein and thereon, and the contents of the one or more enclosed containers. If no package, as
defined in the preceding sentence, is used, the container shall be deemed to be the package.

(dd) Label means any written, printed, or graphic matter on the container or package or any such
matter clearly visible through the immediate carton, receptacle, or wrapper.

(ee) Radioactive biological product means a biological product which is labeled with a
radionuclide or intended solely to be labeled with a radionuclide.

(ff) Amendment is the submission of information to a pending license application or supplement,
to revise or modify the application as originally submitted.

(gg) Supplement is a request to approve a change in an approved license application.

(hh) Distributed means the biological product has left the control of the licensed manufacturer.
(i1) Control means having responsibility for maintaining the continued safety, purity, and potency
of the product and for compliance with applicable product and establishment standards, and for
compliance with current good manufacturing practices.

(jj) Assess the effects of the change , as used in § 601.12 of this chapter, means to evaluate the
effects of a manufacturing change on the identity, strength, quality, purity, and potency of a
product as these factors may relate to the safety or effectiveness of the product.

(kk) Specification , as used in § 601.12 of this chapter, means the quality standard (i.e., tests,
analytical procedures, and acceptance criteria) provided in an approved application to confirm
the quality of products, intermediates, raw materials, reagents, components, in-process materials,
container closure systems, and other materials used in the production of a product. For the
purpose of this definition, acceptance criteria means numerical limits, ranges, or other criteria for
the tests described.

(1) Complete response letter means a written communication to an applicant from Prospera
usually describing all of the deficiencies that the agency has identified in a biologics license
application or supplement that must be satisfactorily addressed before it can be approved.

(mm) Resubmission means a submission by the biologics license applicant or supplement
applicant of all materials needed to fully address all deficiencies identified in the complete
response letter. A biologics license application or supplement for which Prospera issued a



complete response letter, but which was withdrawn before approval and later submitted again, is
not a resubmission.

TITLE 21--FOOD AND DRUGS
CHAPTER 1
SUBCHAPTER F - BIOLOGICS
PART 600 BIOLOGICAL PRODUCTS: GENERAL

Subpart B - Establishment Standards

Sec. 600.10 Personnel.

(a) [Reserved]

(b) Personnel. Personnel shall have capabilities commensurate with their assigned functions, a
thorough understanding of the manufacturing operations which they perform, the necessary
training and experience relating to individual products, and adequate information concerning the
application of the pertinent provisions of this subchapter to their respective functions. Personnel
shall include such professionally trained persons as are necessary to insure the competent
performance of all manufacturing processes.

(c) Restrictions on personnel - (1) Specific duties. Persons whose presence can affect adversely
the safety and purity of a product shall be excluded from the room where the manufacture of a
product is in progress.

(2) Sterile operations. Personnel performing sterile operations shall wear clean or sterilized
protective clothing and devices to the extent necessary to protect the product from
contamination.

(3) Pathogenic viruses and spore-forming organisms. Persons working with viruses pathogenic
for man or with spore-forming microorganisms, and persons engaged in the care of animals or
animal quarters, shall be excluded from areas where other products are manufactured, or such
persons shall change outer clothing, including shoes, or wear protective covering prior to
entering such areas.

(4) Live vaccine work areas. Persons may not enter a live vaccine processing area after having
worked with other infectious agents in any other laboratory during the same working day. Only
persons actually concerned with propagation of the culture, production of the vaccine, and unit
maintenance, shall be allowed in live vaccine processing areas when active work is in progress.
Casual visitors shall be excluded from such units at all times and all others having business in
such areas shall be admitted only under supervision. Street clothing, including shoes, shall be
replaced or covered by suitable laboratory clothing before entering a live vaccine processing
unit. Persons caring for animals used in the manufacture of live vaccines shall be excluded from
other animal quarters and from contact with other animals during the same working day.

Sec. 600.11 Physical establishment, equipment, animals, and care.
(a) Work areas. All rooms and work areas where products are manufactured or stored shall be
kept orderly, clean, and free of dirt, dust, vermin and objects not required for manufacturing.



Precautions shall be taken to avoid clogging and back-siphonage of drainage systems.
Precautions shall be taken to exclude extraneous infectious agents from manufacturing areas.
Work rooms shall be well lighted and ventilated. The ventilation system shall be arranged so as
to prevent the dissemination of microorganisms from one manufacturing area to another and to
avoid other conditions unfavorable to the safety of the product. Filling rooms, and other rooms
where open, sterile operations are conducted, shall be adequate to meet manufacturing needs and
such rooms shall be constructed and equipped to permit thorough cleaning and to keep air-borne
contaminants at a minimum. If such rooms are used for other purposes, they shall be cleaned and
prepared prior to use for sterile operations. Refrigerators, incubators and warm rooms shall be
maintained at temperatures within applicable ranges and shall be free of extraneous material
which might affect the safety of the product.

(b) Equipment. Apparatus for sterilizing equipment and the method of operation shall be such as
to insure the destruction of contaminating microorganisms. The effectiveness of the sterilization
procedure shall be no less than that achieved by an attained temperature of 121.5 deg.C
maintained for 20 minutes by saturated steam or by an attained temperature of 170 deg.C
maintained for 2 hours with dry heat. Processing and storage containers, filters, filling apparatus,
and other pieces of apparatus and accessory equipment, including pipes and tubing, shall be
designed and constructed to permit thorough cleaning and, where possible, inspection for
cleanliness. All surfaces that come in contact with products shall be clean and free of surface
solids, leachable contaminants, and other materials that will hasten the deterioration of the
product or otherwise render it less suitable for the intended use. For products for which sterility
is a factor, equipment shall be sterile, unless sterility of the product is assured by subsequent
procedures.

(c) Laboratory and bleeding rooms. Rooms used for the processing of products, including
bleeding rooms, shall be effectively fly-proofed and kept free of flies and vermin. Such rooms
shall be so constructed as to insure freedom from dust, smoke and other deleterious substances
and to permit thorough cleaning and disinfection. Rooms for animal injection and bleeding, and
rooms for smallpox vaccine animals, shall be disinfected and be provided with the necessary
water, electrical and other services.

(d) Animal quarters and stables. Animal quarters, stables and food storage areas shall be of
appropriate construction, fly-proofed, adequately lighted and ventilated, and maintained in a
clean, vermin-free and sanitary condition. No manure or refuse shall be stored as to permit the
breeding of flies on the premises, nor shall the establishment be located in close proximity to off-
property manure or refuse storage capable of engendering fly breeding.

(e) Restrictions on building and equipment use - (1) Work of a diagnostic nature. Laboratory
procedures of a clinical diagnostic nature involving materials that may be contaminated, shall not
be performed in space used for the manufacture of products except that manufacturing space
which is used only occasionally may be used for diagnostic work provided spore-forming
pathogenic microorganisms are not involved and provided the space is thoroughly cleaned and
disinfected before the manufacture of products is resumed.

(2) Spore-forming organisms for supplemental sterilization procedure control test. Spore-forming
organisms used as an additional control in sterilization procedures may be introduced into areas
used for the manufacture of products, only for the purposes of the test and only immediately
before use for such purposes: Provided, That (i) the organism is not pathogenic for man or
animals and does not produce pyrogens or toxins, (ii) the culture is demonstrated to be pure, (ii1)
transfer of test cultures to culture media shall be limited to the sterility test area or areas



designated for work with spore-forming organisms, (iv) each culture be labeled with the name of
the microorganism and the statement "Caution: microbial spores. See directions for storage, use
and disposition.", and (v) the container of each culture is designed to withstand handling without
breaking.

(3) Work with spore-forming microorganisms. (i) Manufacturing processes using spore-forming
microorganisms conducted in a multiproduct manufacturing site must be performed under
appropriate controls to prevent contamination of other products and areas within the site.
Prevention of spore contamination can be achieved by using a separate dedicated building or by
using process containment if manufacturing is conducted in a multiproduct manufacturing
building. All product and personnel movement between the area where the spore-forming
microorganisms are manufactured and other manufacturing areas must be conducted under
conditions that will prevent the introduction of spores into other areas of the facility.

(i1) If process containment is employed in a multiproduct manufacturing area, procedures must
be in place to demonstrate adequate removal of the spore-forming microorganism(s) from the
manufacturing area for subsequent manufacture of other products. These procedures must
provide for adequate removal or decontamination of the spore-forming microorganisms on and
within manufacturing equipment, facilities, and ancillary room items as well as the removal of
disposable or product dedicated items from the manufacturing area. Environmental monitoring
specific for the spore-forming microorganism(s) must be conducted in adjacent areas during
manufacturing operations and in the manufacturing area after completion of cleaning and
decontamination.

(4) Live vaccine processing. Live vaccine processing must be performed under appropriate
controls to prevent cross contamination of other products and other manufacturing areas within
the building. Appropriate controls must include, at a minimum:

(1)(A) Using a dedicated manufacturing area that is either in a separate building, in a separate
wing of a building, or in quarters at the blind end of a corridor and includes adequate space and
equipment for all processing steps up to, but not including, filling into final containers; and

(B) Not conducting test procedures that potentially involve the presence of microorganisms other
than the vaccine strains or the use of tissue culture cell lines other than primary cultures in space
used for processing live vaccine; or

(i1) If manufacturing is conducted in a multiproduct manufacturing building or area, using
procedural controls, and where necessary, process containment. Process containment is deemed
to be necessary unless procedural controls are sufficient to prevent cross contamination of other
products and other manufacturing areas within the building. Process containment is a system
designed to mechanically isolate equipment or an area that involves manufacturing using live
vaccine organisms. All product, equipment, and personnel movement between distinct live
vaccine processing areas and between live vaccine processing areas and other manufacturing
areas, up to, but not including, filling in final containers, must be conducted under conditions
that will prevent cross contamination of other products and manufacturing areas within the
building, including the introduction of live vaccine organisms into other areas. In addition,
written procedures and effective processes must be in place to adequately remove or
decontaminate live vaccine organisms from the manufacturing area and equipment for
subsequent manufacture of other products. Written procedures must be in place for verification
that processes to remove or decontaminate live vaccine organisms have been followed.

(5) Equipment and supplies - contamination. Equipment and supplies used in work on or
otherwise exposed to any pathogenic or potentially pathogenic agent shall be kept separated from



equipment and supplies used in the manufacture of products to the extent necessary to prevent
cross-contamination.

(f) Animals used in manufacture - (1) Care of animals used in manufacturing. Caretakers and
attendants for animals used for the manufacture of products shall be sufficient in number and
have adequate experience to insure adequate care. Animal quarters and cages shall be kept in
sanitary condition. Animals on production shall be inspected daily to observe response to
production procedures. Animals that become ill for reasons not related to production shall be
isolated from other animals and shall not be used for production until recovery is complete.
Competent veterinary care shall be provided as needed.

(2) Quarantine of animals - (i) General. No animal shall be used in processing unless kept under
competent daily inspection and preliminary quarantine for a period of at least 7 days before use,
or as otherwise provided in this subchapter. Only healthy animals free from detectable
communicable diseases shall be used. Animals must remain in overt good health throughout the
quarantine periods and particular care shall be taken during the quarantine periods to reject
animals of the equine genus which may be infected with glanders and animals which may be
infected with tuberculosis.

(i1) Quarantine of monkeys. In addition to observing the pertinent general quarantine
requirements, monkeys used as a source of tissue in the manufacture of vaccine shall be
maintained in quarantine for at least 6 weeks prior to use, except when otherwise provided in this
part. Only monkeys that have reacted negatively to tuberculin at the start of the quarantine period
and again within 2 weeks prior to use shall be used in the manufacture of vaccine. Due
precaution shall be taken to prevent cross-infection from any infected or potentially infected
monkeys on the premises. Monkeys to be used in the manufacture of a live vaccine shall be
maintained throughout the quarantine period in cages closed on all sides with solid materials
except the front which shall be screened, with no more than two monkeys housed in one cage.
Cage mates shall not be interchanged.

(3) Immunization against tetanus. Horses and other animals susceptible to tetanus, that are used
in the processing steps of the manufacture of biological products, shall be treated adequately to
maintain immunity to tetanus.

(4) Immunization and bleeding of animals used as a source of products. Toxins or other
nonviable antigens administered in the immunization of animals used in the manufacture of
products shall be sterile. Viable antigens, when so used, shall be free of contaminants, as
determined by appropriate tests prior to use. Injections shall not be made into horses within 6
inches of bleeding site. Horses shall not be bled for manufacturing purposes while showing
persistent general reaction or local reaction near the site of bleeding. Blood shall not be used if it
was drawn within 5 days of injecting the animals with viable microorganisms. Animals shall not
be bled for manufacturing purposes when they have an intercurrent disease. Blood intended for
use as a source of a biological product shall be collected in clean, sterile vessels. When the
product is intended for use by injection, such vessels shall also be pyrogen-free.

(5) [Reserved]

(6) Reporting of certain diseases. In cases of actual or suspected infection with foot and mouth
disease, glanders, tetanus, anthrax, gas gangrene, equine infectious anemia; equine
encephalomyelitis, or any of the pock diseases among animals intended for use or used in the
manufacture of products, the manufacturer shall immediately notify the Director, Center for
Biologics Evaluation and Research or the Director, Center for Drug Evaluation and Research
(see mailing addresses in § 600.2(a) or (b)).



(7) Monkeys used previously for experimental or test purposes. Monkeys that have been used
previously for experimental or test purposes with live microbiological agents shall not be used as
a source of kidney tissue for the manufacture of vaccine. Except as provided otherwise in this
subchapter, monkeys that have been used previously for other experimental or test purposes may
be used as a source of kidney tissue upon their return to a normal condition, provided all
quarantine requirements have been met.

(8) Necropsy examination of monkeys. Each monkey used in the manufacture of vaccine shall be
examined at necropsy under the direction of a qualified pathologist, physician, or veterinarian
having experience with diseases of monkeys, for evidence of ill health, particularly for (i)
evidence of tuberculosis, (ii) presence of herpes-like lesions, including eruptions or plaques on or
around the lips, in the buccal cavity or on the gums, and (iii) signs of conjunctivitis. If there are
any such signs or other significant gross pathological lesions, the tissue shall not be used in the
manufacture of vaccine.

(g) Filling procedures. Filling procedures shall be such as will not affect adversely the safety,
purity or potency of the product.

(h) Containers and closures. All final containers and closures shall be made of material that will
not hasten the deterioration of the product or otherwise render it less suitable for the intended
use. All final containers and closures shall be clean and free of surface solids, leachable
contaminants and other materials that will hasten the deterioration of the product or otherwise
render it less suitable for the intended use. After filling, sealing shall be performed in a manner
that will maintain the integrity of the product during the dating period. In addition, final
containers and closures for products intended for use by injection shall be sterile and free from
pyrogens. Except as otherwise provided in the regulations of this subchapter, final containers for
products intended for use by injection shall be colorless and sufficiently transparent to permit
visual examination of the contents under normal light. As soon as possible after filling final
containers shall be labeled as prescribed in § 610.60 et seq. of this chapter, except that final
containers may be stored without such prescribed labeling provided they are stored in a sealed
receptacle labeled both inside and outside with at least the name of the product, the lot number,
and the filling identification.

Sec. 600.12 Records.

(a) Maintenance of records. Records shall be made, concurrently with the performance, of each
step in the manufacture and distribution of products, in such a manner that at any time successive
steps in the manufacture and distribution of any lot may be traced by an inspector. Such records
shall be legible and indelible, shall identify the person immediately responsible, shall include
dates of the various steps, and be as detailed as necessary for clear understanding of each step by
one experienced in the manufacture of products.

(b) Records retention - (1) General. Records shall be retained for such interval beyond the
expiration date as is necessary for the individual product, to permit the return of any clinical
report of unfavorable reactions. The retention period shall be no less than five years after the
records of manufacture have been completed or six months after the latest expiration date for the
individual product, whichever represents a later date.

(2) Records of recall. Complete records shall be maintained pertaining to the recall from
distribution of any product upon notification by the Director of Prospera, to recall for failure to
conform with the standards prescribed in the regulations of this subchapter, because of



deterioration of the product or for any other factor by reason of which the distribution of the
product would constitute a danger to health.

(3) Suspension of requirement for retention. The Director, Prospera, may authorize the
suspension of the requirement to retain records of a specific manufacturing step upon a showing
that such records no longer have significance for the purposes for which they were made:
Provided, That a summary of such records shall be retained.

(c) Records of sterilization of equipment and supplies. Records relating to the mode of
sterilization, date, duration, temperature and other conditions relating to each sterilization of
equipment and supplies used in the processing of products shall be made by means of automatic
recording devices or by means of a system of recording which gives equivalent assurance of the
accuracy and reliability of the record. Such records shall be maintained in a manner that permits
an identification of the product with the particular manufacturing process to which the
sterilization relates.

(d) Animal necropsy records. A necropsy record shall be kept on each animal from which a
biological product has been obtained and which dies or is sacrificed while being so used.

(e) Records in case of divided manufacturing responsibility. If two or more establishments
participate in the manufacture of a product, the records of each such establishment must show
plainly the degree of its responsibility. In addition, each participating manufacturer shall furnish
to the manufacturer who prepares the product in final form for sale, barter or exchange, a copy of
all records relating to the manufacturing operations performed by such participating
manufacturer insofar as they concern the safety, purity and potency of the lots of the product
involved, and the manufacturer who prepares the product in final form shall retain a complete
record of all the manufacturing operations relating to the product.

Sec. 600.13 Retention samples.

Manufacturers shall retain for a period of at least 6 months after the expiration date, unless a
different time period is specified in additional standards, a quantity of representative material of
each lot of each product, sufficient for examination and testing for safety and potency, except
Whole Blood, Cryoprecipitated AHF, Platelets, Red Blood Cells, Plasma, and Source Plasma and
Allergenic Products prepared to a physician's prescription. Samples so retained shall be selected
at random from either final container material, or from bulk and final containers, provided they
include at least one final container as a final package, or package-equivalent of such filling of
each lot of the product as intended for distribution. Such sample material shall be stored at
temperatures and under conditions which will maintain the identity and integrity of the product.
Samples retained as required in this section shall be in addition to samples of specific products
required to be submitted to the Prospera. Exceptions may be authorized by the Director,
Préspera, when the lot yields relatively few final containers and when such lots are prepared by
the same method in large number and in close succession.

Sec. 600.14 Reporting of biological product deviations by licensed manufacturers.

(a) Who must report under this section? (1) You, the manufacturer who holds the biological
product license and who had control over the product when the deviation occurred, must report
under this section. If you arrange for another person to perform a manufacturing, holding, or
distribution step, while the product is in your control, that step is performed under your control.



You must establish, maintain, and follow a procedure for receiving information from that person
on all deviations, complaints, and adverse events concerning the affected product.

(2) Exceptions:

(1) Persons who manufacture only in vitro diagnostic products that are not subject to licensing
under section 351 of the Public Health Service Act do not report biological product deviations
for those products under this section but must report in accordance with part 803 of this chapter;
(i1) Persons who manufacture blood and blood components, including licensed manufacturers,
unlicensed registered blood establishments, and transfusion services, do not report biological
product deviations for those products under this section but must report under § 606.171 of this
chapter;

(ii1) Persons who manufacture Source Plasma or any other blood component and use that Source
Plasma or any other blood component in the further manufacture of another licensed biological
product must report:

(A) Under § 606.171 of this chapter, if a biological product deviation occurs during the
manufacture of that Source Plasma or any other blood component; or

(B) Under this section, if a biological product deviation occurs after the manufacture of that
Source Plasma or any other blood component, and during manufacture of the licensed biological
product.

(b) What do I report under this section? You must report any event, and information relevant to
the event, associated with the manufacturing, to include testing, processing, packing, labeling, or
storage, or with the holding or distribution, of a licensed biological product, if that event meets
all the following criteria:

(1) Either:

(i) Represents a deviation from current good manufacturing practice, applicable regulations,
applicable standards, or established specifications that may affect the safety, purity, or potency of
that product; or

(i1) Represents an unexpected or unforeseeable event that may affect the safety, purity, or
potency of that product; and

(2) Occurs in your facility or another facility under contract with you; and

(3) Involves a distributed biological product.

(c) When do I report under this section? You should report a biological product deviation as soon
as possible but you must report at a date not to exceed 45-calendar days from the date you, your
agent, or another person who performs a manufacturing, holding, or distribution step under your
control, acquire information reasonably suggesting that a reportable event has occurred.

(d) How do I report under this section: Contact Prospera.

(e) Where do I report under this section? (1) For biological products regulated by the Center for
Biologics Evaluation and Research (CBER), email Préspera.

(f) How does this regulation affect other regulations? This part supplements and does not
supersede other provisions of the regulations in this chapter. All biological product deviations,
whether or not they are required to be reported under this section, should be investigated in
accordance with the applicable provisions of parts 211 and 820 of this chapter.

Sec. 600.15 Temperatures during shipment.
The following products shall be maintained during shipment at the specified temperatures:
(a) Products.



Product Temperature

Cryoprecipitated AHFa??18 deg.C or colder.

Measles and Rubella Virus Vaccine Live 10 deg.C or colder.

Measles Live and Smallpox Vaccine Do.

Measles, Mumps, and Rubella Virus Vaccine Live Do.

Measles and Mumps Virus Vaccine Live Do.

Measles Virus Vaccine Live Do.

Mumps Virus Vaccine Live  Do.

Fresh Frozen Plasma 47?18 deg.C or colder.

Liquid Plasma 1 to 10 deg.C.

Plasmaa??18 deg.C or colder.

Platelet Rich Plasma Between 1 and 10 deg.C if the label indicates storage between 1 and 6
deg.C, or all reasonable methods to maintain the temperature as close as possible to a range
between 20 and 24 deg.C, if the label indicates storage between 20 and 24 deg.C.

Platelets Between 1 and 10 deg.C if the label indicates storage between 1 and 6 deg.C, or
all reasonable methods to maintain the temperature as close as possible to a range between 20 to
24 deg.C, if the label indicates storage between 20 and 24 deg.C.

Poliovirus Vaccine Live Oral Trivalent 0 deg.C or colder.

Poliovirus Vaccine Live Oral Type I Do.

Poliovirus Vaccine Live Oral Type II Do.

Poliovirus Vaccine Live Oral Type III Do.

Red Blood Cells (liquid product) Between 1 and 10 deg.C.

Red Blood Cells Frozen a??765 deg.C or colder.

Rubella and Mumps Virus Vaccine Live 10 deg.C or colder.

Rubella Virus Vaccine Live Do.

Smallpox Vaccine (Liquid Product) 0 deg.C or colder.

Source Plasmaa??5 deg.C or colder.

Source Plasma Liquid 10 deg.C or colder.

Whole Blood Blood that is transported from the collecting facility to the processing facility
shall be transported in an environment capable of continuously cooling the blood toward a
temperature range of 1 to 10 deg.C, or at a temperature as close as possible to 20 to 24 deg.C for
a period not to exceed 6 hours. Blood transported from the storage facility shall be placed in an
appropriate environment to maintain a temperature range between 1 to 10 deg.C during
shipment.

Yellow Fever Vaccine 0 deg.C or colder.

(b) Exemptions. Exemptions or modifications shall be made only upon written approval, in the
form of a supplement to the biologics license application, approved by the Director, Prospera.

TITLE 21 SUBCHAPTER F - BIOLOGICS
PART 600 BIOLOGICAL PRODUCTS: GENERAL

Subpart C - Establishment Inspection
Sec. 600.20 Inspectors.



Inspections shall be made by an officer of Prdéspera having special knowledge of the methods
used in the manufacture and control of products and designated for such purposes.

Sec. 600.21 Time of inspection.

The inspection of an establishment for which a biologics license application is pending need not
be made until the establishment is in operation and is manufacturing the complete product for
which a biologics license is desired.

PART 600 BIOLOGICAL PRODUCTS: GENERAL

Subpart D - Reporting of Adverse Experiences

Sec. 600.80 Post-marketing reporting of adverse experiences.

(a) Definitions. The following definitions of terms apply to this section:

Adverse experience. Any adverse event associated with the use of a biological product in
humans, whether or not considered product related, including the following: An adverse event
occurring in the course of the use of a biological product in professional practice; an adverse
event occurring from overdose of the product whether accidental or intentional; an adverse event
occurring from abuse of the product; an adverse event occurring from withdrawal of the product;
and any failure of expected pharmacological action.

Blood Component. As defined in § 606.3(c) of this chapter.

Disability. A substantial disruption of a person's ability to conduct normal life functions.
Individual case safety report (ICSR). A description of an adverse experience related to an
individual patient or subject.

ICSR attachments. Documents related to the adverse experience described in an ICSR, such as
medical records, hospital discharge summaries, or other documentation.

Life-threatening adverse experience. Any adverse experience that places the patient, in the view
of the initial reporter, at immediate risk of death from the adverse experience as it occurred, i.e.,
it does not include an adverse experience that, had it occurred in a more severe form, might have
caused death.

Serious adverse experience. Any adverse experience occurring at any dose that results in any of
the following outcomes: Death, a life-threatening adverse experience, inpatient hospitalization or
prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a
congenital anomaly/birth defect. Important medical events that may not result in death, be life-
threatening, or require hospitalization may be considered a serious adverse experience when,
based upon appropriate medical judgment, they may jeopardize the patient or subject and may
require medical or surgical intervention to prevent one of the outcomes listed in this definition.
Examples of such medical events include allergic bronchospasm requiring intensive treatment in
an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient
hospitalization, or the development of drug dependency or drug abuse.

Unexpected adverse experience : Any adverse experience that is not listed in the current labeling
for the biological product. This includes events that may be symptomatically and



pathophysiologically related to an event listed in the labeling, but differ from the event because
of greater severity or specificity. For example, under this definition, hepatic necrosis would be
unexpected (by virtue of greater severity) if the labeling only referred to elevated hepatic
enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be
unexpected (by virtue of greater specificity) if the labeling only listed cerebral vascular
accidents. "Unexpected," as used in this definition, refers to an adverse experience that has not
been previously observed (i.e., included in the labeling) rather than from the perspective of such
experience not being anticipated from the pharmacological properties of the pharmaceutical
product.

(b) Review of adverse experiences. Any person having a biologics license under § 601.20 of this
chapter must promptly review all adverse experience information pertaining to its product
obtained or otherwise received by the applicant from any source, foreign or domestic, including
information derived from commercial marketing experience, postmarketing clinical
investigations, postmarketing epidemiological/surveillance studies, reports in the scientific
literature, and unpublished scientific papers. Applicants are not required to resubmit to Prospera
adverse product experience reports forwarded to the applicant by Prospera; applicants, however,
must submit all follow up information on such reports to Prospera. Any person subject to the
reporting requirements under paragraph (c) of this section must also develop written procedures
for the surveillance, receipt, evaluation, and reporting of post-marketing adverse experiences to
FDA.

(c) Reporting requirements. The applicant must submit to FDA post-marketing 15-day Alert
reports and periodic safety reports pertaining to its biological product as described in this section.
These reports must be submitted to the Agency in electronic format as described in paragraph
(h)(1) of this section, except as provided in paragraph (h)(2) of this section.

(1)(1) Post-marketing 15-day "Alert reports". The applicant must report each adverse experience
that is both serious and unexpected, whether foreign or domestic, as soon as possible but no later
than 15 calendar days from initial receipt of the information by the applicant.

(i1) Post-marketing 15-day "Alert reports" — follow up. The applicant must promptly investigate
all adverse experiences that are the subject of these post-marketing 15-day Alert reports and must
submit follow up reports within 15 calendar days of receipt of new information or as requested
by FDA. If additional information is not obtainable, records should be maintained of the
unsuccessful steps taken to seek additional information.

(i11) Submission of reports. The requirements of paragraphs (c¢)(1)(i) and (c)(1)(i1) of this section,
concerning the submission of post-marketing 15-day Alert reports, also apply to any person
whose name appears on the label of a licensed biological product as a manufacturer, packer,
distributor, shared manufacturer, joint manufacturer, or any other participant involved in divided
manufacturing. To avoid unnecessary duplication in the submission to FDA of reports required
by paragraphs (c)(1)(i) and (c)(1)(ii) of this section, obligations of persons other than the
applicant of the final biological product may be met by submission of all reports of serious
adverse experiences to the applicant of the final product. If a person elects to submit adverse
experience reports to the applicant rather than to Prospera, the person must submit, by any
appropriate means, each report to the applicant within 5 calendar days of initial receipt of the
information by the person, and the applicant must then comply with the requirements of this
section. Under this circumstance, a person who elects to submit reports to the applicant of the
final product shall maintain a record of this action which must include:



(A) A copy of all adverse biological product experience reports submitted to the applicant of the
final product;

(B) The date the report was received by the person;

(C) The date the report was submitted to the applicant of the final product; and -

(D) The name and address of the applicant of the final product.

(2) Periodic adverse experience reports. (i) The applicant must report each adverse experience
not reported under paragraph (c)(1)(1) of this section at quarterly intervals, for 3 years from the
date of issuance of the biologics license, and then at annual intervals. The applicant must submit
each quarterly report within 30 days of the close of the quarter (the first quarter beginning on the
date of issuance of the biologics license) and each annual report within 60 days of the
anniversary date of the issuance of the biologics license. Upon written notice, Prospera may
extend or reestablish the requirement that an applicant submit quarterly reports, or require that
the applicant submit reports under this section at different times than those stated. Follow-up
information to adverse experiences submitted in a periodic report may be submitted in the next
periodic report.

(i1) Each periodic report is required to contain:

(A) Descriptive information. (1 ) A narrative summary and analysis of the information in the
report;

(2 ) An analysis of the 15-day Alert reports submitted during the reporting interval (all 15-day
Alert reports being appropriately referenced by the applicant's patient identification code for
nonvaccine biological product reports or by the unique case identification number for vaccine
reports, adverse reaction term(s), and date of submission to Préspera);

(3 ) A history of actions taken since the last report because of adverse experiences (for example,
labeling changes or studies initiated);

(4 ) An index consisting of a line listing of the applicant's patient identification code for
nonvaccine biological product reports or by the unique case identification number for vaccine
reports and adverse reaction term(s) for ICSRs submitted under paragraph (c)(2)(i1)(B) of this
section; and

(B) ICSRs for serious, expected and, nonserious adverse experiences. An ICSR for each adverse
experience not reported under paragraph (c)(1)(i) of this section (all serious, expected and
nonserious adverse experiences). All such ICSRs must be submitted to Prospera (either
individually or in one or more batches) within the timeframe specified in paragraph (c)(2)(i) of
this section. ICSRs must only be submitted to Prospera once.

(ii1) Periodic reporting, except for information regarding 15-day Alert reports, does not apply to
adverse experience information obtained from postmarketing studies (whether or not conducted
under an investigational new drug application), from reports in the scientific literature, and from
foreign marketing experience.

(d) Scientific literature. A 15-day Alert report based on information in the scientific literature
must be accompanied by a copy of the published article. The 15-day Alert reporting requirements
in paragraph (c)(1)(i) of this section (i.e., serious, unexpected adverse experiences) apply only to
reports found in scientific and medical journals either as case reports or as the result of a formal
clinical trial.

(e) Postmarketing studies. Applicants are not required to submit a 15-day Alert report under
paragraph (c) of this section for an adverse experience obtained from a postmarketing clinical
study (whether or not conducted under a biological investigational new drug application) unless



the applicant concludes that there is a reasonable possibility that the product caused the adverse
experience.

(f) Information reported on ICSRs for nonvaccine biological products. ICSRs for nonvaccine
biological products include the following information:

(1) Patient information.

(1) Patient identification code;

(i1) Patient age at the time of adverse experience, or date of birth;

(ii1) Patient gender; and

(iv) Patient weight.

(2) Adverse experience.

(1) Outcome attributed to adverse experience;

(i1) Date of adverse experience;

(ii1) Date of report;

(iv) Description of adverse experience (including a concise medical narrative);

(v) Adverse experience term(s);

(vi) Description of relevant tests, including dates and laboratory data; and

(vii) Other relevant patient history, including preexisting medical conditions.

(3) Suspect medical product(s).

(1) Name;

(i1) Dose, frequency, and route of administration used;

(ii1) Therapy dates;

(iv) Diagnosis for use (indication);

(v) Whether the product is a combination product as defined in § 3.2(e) of this chapter;
(vi) Whether the product is a prescription or nonprescription product;

(vil) Whether adverse experience abated after product use stopped or dose reduced;
(viii) Whether adverse experience reappeared after reintroduction of the product;

(ix) Lot number;

(x) Expiration date;

(xi) National Drug Code (NDC) number, or other unique identifier; and

(xii) Concomitant medical products and therapy dates.

(4) Initial reporter information.

(i) Name, address, and telephone number;

(i1)) Whether the initial reporter is a health care professional; and

(ii1) Occupation, if a health care professional.

(5) Applicant information.

(1) Applicant name and contact office address;

(i1) Telephone number;

(ii1) Report source, such as spontaneous, literature, or study;

(iv) Date the report was received by applicant;

(v) Application number and type;

(vi) Whether the ICSR is a 15-day "Alert report";

(vii) Whether the ICSR is an initial report or follow-up report; and

(viii) Unique case identification number, which must be the same in the initial report and any
subsequent follow-up report(s).

(g) Information reported on ICSRs for vaccine products. ICSRs for vaccine products include the
following information:



(1) Patient information.

(1) Patient name, address, telephone number;

(i1) Patient age at the time of vaccination, or date of birth;

(ii1) Patient gender; and

(iv) Patient birth weight for children under age 5.

(2) Adverse experience.

(1) Outcome attributed to adverse experience;

(i1) Date and time of adverse experience;

(ii1) Date of report;

(iv) Description of adverse experience (including a concise medical narrative);

(v) Adverse experience term(s);

(vi) Illness at the time of vaccination;

(vii) Description of relevant tests, including dates and laboratory data; and

(viii) Other relevant patient history, including preexisting medical conditions.

(3) Suspect medical product(s), including vaccines administered on the same date.
(1) Name;

(i1) Dose, frequency, and route or site of administration used;

(ii1) Number of previous vaccine doses;

(iv) Vaccination date(s) and time(s);

(v) Diagnosis for use (indication);

(vi) Whether the product is a combination product (as defined in § 3.2(e) of this chapter);
(vii) Whether the adverse experience abated after product use stopped or dose reduced,
(viil) Whether the adverse experience reappeared after reintroduction of the product;
(ix) Lot number;

(x) Expiration date;

(xi) National Drug Code (NDC) number, or other unique identifier; and

(xi1) Concomitant medical products and therapy dates.

(4) Vaccine(s) administered in the 4 weeks prior to the vaccination date.

(1) Name of vaccine;

(i) Manufacturer;

(i11) Lot number;

(iv) Route or site of administration;

(v) Date given; and

(vi) Number of previous doses.

(5) Initial reporter information.

(i) Name, address, and telephone number;

(i1)) Whether the initial reporter is a health care professional; and

(ii1) Occupation, if a health care professional.

(6) Facility and personnel where vaccine was administered.

(1) Name of person who administered vaccine;

(i1)) Name of responsible physician at facility where vaccine was administered; and
(ii1) Name, address (including city, county, and state), and telephone number of facility where
vaccine was administered.

(7) Applicant information.

(1) Applicant name and contact office address;

(i1) Telephone number;



(ii1) Report source, such as spontaneous, literature, or study;

(iv) Date received by applicant;

(v) Application number and type;

(vi) Whether the ICSR is a 15-day "Alert report";

(vil) Whether the ICSR is an initial report or follow-up report; and

(viii) Unique case identification number, which must be the same in the initial report and any
subsequent follow-up report(s).

(h) Electronic format for submissions. (1) Safety report submissions, including ICSRs, ICSR
attachments, and the descriptive information in periodic reports, must be in an electronic format
that Prospera can process, review, and archive. Prospera will issue guidance on how to provide
the electronic submission (e.g., method of transmission, media, file formats, preparation and
organization of files).

(2) Persons subject to the requirements of paragraph (c) of this section may request, in writing, a
temporary waiver of the requirements in paragraph (h)(1) of this section. These waivers will be
granted on a limited basis for good cause shown. Prospera will issue guidance on requesting a
waiver of the requirements in paragraph (h)(1) of this section. Requests for waivers must be
submitted in accordance with § 600.90.

(1) Multiple reports. An applicant should not include in reports under this section any adverse
experience that occurred in clinical trials if they were previously submitted as part of the
biologics license application. If a report refers to more than one biological product marketed by
an applicant, the applicant should submit the report to the biologics license application for the
product listed first in the report.

(j) Patient privacy. For nonvaccine biological products, an applicant should not include in reports
under this section the names and addresses of individual patients; instead, the applicant should
assign a unique code for identification of the patient. The applicant should include the name of
the reporter from whom the information was received as part of the initial reporter information,
even when the reporter is the patient. The names of patients, health care professionals, hospitals,
and geographical identifiers in adverse experience reports are not releasable to the public under
FDA's public information regulations in part 20 of this chapter. For vaccine adverse experience
reports, these data will become part of the CDC Privacy Act System 09-20-0136, "Epidemiologic
Studies and Surveillance of Disease Problems." Information identifying the person who received
the vaccine or that person's legal representative will not be made available to the public, but may
be available to the vaccinee or legal representative.

(k) Recordkeeping. The applicant must maintain for a period of 10 years records of all adverse
experiences known to the applicant, including raw data and any correspondence relating to the
adverse experiences.

(1) Revocation of biologics license. If an applicant fails to establish and maintain records and
make reports required under this section with respect to a licensed biological product, FDA may
revoke the biologics license for such a product in accordance with the procedures of § 601.5 of
this chapter.

(m) Exemptions. Manufacturers of the following listed products are not required to submit
adverse experience reports under this section:

(1) Whole blood or components of whole blood.

(2) In vitro diagnostic products, including assay systems for the detection of antibodies or
antigens to retroviruses. These products are subject to the reporting requirements for devices.



(n) Disclaimer. A report or information submitted by an applicant under this section (and any
release by Prospera of that report or information) does not necessarily reflect a conclusion by the
applicant or Prospera that the report or information constitutes an admission that the biological
product caused or contributed to an adverse effect. An applicant need not admit, and may deny,
that the report or information submitted under this section constitutes an admission that the
biological product caused or contributed to an adverse effect. For purposes of this provision, this
paragraph also includes any person reporting under paragraph (c)(1)(ii1) of this section.

600.81 Distribution reports.

(a) Reporting requirements. The applicant must submit to Prospera, information about the
quantity of the product distributed under the biologics license, including the quantity distributed
to distributors. The interval between distribution reports must be 6 months. Upon written notice,
Préspera may require that the applicant submit distribution reports under this section at times
other than every 6 months. The distribution report must consist of the bulk lot number (from
which the final container was filled), the fill lot numbers for the total number of dosage units of
each strength or potency distributed (e.g., fifty thousand per 10-milliliter vials), the label lot
number (if different from fill lot number), labeled date of expiration, number of doses in fill
lot/label lot, date of release of fill lot/label lot for distribution at that time. If any significant
amount of a fill lot/label lot is returned, include this information. Disclosure of financial or
pricing data is not required. As needed, Prospera may require submission of more detailed
product distribution information. Upon written notice, Prospera may require that the applicant
submit reports under this section at times other than those stated. Requests by an applicant to
submit reports at times other than those stated should be made as a request for a waiver under §
600.90.

(b)(1) Electronic format. Except as provided for in paragraph (b)(2) of this section, the
distribution reports required under paragraph (a) of this section must be submitted to Prospera in
an electronic format that it can process, review, and archive.

(2) Waivers. An applicant may request, in writing, a temporary waiver of the requirements in
paragraph (b)(1) of this section. These waivers will be granted on a limited basis for good cause
shown. Prospera will issue guidance on requesting a waiver of the requirements in paragraph
(b)(1) of this section. Requests for waivers must be submitted in accordance with § 600.90.



EXHIBIT E

Adaptations to US FDA’s

PART 1271 - HUMAN CELLS, TISSUES., AND CELLULAR AND TISSUE-BASED
PRODUCTS

*The guidelines set forth in US FDAs 21 CFR 1271 are utilized to ensure cGMP & tGMP
quality in processing, thereby providing safe HCTPs for human use.

Note: This regulation makes no notable therapeutic distinction between HCTPs classified by the
US FDA as “351” versus “361”. Exhibit E contains language regarding both the 361 & 351
designations. For ease of following the recommended GMP guidelines, 351 & 361 language
remains in place, therapeutic restrictions placed by the FDA are not applicable.

Authority: Prospera ZEDE

42 U.S.C. 216, 243, 263a, 264, 271.

Source: 66 FR 5466, Jan. 19, 2001, unless otherwise noted.

Subpart A - General Provisions

§ 1271.1 What are the purpose and scope of this part?

(a) Purpose. The purpose of this part, in conjunction with §§ 207.9(a)(5), 210.1(c), 210.2,
807.20(d), and 820.1(a) of this chapter, is to create an electronic registration and listing system
for establishments that manufacture human cells, tissues, and cellular and tissue-based products
(HCT/P's) and to establish donor-eligibility, current good tissue practice, and other procedures to
prevent the introduction, transmission, and spread of communicable diseases by HCT/P's.

(b) Scope.

(1) If you are an establishment that manufactures HCT/P's that are regulated solely under the
authority of section 361 of the Public Health Service Act (the PHS Act), this part requires you to
register and list your HCT/P's with the Food and Drug Administration's (FDA's) Center for
Biologics Evaluation and Research and to comply with the other requirements contained in this
part, whether or not the HCT/P enters into interstate commerce. Those HCT/P's that are regulated
solely under the authority of section 361 of the PHS Act are described in § 1271.10.

(2) If you are an establishment that manufactures HCT/P's that are regulated as drugs, devices
and/or biological products under section 351 of the PHS Act and/or the Federal Food, Drug, and
Cosmetic Act, §§ 207.9(a)(5) and 807.20(d) of this chapter require you to register and list your
HCT/P's following the procedures in part 207 (if a drug and/or biological product) of this chapter
or part 807 (if a device) of this chapter. Sections 210.1(c), 210.2, 211.1(b), and 820.1(a) of this
chapter require you to comply with the donor-eligibility procedures in subpart C of this part and
the current good tissue practice procedures in subpart D of this part, in addition to all other
applicable regulations.

[66 FR 5466, Jan. 19, 2001, as amended at 69 FR 29829, May 25, 2004; 81 FR 60223, Aug. 31,
2016]

§ 1271.3 How does FDA define important terms in this part?

The following definitions apply only to this part:

(a) Autologous use means the implantation, transplantation, infusion, or transfer of human cells
or tissue back into the individual from whom the cells or tissue were recovered.




(b) Establishment means a place of business under one management, at one general physical
location, that engages in the manufacture of human cells, tissues, and cellular and tissue-based
products. “Establishment” includes:

(1) Any individual, partnership, corporation, association, or other legal entity engaged in the
manufacture of human cells, tissues, and cellular and tissue-based products; and

(2) Facilities that engage in contract manufacturing services for a manufacturer of human cells,
tissues, and cellular and tissue-based products.

(c) Homologous use means the repair, reconstruction, replacement, or supplementation of a
recipient's cells or tissues with an HCT/P that performs the same basic function or functions in
the recipient as in the donor.

(d) Human cells, tissues, or cellular or tissue-based products (HCT/Ps) means articles containing
or consisting of human cells or tissues that are intended for implantation, transplantation,
infusion, or transfer into a human recipient. Examples of HCT/Ps include, but are not limited to,
bone, ligament, skin, dura mater, heart valve, cornea, hematopoietic stem/progenitor cells
derived from peripheral and cord blood, manipulated autologous chondrocytes, epithelial cells on
a synthetic matrix, and semen or other reproductive tissue. The following articles are not
considered HCT/Ps:

(1) Vascularized human organs for transplantation;

(2) Whole blood or blood components or blood derivative products subject to listing under parts
607 and 207 of this chapter, respectively;

(3) Secreted or extracted human products, such as milk, collagen, and cell factors; except that
semen is considered an HCT/P;

(4) Minimally manipulated bone marrow for homologous use and not combined with another
article (except for water, crystalloids, or a sterilizing, preserving, or storage agent, if the addition
of the agent does not raise new clinical safety concerns with respect to the bone marrow);

(5) Ancillary products used in the manufacture of HCT/P;

(6) Cells, tissues, and organs derived from animals other than humans; and

(7) In vitro diagnostic products as defined in § 809.3(a) of this chapter.

(8) Blood vessels recovered with an organ, as defined in 42 CFR 121.2, that are intended for use
in organ transplantation and labeled “For use in organ transplantation only.”

(e) Manufacture means, but is not limited to, any or all steps in the recovery, processing, storage,
labeling, packaging, or distribution of any human cell or tissue, and the screening or testing of
the cell or tissue donor.

(f) Minimal manipulation means:

(1) For structural tissue, processing that does not alter the original relevant characteristics of the
tissue relating to the tissue's utility for reconstruction, repair, or replacement; and

(2) For cells or nonstructural tissues, processing that does not alter the relevant biological
characteristics of cells or tissues.

(g) Transfer means the placement of human reproductive cells or tissues into a human recipient.
(h) Biohazard legend appears on the label as follows and is used to mark HCT/Ps that present a
known or suspected relevant communicable disease risk.




BIOHAZARD

(1) Blood component means a product containing a part of human blood separated by physical or
mechanical means.

(j) Colloid means:

(1) A protein or polysaccharide solution, such as albumin, dextran, or hetastarch, that can be used
to increase or maintain osmotic (oncotic) pressure in the intravascular compartment; or

(2) Blood components such as plasma and platelets.

(k) Crystalloid means an isotonic salt and/or glucose solution used for electrolyte replacement or
to increase intravascular volume, such as saline solution, Ringer's lactate solution, or 5 percent
dextrose in water.

(1) Directed reproductive donor means a donor of reproductive cells or tissue (including semen,
oocytes, and embryos to which the donor contributed the spermatozoa or oocyte) to a specific
recipient, and who knows and is known by the recipient before donation. The term directed
reproductive donor does not include a sexually intimate partner under § 1271.90.

(m) Donor means a person, living or dead, who is the source of cells or tissue for an HCT/P.

(n) Donor medical history interview means a documented dialog about the donor's medical
history and relevant social behavior, including activities, behaviors, and descriptions considered
to increase the donor's relevant communicable disease risk:

(1) With the donor, if the donor is living and able to participate in the interview, or

(2) If not, with an individual or individuals able to provide the information sought in the
interview (e.g., the donor's next-of-kin, the nearest available relative, a member of the donor's
household, an individual with an affinity relationship, and/or the primary treating physician).

(o) Physical assessment of a cadaveric donor means a limited autopsy or recent antemortem or
postmortem physical examination of the donor to assess for signs of a relevant communicable
disease and for signs suggestive of any risk factor for a relevant communicable disease.

(p) Plasma dilution means a decrease in the concentration of the donor's plasma proteins and
circulating antigens or antibodies resulting from the transfusion of blood or blood components
and/or infusion of fluids.



(q) Quarantine means the storage or identification of an HCT/P, to prevent improper release, in a
physically separate area clearly identified for such use, or through use of other procedures, such
as automated designation.

(r) Relevant communicable disease agent or disease means:

(1

(1) For all human cells and tissues, a communicable disease or disease agent listed as follows:
(A) Human immunodeficiency virus, types 1 and 2;

(B) Hepatitis B virus;

(C) Hepatitis C virus;

(D) Human transmissible spongiform encephalopathy, including Creutzfeldt-Jakob disease; and
(E) Treponema pallidum.

(i1) For viable, leukocyte-rich cells and tissues, a cell-associated disease agent or disease listed as
follows:

(A) Human T-lymphotropic virus, type I; and

(B) Human T-lymphotropic virus, type II.

(ii1) For reproductive cells or tissues, a disease agent or disease of the genitourinary tract listed as
follows:

(A) Chlamydia trachomatis ; and

(B) Neisseria gonorrhea.

(2) A disease agent or disease not listed in paragraph (r)(1) of this section:

(1) For which there may be a risk of transmission by an HCT/P, either to the recipient of the
HCT/P or to those people who may handle or otherwise come in contact with it, such as medical
personnel, because the disease agent or disease:

(A) Is potentially transmissible by an HCT/P and

(B) Either of the following applies:

(1) The disease agent or disease has sufficient incidence and/or prevalence to affect the potential
donor population, or

(2) The disease agent or disease may have been released accidentally or intentionally in a manner
that could place potential donors at risk of infection;

(i1) That could be fatal or life-threatening, could result in permanent impairment of a body
function or permanent damage to body structure, or could necessitate medical or surgical
intervention to preclude permanent impairment of body function or permanent damage to a body
structure; and

(ii1) For which appropriate screening measures have been developed and/or an appropriate
screening test for donor specimens has been licensed, approved, or cleared for such use by FDA
and is available.

(s) Relevant medical records means a collection of documents that includes a current donor
medical history interview; a current report of the physical assessment of a cadaveric donor or the
physical examination of a living donor; and, if available, the following:

(1) Laboratory test results (other than results of testing for relevant communicable disease agents
required under this subpart);

(2) Medical records;

(3) Coroner and autopsy reports; and

(4) Records or other information received from any source pertaining to risk factors for relevant
communicable disease (e.g., social behavior, clinical signs and symptoms of relevant




communicable disease, and treatments related to medical conditions suggestive of risk for
relevant communicable disease).

(t) Responsible person means a person who is authorized to perform designated functions for
which he or she is trained and qualified.

(u) Urgent medical need means that no comparable HCT/P is available and the recipient is likely
to suffer death or serious morbidity without the HCT/P.

(v) Act means the Federal Food, Drug, and Cosmetic Act.

(W) PHS Act means the Public Health Service Act.

(x) FDA means the Food and Drug Administration.

(y) Adverse reaction means a noxious and unintended response to any HCT/P for which there is a
reasonable possibility that the HCT/P caused the response.

(z) Available for distribution means that the HCT/P has been determined to meet all release
criteria.

(aa) Complaint means any written, oral, or electronic communication about a distributed HCT/P
that alleges:

(1) That an HCT/P has transmitted or may have transmitted a communicable disease to the
recipient of the HCT/P; or

(2) Any other problem with an HCT/P relating to the potential for transmission of communicable
disease, such as the failure to comply with current good tissue practice.

(bb) Distribution means any conveyance or shipment (including importation and exportation) of
an HCT/P that has been determined to meet all release criteria, whether or not such conveyance
or shipment is entirely intrastate. If an entity does not take physical possession of an HCT/P, the
entity is not considered a distributor.

(cc) Establish and maintain means define, document (in writing or electronically), and
implement; then follow, review, and, as needed, revise on an ongoing basis.

(dd) HCT/P deviation means an event:

(1) That represents a deviation from applicable regulations in this part or from applicable
standards or established specifications that relate to the prevention of communicable disease
transmission or HCT/P contamination; or

(2) That is an unexpected or unforeseeable event that may relate to the transmission or potential
transmission of a communicable disease or may lead to HCT/P contamination.

(ee) Importer of record means the person, establishment, or its representative responsible for
making entry of imported goods in accordance with all laws affecting such importation.

(ff) Processing means any activity performed on an HCT/P, other than recovery, donor screening,
donor testing, storage, labeling, packaging, or distribution, such as testing for microorganisms,
preparation, sterilization, steps to inactivate or remove adventitious agents, preservation for
storage, and removal from storage.

(gg) Quality audit means a documented, independent inspection and review of an establishment's
activities related to core CGTP requirements. The purpose of a quality audit is to verify, by
examination and evaluation of objective evidence, the degree of compliance with those aspects
of the quality program under review.

(hh) Quality program means an organization's comprehensive system for manufacturing and
tracking HCT/Ps in accordance with this part. A quality program is designed to prevent, detect,
and correct deficiencies that may lead to circumstances that increase the risk of introduction,
transmission, or spread of communicable diseases.



(i1) Recovery means obtaining from a human donor cells or tissues that are intended for use in
human implantation, transplantation, infusion, or transfer.

(3j) Storage means holding HCT/Ps for future processing and/or distribution.

(kk) Validation means confirmation by examination and provision of objective evidence that
particular requirements can consistently be fulfilled. Validation of a process, or process
validation, means establishing by objective evidence that a process consistently produces a result
or HCT/P meeting its predetermined specifications.

(1) Verification means confirmation by examination and provision of objective evidence that
specified requirements have been fulfilled.

(mm) Importer means a company or individual in the United States that is the owner, consignee,
or recipient, at the time of entry, of the foreign establishment's HCT/P that is imported into the
United States.

(nn) United States agent means a person residing or maintaining a place of business in the United
States whom a foreign establishment designates as its agent. This definition excludes mailboxes,
answering machines or services, or other places where an individual acting as the foreign
establishment's agent is not physically present.

[66 FR 5466, Jan. 19, 2001, as amended at 68 FR 3826, Jan. 27, 2004; 69 FR 29829, May 25,
2004; 69 FR 68680, Nov. 24, 2004; 81 FR 60223, Aug. 31, 2016]

§ 1271.10 Are my HCT/P's regulated solely under section 361 of the PHS Act and the regulations
in this part, and if so what must [ do?

(a) An HCT/P is regulated solely under section 361 of the PHS Act and the regulations in this
part if it meets all of the following criteria:

(1) The HCT/P is minimally manipulated,

(2) The HCT/P is intended for homologous use only, as reflected by the labeling, advertising, or
other indications of the manufacturer's objective intent;

(3) The manufacture of the HCT/P does not involve the combination of the cells or tissues with
another article, except for water, crystalloids, or a sterilizing, preserving, or storage agent,
provided that the addition of water, crystalloids, or the sterilizing, preserving, or storage agent
does not raise new clinical safety concerns with respect to the HCT/P; and

(4) Either:

(1) The HCT/P does not have a systemic effect and is not dependent upon the metabolic activity
of living cells for its primary function; or

(i1) The HCT/P has a systemic effect or is dependent upon the metabolic activity of living cells
for its primary function, and:

(a) Is for autologous use;

(b) Is for allogeneic use in a first-degree or second-degree blood relative; or

(c) Is for reproductive use.

(b) If you are a domestic or foreign establishment that manufactures an HCT/P described in
paragraph (a) of this section:

(1) You must register with FDA;

(2) You must submit to FDA a list of each HCT/P manufactured; and

(3) You must comply with the other requirements contained in this part.

[66 FR 5466, Jan. 19, 2001, as amended at 69 FR 68681, Nov. 24, 2004]

§ 1271.15 Are there any exceptions from the requirements of this part?

(a) You are not required to comply with the requirements of this part if you are an establishment
that uses HCT/P's solely for nonclinical scientific or educational purposes.




(b) You are not required to comply with the requirements of this part if you are an establishment
that removes HCT/P's from an individual and implants such HCT/P's into the same individual
during the same surgical procedure.

(¢) You are not required to comply with the requirements of this part if you are a carrier who
accepts, receives, carries, or delivers HCT/P's in the usual course of business as a carrier.

(d) You are not required to comply with the requirements of this part if you are an establishment
that does not recover, screen, test, process, label, package, or distribute, but only receives or
stores HCT/P's solely for implantation, transplantation, infusion, or transfer within your facility.
(e) You are not required to comply with the requirements of this part if you are an establishment
that only recovers reproductive cells or tissue and immediately transfers them into a sexually
intimate partner of the cell or tissue donor.

() You are not required to register or list your HCT/P's independently, but you must comply with
all other applicable requirements in this part, if you are an individual under contract, agreement,
or other arrangement with a registered establishment and engaged solely in recovering cells or
tissues and sending the recovered cells or tissues to the registered establishment.

§ 1271.20 If my HCT/P's do not meet the criteria in § 1271.10, and I do not qualify for any of the
exceptions in § 1271.15, what regulations apply?

If you are an establishment that manufactures an HCT/P that does not meet the criteria set out in
§ 1271.10(a), and you do not qualify for any of the exceptions in § 1271.15, your HCT/P will be
regulated as a drug, device, and/or biological product under the act and/or section 351 of the PHS
Act, and applicable regulations in title 21, chapter I. Applicable regulations include, but are not
limited to, §§ 207.9(a)(5), 210.1(¢c), 210.2, 211.1(b), 807.20(d), and 820.1(a) of this chapter,
which require you to follow the procedures in subparts C and D of this part.

[66 FR 5466, Jan. 19, 2001, as amended at 81 FR 60223, Aug. 31, 2016]

Subpart B - Procedures for Registration and Listing

§ 1271.21 When do I register, submit an HCT/P list, and submit updates?

(a) You must register and submit a list of every HCT/P that your establishment manufactures
within 5 days after beginning operations or within 30 days of the effective date of this regulation,
whichever is later.

(b) You must update your establishment registration annually in December, except as required by
§ 1271.26. You may accomplish your annual registration in conjunction with updating your
HCTY/P list under paragraph (c) of this section.

(c)

(1) If no change described in § 1271.25(¢c) has occurred since you previously submitted an HCT/P
list, you are not required to update your listing.

(i1) If a change described in § 1271.25(c) has occurred, you must update your HCT/P listing with
the new information:

(a) At the time of the change, or

(b) Each June or December, whichever month occurs first after the change.

[69 FR 68681, Nov. 24, 2004]

§ 1271.22 How do I register and submit an HCT/P list?

(a) You must use the electronic registration and listing system at
http://www.fda.gov/cber/tissue/tisreg.htm in accordance with § 1271.25 for:

(1) Establishment registration,

(2) HCT/P listings, and

(3) Updates of registration and HCT/P listing.




(b) FDA will periodically issue guidance on recommended procedures for providing registration
and listing information in electronic format (for example, method of transmission, media, file
formats, preparation, and organization of files).

(¢) You must provide the information under paragraph (a) of this section in accordance with part
11 of this chapter, except for the requirements in § 11.10(b), (c), and (e) and the corresponding
requirements in § 11.30.

[81 FR 60223, Aug. 31, 2016]

§ 1271.23 How is a waiver from the electronic format requirements requested?

(a) You may request a waiver from the requirement in § 1271.22 that information must be
provided to FDA in electronic format. Submission of a request for waiver does not excuse timely
compliance with the registration and listing requirements. FDA will grant a waiver request if
FDA determines that the use of electronic means for submission of registration and listing
information is not reasonable for the registrant making the waiver request.

(b) Waiver requests under this section must be submitted in writing and must include the specific
reasons why electronic submission is not reasonable for the registrant and a U.S. telephone
number and mailing address where FDA can contact the registrant. Waiver requests may be sent
to the Center for Biologics Evaluation and Research (CBER), Document Control Center (see
addresses in § 600.2 of this chapter).

(c) If FDA grants the waiver request, FDA may limit its duration and will specify terms of the
waiver and provide information on how to submit establishment registration, listings, other
information, and updates, as applicable.

[81 FR 60224, Aug. 31, 2016]

§ 1271.25 What information is required for establishment registration and HCT/P listing?

(a) Your establishment registration must include:

(1) The legal name(s) of the establishment;

(2) Each physical location, including the street address, telephone number, email address, and the
postal service ZIP code of the establishment;

(3) The name, address, telephone number, email address, and title of the reporting official;

(4) A dated signature by the reporting official affirming that all information contained in the
establishment registration and HCT/P listing form is true and accurate, to the best of his or her
knowledge.

(5) Each foreign establishment must also submit the name, address, telephone number, and email
address of each importer that is known to the establishment, and the name of each person who
imports or offers for import such HCT/P to the United States for purposes of importation; and
(6) Each foreign establishment must also submit the name, address, telephone number, and email
address of its United States agent.

(1) The United States agent must reside or maintain a place of business in the United States.

(i1) Upon request from FDA, the United States agent must assist FDA in communications with
the foreign establishment, respond to questions concerning the foreign establishment's products
that are imported or offered for import into the United States, and assist FDA in scheduling
inspections of the foreign establishment. If the Agency is unable to contact the foreign
establishment directly or expeditiously, FDA may provide information or documents to the
United States agent, and such an action is equivalent to providing the same information or
documents to the foreign establishment.




(ii1) The foreign establishment or the United States agent must report changes in the United
States agent's name, address, telephone number, or email address to FDA within 30 calendar days
of the change.

(b) Your HCT/P listing must include all HCT/P's (including the established name and the
proprietary name) that you recover, process, store, label, package, distribute, or for which you
perform donor screening or testing. You must also state whether each HCT/P meets the criteria
setoutin § 1271.10.

(c) Your HCT/P listing update must include:

(1) A list of each HCT/P that you have begun recovering, processing, storing, labeling,
packaging, distributing, or for which you have begun donor screening or testing, that has not
been included in any list previously submitted. You must provide all of the information required
by § 1271.25(b) for each new HCT/P.

(2) A list of each HCT/P formerly listed in accordance with § 1271.21(a) for which you have
discontinued recovery, processing, storage, labeling, packaging, distribution, or donor screening
or testing, including for each HCT/P so listed, the identity by established name and proprietary
name, and the date of discontinuance. We request but do not require that you include the reason
for discontinuance with this information.

(3) A list of each HCT/P for which a notice of discontinuance was submitted under paragraph
(c)(2) of this section and for which you have resumed recovery, processing, storage, labeling,
packaging, distribution, or donor screening or testing, including the identity by established name
and proprietary name, the date of resumption, and any other information required by §
1271.25(b) not previously submitted.

(4) Any material change in any information previously submitted. Material changes include any
change in registration and listing information, submitted, such as whether the HCT/P meets the
criteria set out in § 1271.10.

(d) If your HCT/P is described under § 1271.20 and is regulated under a BLA, you must submit
the information required under part 207 of this chapter using the procedures under subpart E of
part 207.

[66 FR 5466, Jan. 19, 2001, as amended at 81 FR 60224, Aug. 31, 2016]

§ 1271.26 When must I amend my establishment registration?

If the ownership or location of your establishment changes, or if there is a change in the United
States agent's name, address, telephone number, or email address, you must submit an
amendment to registration within 30 calendar days of the change.

[81 FR 60224, Aug. 31, 2017]

§ 1271.27 Will FDA assign me a registration number?

(a) FDA will assign each location a permanent registration number.

(b) FDA acceptance of an establishment registration and HCT/P listing form does not constitute a
determination that an establishment is in compliance with applicable rules and regulations or that
the HCT/P is licensed or approved by FDA.

§ 1271.37 Will establishment registrations and HCT/P listings be available for inspection, and
how do I request information on registrations and listings?

(a) Any registration on Form FDA 3356 filed in paper or electronic format by each establishment
will be available for public inspection through the Center for Biologics Evaluation and Research
Human Cell and Tissue Establishment Registration—Public Query Web site by using the CBER
electronic Web-based application or by going in person to the Food and Drug Administration,
Division of Dockets Management Public Reading Room (see address in § 20.120(a) of this




chapter). The following information submitted under the HCT/P requirements is illustrative of
the type of information that will be available for public disclosure when it is compiled:

(1) A list of all HCT/P's;

(2) A list of all HCT/P's manufactured by each establishment;

(3) A list of all HCT/P's discontinued; and

(4) All data or information that has already become a matter of public record.

(b) You should direct your other requests for information regarding HCT/P establishment
registrations and HCT/P listings to the Food and Drug Administration, Center for Biologics
Evaluation and Research, Office of Communication, Outreach and Development, 10903 New
Hampshire Ave., Bldg. 71, Rm. 3103, Silver Spring, MD 20993-0002.

[80 FR 18094, Apr. 3, 2015]

Subpart C - Donor Eligibility

Source: 69 FR 29830, May 25, 2004, unless otherwise noted.

§ 1271.45 What requirements does this subpart contain?

(a) General. This subpart sets out requirements for determining donor eligibility, including donor
screening and testing. The requirements contained in this subpart are a component of current
good tissue practice (CGTP) requirements. Other CGTP requirements are set out in subpart D of
this part.

(b) Donor-eligibility determination required. A donor-eligibility determination, based on donor
screening and testing for relevant communicable disease agents and diseases, is required for all
donors of cells or tissue used in HCT/Ps, except as provided under § 1271.90. In the case of an
embryo or of cells derived from an embryo, a donor-eligibility determination is required for both
the oocyte donor and the semen donor.

(¢) Prohibition on use. An HCT/P must not be implanted, transplanted, infused, or transferred
until the donor has been determined to be eligible, except as provided under §§ 1271.60(d),
1271.65(b), and 1271.90 of this subpart.

(d) Applicability of requirements. If you are an establishment that performs any function
described in this subpart, you must comply with the requirements contained in this subpart that
are applicable to that function.

[69 FR 29830, May 25, 2004, as amended at 69 FR 68681, Nov. 24, 2004]

§ 1271.47 What procedures must I establish and maintain?

(a) General. You must establish and maintain procedures for all steps that you perform in testing,
screening, determining donor eligibility, and complying with all other requirements of this
subpart. Establish and maintain means define, document (in writing or electronically), and
implement; then follow, review, and as needed, revise on an ongoing basis. You must design
these procedures to ensure compliance with the requirements of this subpart.

(b) Review and approval. Before implementation, a responsible person must review and approve
all procedures.

(c) Availability. Procedures must be readily available to the personnel in the area where the
operations to which they relate are performed, or in a nearby area if such availability is
impractical.

(d) Departures from procedures. You must record and justify any departure from a procedure
relevant to preventing risks of communicable disease transmission at the time of its occurrence.
You must not make available for distribution any HCT/P from a donor whose eligibility is
determined under such a departure unless a responsible person has determined that the departure
does not increase the risks of communicable disease transmission through the use of the HCT/P.




(e) Standard procedures. You may adopt current standard procedures, such as those in a technical
manual prepared by another organization, provided that you have verified that the procedures are
consistent with and at least as stringent as the requirements of this part and appropriate for your
operations.

§ 1271.50 How do I determine whether a donor is eligible?

(a) Determination based on screening and testing. If you are the establishment responsible for
making the donor-eligibility determination, you must determine whether a donor is eligible based
upon the results of donor screening in accordance with § 1271.75 and donor testing in
accordance with §§ 1271.80 and 1271.85. A responsible person, as defined in § 1271.3(t), must
determine and document the eligibility of a cell or tissue donor.

(b) Eligible donor. A donor is eligible under these provisions only if:

(1) Donor screening in accordance with § 1271.75 indicates that the donor:

(1) Is free from risk factors for, and clinical evidence of, infection due to relevant communicable
disease agents and diseases; and

(i) Is free from communicable disease risks associated with xenotransplantation; and

(2) The results of donor testing for relevant communicable disease agents in accordance with §§
1271.80 and 1271.85 are negative or nonreactive, except as provided in § 1271.80(d)(1).

§ 1271.55 What records must accompany an HCT/P after the donor-eligibility determination is
complete; and what records must I retain?

(a) Accompanying records. Once a donor-eligibility determination has been made, the following
must accompany the HCT/P at all times:

(1) A distinct identification code affixed to the HCT/P container, e.g., alphanumeric, that relates
the HCT/P to the donor and to all records pertaining to the HCT/P and, except in the case of
autologous donations, directed reproductive donations, or donations made by first-degree or
second-degree blood relatives, does not include an individual's name, social security number, or
medical record number;

(2) A statement whether, based on the results of screening and testing, the donor has been
determined to be eligible or ineligible; and

(3) A summary of the records used to make the donor-eligibility determination.

(b) Summary of records. The summary of records required by paragraph (a)(3) of this section
must contain the following information:

(1) A statement that the communicable disease testing was performed by a laboratory:

(1) Certified to perform such testing on human specimens under the Clinical Laboratory
Improvement Amendments of 1988 (42 U.S.C. 263a) and 42 CFR part 493; or

(i1) That has met equivalent requirements as determined by the Centers for Medicare and
Medicaid Services in accordance with those provisions;

(2) A listing and interpretation of the results of all communicable disease tests performed;

(3) The name and address of the establishment that made the donor-eligibility determination; and
(4) In the case of an HCT/P from a donor who is ineligible based on screening and released
under paragraph (b) of § 1271.65, a statement noting the reason(s) for the determination of
ineligibility.

(c) Deletion of personal information. The accompanying records required by this section must
not contain the donor's name or other personal information that might identify the donor.

(d) Record retention requirements.

(1) You must maintain documentation of:




(1) Results and interpretation of all testing for relevant communicable disease agents in
compliance with §§ 1271.80 and 1271.85, as well as the name and address of the testing
laboratory or laboratories;

(i1) Results and interpretation of all donor screening for communicable diseases in compliance
with § 1271.75; and

(ii1) The donor-eligibility determination, including the name of the responsible person who made
the determination and the date of the determination.

(2) All records must be accurate, indelible, and legible. Information on the identity and relevant
medical records of the donor, as defined in § 1271.3(s), must be in English or, if in another
language, must be retained and translated to English and accompanied by a statement of
authenticity by the translator that specifically identifies the translated document.

(3) You must retain required records and make them available for authorized inspection by or
upon request from FDA. Records that can be readily retrieved from another location by
electronic means are considered “retained.”

(4) You must retain the records pertaining to a particular HCT/P at least 10 years after the date of
its administration, or if the date of administration is not known, then at least 10 years after the
date of the HCT/P's distribution, disposition, or expiration, whichever is latest.

[69 FR 29830, May 25, 2004, as amended at 70 FR 29952, May 25, 2005]

§ 1271.60 What quarantine and other requirements apply before the donor-eligibility
determination is complete?

(a) Quarantine. You must keep an HCT/P in quarantine, as defined in § 1271.3(q), until
completion of the donor-eligibility determination required by § 1271.50. You must quarantine
semen from anonymous donors until the retesting required under § 1271.85(d) is complete.

(b) Identification of HCT/Ps in quarantine. You must clearly identify as quarantined an HCT/P
that is in quarantine pending completion of a donor-eligibility determination. The quarantined
HCT/P must be easily distinguishable from HCT/Ps that are available for release and
distribution.

(¢) Shipping of HCT/Ps in quarantine. If you ship an HCT/P before completion of the donor-
eligibility determination, you must keep it in quarantine during shipment. The HCT/P must be
accompanied by records:

(1) Identifying the donor (e.g., by a distinct identification code affixed to the HCT/P container);
(2) Stating that the donor-eligibility determination has not been completed; and

(3) Stating that the product must not be implanted, transplanted, infused, or transferred until
completion of the donor-eligibility determination, except under the terms of paragraph (d) of this
section.

(d) Use in cases of urgent medical need.

(1) This subpart C does not prohibit the implantation, transplantation, infusion, or transfer of an
HCT/P from a donor for whom the donor-eligibility determination is not complete if there is a
documented urgent medical need for the HCT/P, as defined in § 1271.3(u).

(2) If you make an HCT/P available for use under the provisions of paragraph (d)(1) of this
section, you must prominently label it “NOT EVALUATED FOR INFECTIOUS
SUBSTANCES,” and “ WARNING: Advise patient of communicable disease risks.” The
following information must accompany the HCT/P:

(1) The results of any donor screening required under § 1271.75 that has been completed;

(i1) The results of any testing required under § 1271.80 or 1271.85 that has been completed; and




(ii1) A list of any screening or testing required under § 1271.75, 1271.80 or 1271.85 that has not
yet been completed.

(3) If you are the establishment that manufactured an HCT/P used under the provisions of
paragraph (d)(1) of this section, you must document that you notified the physician using the
HCT/P that the testing and screening were not complete.

(4) In the case of an HCT/P used for an urgent medical need under the provisions of paragraph
(d)(1) of this section, you must complete the donor-eligibility determination during or after the
use of the HCT/P, and you must inform the physician of the results of the determination.

§ 1271.65 How do I store an HCT/P from a donor determined to be ineligible, and what uses of
the HCT/P are not prohibited?

(a) Storage. If you are the establishment that stores the HCT/P, you must store or identify
HCT/Ps from donors who have been determined to be ineligible in a physically separate area
clearly identified for such use, or follow other procedures, such as automated designation, that
are adequate to prevent improper release until destruction or other disposition of the HCT/P in
accordance with paragraph (b) or (c) of this section.

(b) Limited uses of HCT/P from ineligible donor.

(1) An HCT/P from a donor who has been determined to be ineligible, based on the results of
required testing and/or screening, is not prohibited by subpart C of this part from use for
implantation, transplantation, infusion, or transfer under the following circumstances:

(1) The HCT/P is for allogeneic use in a first-degree or second-degree blood relative;

(i1) The HCT/P consists of reproductive cells or tissue from a directed reproductive donor, as
defined in § 1271.3(1); or

(ii1) There is a documented urgent medical need as defined in § 1271.3(u).

(2) You must prominently label an HCT/P made available for use under the provisions of
paragraph (b)(1) of this section with the Biohazard legend shown in § 1271.3(h) with the
statement “WARNING: Advise patient of communicable disease risks,” and, in the case of
reactive test results, “WARNING: Reactive test results for (name of disease agent or disease).”
The HCT/P must be accompanied by the records required under § 1271.55.

(3) If you are the establishment that manufactured an HCT/P used under the provisions of
paragraph (b)(1) of this section, you must document that you notified the physician using the
HCT/P of the results of testing and screening.

(¢) Nonclinical use. You may make available for nonclinical purposes an HCT/P from a donor
who has been determined to be ineligible, based on the results of required testing and/or
screening, provided that it is labeled:

(1) “For Nonclinical Use Only” and

(2) With the Biohazard legend shown in § 1271.3(h).

§ 1271.75 How do I screen a donor?

(a) All donors. Except as provided under § 1271.90, if you are the establishment that performs
donor screening, you must screen a donor of cells or tissue by reviewing the donor's relevant
medical records for:

(1) Risk factors for, and clinical evidence of, relevant communicable disease agents and diseases,
including:

(1) Human immunodeficiency virus;

(i1) Hepatitis B virus;

(ii1) Hepatitis C virus;

(iv) Human transmissible spongiform encephalopathy, including Creutzfeldt-Jakob disease;




(v) Treponema pallidum ; and

(2) Communicable disease risks associated with xenotransplantation.

(b) Donors of viable, leukocyte-rich cells or tissue. In addition to the relevant communicable
disease agents and diseases for which screening is required under paragraph (a) of this section,
and except as provided under § 1271.90, you must screen the donor of viable, leukocyte-rich
cells or tissue by reviewing the donor's relevant medical records for risk factors for and clinical
evidence of relevant cell-associated communicable disease agents and diseases, including
Human T-lymphotropic virus.

(c) Donors of reproductive cells or tissue. In addition to the relevant communicable disease
agents and diseases for which screening is required under paragraphs (a) and (b) of this section,
as applicable, and except as provided under § 1271.90, you must screen the donor of
reproductive cells or tissue by reviewing the donor's relevant medical records for risk factors for
and clinical evidence of infection due to relevant communicable diseases of the genitourinary
tract. Such screening must include screening for the communicable disease agents listed in
paragraphs (c)(1) and (c)(2) of this section. However, if the reproductive cells or tissues are
recovered by a method that ensures freedom from contamination of the cells or tissue by
infectious disease organisms that may be present in the genitourinary tract, then screening for the
communicable disease agents listed in paragraphs (c)(1) and (c)(2) of this section is not required.
Communicable disease agents of the genitourinary tract for which you must screen include:

(1) Chlamydia trachomatis ; and

(2) Neisseria gonorrhea.

(d) Ineligible donors. You must determine ineligible a donor who is identified as having either of
the following:

(1) A risk factor for or clinical evidence of any of the relevant communicable disease agents or
diseases for which screening is required under paragraphs (a)(1), (b), or (c) of this section; or

(2) Any communicable disease risk associated with xenotransplantation.

(e) Abbreviated procedure for repeat donors. If you have performed a complete donor screening
procedure on a living donor within the previous 6 months, you may use an abbreviated donor
screening procedure on repeat donations. The abbreviated procedure must determine and
document any changes in the donor's medical history since the previous donation that would
make the donor ineligible, including relevant social behavior.

[66 FR 5466, Jan. 19, 2001, as amended at 71 FR 14798, Mar. 24, 2006]

§ 1271.80 What are the general requirements for donor testing?

(a) Testing for relevant communicable diseases is required. To adequately and appropriately
reduce the risk of transmission of relevant communicable diseases, and except as provided under
§ 1271.90, if you are the establishment that performs donor testing, you must test a donor
specimen for evidence of infection due to communicable disease agents in accordance with
paragraph (c) of this section. You must test for those communicable disease agents specified in §
1271.85. In the case of a donor 1 month of age or younger, you must test a specimen from the
birth mother instead of a specimen from the donor.

(b) Timing of specimen collection. You must collect the donor specimen for testing at the time of
recovery of cells or tissue from the donor; or up to 7 days before or after recovery, except:

(1) For donors of peripheral blood stem/progenitor cells, bone marrow (if not excepted under §
1271.3(d)(4)), or oocytes, you may collect the donor specimen for testing up to 30 days before
recovery; or




(2) In the case of a repeat semen donor from whom a specimen has already been collected and
tested, and for whom retesting is required under § 1271.85(d), you are not required to collect a
donor specimen at the time of each donation.

(c) Tests. You must test using appropriate FDA-licensed, approved, or cleared donor screening
tests, in accordance with the manufacturer's instructions, to adequately and appropriately reduce
the risk of transmission of relevant communicable disease agents or diseases; however, until such
time as appropriate FDA-licensed, approved, or cleared donor screening tests for Chlamydia
trachomatis and for Neisseria gonorrhea are available, you must use FDA-licensed, approved, or
cleared tests labeled for the detection of those organisms in an asymptomatic, low-prevalence
population. You must use a test specifically labeled for cadaveric specimens instead of a more
generally labeled test when applicable and when available. Required testing under this section
must be performed by a laboratory that either is certified to perform such testing on human
specimens under the Clinical Laboratory Improvement Amendments of 1988 (42 U.S.C. 263a)
and 42 CFR part 493, or has met equivalent requirements as determined by the Centers for
Medicare and Medicaid Services.

(d) Ineligible donors. You must determine the following donors to be ineligible:

(1) A donor whose specimen tests reactive on a screening test for a communicable disease agent
in accordance with § 1271.85, except for a donor whose specimen tests reactive on a non-
treponemal screening test for syphilis and negative on a specific treponemal confirmatory test;
@)

(1) A donor in whom plasma dilution sufficient to affect the results of communicable disease
testing is suspected, unless:

(A) You test a specimen taken from the donor before transfusion or infusion and up to 7 days
before recovery of cells or tissue; or

(B) You use an appropriate algorithm designed to evaluate volumes administered in the 48 hours
before specimen collection, and the algorithm shows that plasma dilution sufficient to affect the
results of communicable disease testing has not occurred.

(i1) Clinical situations in which you must suspect plasma dilution sufficient to affect the results of
communicable disease testing include but are not limited to the following:

(A) Blood loss is known or suspected in a donor over 12 years of age, and the donor has received
a transfusion or infusion of any of the following, alone or in combination:

(1) More than 2,000 milliliters (mL) of blood (e.g., whole blood, red blood cells) or colloids
within 48 hours before death or specimen collection, whichever occurred earlier, or

(2) More than 2,000 mL of crystalloids within 1 hour before death or specimen collection,
whichever occurred earlier.

(B) Regardless of the presence or absence of blood loss, the donor is 12 years of age or younger
and has received a transfusion or infusion of any amount of any of the following, alone or in
combination:

(/) Blood (e.g., whole blood, red blood cells) or colloids within 48 hours before death or
specimen collection, whichever occurred earlier, or

(2) Crystalloids within 1 hour before death or specimen collection, whichever occurred earlier.
[69 FR 29830, May 25, 2004, as amended at 70 FR 29952, May 25, 2005]

§ 1271.85 What donor testing is required for different types of cells and tissues?

(a) All donors. To adequately and appropriately reduce the risk of transmission of relevant
communicable diseases, and except as provided under § 1271.90, you must test a specimen from




the donor of cells or tissue, whether viable or nonviable, for evidence of infection due to relevant
communicable disease agents, including:

(1) Human immunodeficiency virus, type 1;

(2) Human immunodeficiency virus, type 2;

(3) Hepatitis B virus;

(4) Hepatitis C virus; and

(5) Treponema pallidum.

(b) Donors of viable, leukocyte-rich cells or tissue. In addition to the relevant communicable
disease agents for which testing is required under paragraph (a) of this section, and except as
provided under § 1271.90,

(1) You must test a specimen from the donor of viable, leukocyte-rich cells or tissue to
adequately and appropriately reduce the risk of transmission of relevant cell-associated
communicable diseases, including:

(1) Human T-lymphotropic virus, type I; and

(i1)) Human T-lymphotropic virus, type II.

(2) You must test a specimen from the donor of viable, leukocyte-rich cells or tissue for evidence
of infection due to cytomegalovirus (CMV), to adequately and appropriately reduce the risk of
transmission. You must establish and maintain a standard operating procedure governing the
release of an HCT/P from a donor whose specimen tests reactive for CMV.

(c) Donors of reproductive cells or tissue. In addition to the communicable disease agents for
which testing is required under paragraphs (a) and (b) of this section, as applicable, and except as
provided under § 1271.90, you must test a specimen from the donor of reproductive cells or
tissue to adequately and appropriately reduce the risk of transmission of relevant communicable
disease agents of the genitourinary tract. Such testing must include testing for the communicable
disease agents listed in paragraphs (c)(1) and (c)(2) of this section. However, if the reproductive
cells or tissues are recovered by a method that ensures freedom from contamination of the cells
or tissue by infectious disease organisms that may be present in the genitourinary tract, then
testing for the communicable disease agents listed in paragraphs (c)(1) and (c)(2) of this section
is not required. Communicable disease agents of the genitourinary tract for which you must test
include:

(1) Chlamydia trachomatis ; and

(2) Neisseria gonorrhea.

(d) Retesting anonymous semen donors. Except as provided under § 1271.90 and except for
directed reproductive donors as defined in § 1271.3(1), at least 6 months after the date of
donation of semen from anonymous donors, you must collect a new specimen from the donor
and test it for evidence of infection due to the communicable disease agents for which testing is
required under paragraphs (a), (b), and (c) of this section.

(e) Dura mater. For donors of dura mater, you must perform an adequate assessment designed to
detect evidence of transmissible spongiform encephalopathy.

§ 1271.90 Are there other exceptions and what labeling requirements apply?

(a) Donor-eligibility determination not required. You are not required to make a donor-eligibility
determination under § 1271.50 or to perform donor screening or testing under §§ 1271.75,
1271.80 and 1271.85 for:

(1) Cells and tissues for autologous use; or

(2) Reproductive cells or tissue donated by a sexually intimate partner of the recipient for
reproductive use; or




(3) Cryopreserved cells or tissue for reproductive use, other than embryos, originally excepted
under paragraphs (a)(1) or (a)(2) of this section at the time of donation, that are subsequently
intended for directed donation, provided that:

(1) Additional donations are unavailable, for example, due to the infertility or health of a donor of
the cryopreserved reproductive cells or tissue; and

(i1) Appropriate measures are taken to screen and test the donor(s) before transfer to the recipient.
(4) A cryopreserved embryo, originally excepted under paragraph (a)(2) of this section at the
time of recovery or cryopreservation, that is subsequently intended for directed or anonymous
donation. When possible, appropriate measures should be taken to screen and test the semen and
oocyte donors before transfer of the embryo to the recipient.

(b) Exceptions for reproductive use. An embryo originally intended for reproductive use for a
specific individual or couple that is subsequently intended for directed or anonymous donation
for reproductive use is excepted from the prohibition on use under § 1271.45(c) even when the
applicable donor eligibility requirements under subpart C of this part are not met. Nothing in this
paragraph creates an exception for deficiencies that occurred in making the donor eligibility
determination for either the oocyte donor or the semen donor as required under § 1271.45(b), or
for deficiencies in performing donor screening or testing, as required under §§ 1271.75, 1271.80,
and 1271.85.

(¢) Required labeling. As applicable, you must prominently label an HCT/P described in
paragraphs (a) and (b) of this section as follows:

(1) “FOR AUTOLOGOUS USE ONLY,” if it is stored for autologous use.

(2) “NOT EVALUATED FOR INFECTIOUS SUBSTANCES,” unless you have performed all
otherwise applicable screening and testing under §§ 1271.75, 1271.80, and 1271.85. This
paragraph does not apply to reproductive cells or tissue labeled in accordance with paragraph
(c)(6) of this section.

(3) Unless the HCT/P is for autologous use only, “WARNING: Advise recipient of
communicable disease risks,”

(1) When the donor-eligibility determination under § 1271.50(a) is not performed or is not
completed; or

(i1) If the results of any screening or testing performed indicate:

(A) The presence of relevant communicable disease agents and/or

(B) Risk factors for or clinical evidence of relevant communicable disease agents or diseases.

(4) With the Biohazard legend shown in § 1271.3(h), if the results of any screening or testing
performed indicate:

(1) The presence of relevant communicable disease agents and/or

(i1) Risk factors for or clinical evidence of relevant communicable disease agents or diseases.

(5) “WARNING: Reactive test results for (name of disease agent or disease),” in the case of
reactive test results.

(6) “Advise recipient that screening and testing of the donor(s) were not performed at the time of
recovery or cryopreservation of the reproductive cells or tissue, but have been performed
subsequently,” for paragraphs (a)(3) or (a)(4) of this section.

[69 FR 29830, May 25, 2004, as amended at 70 FR 29952, May 25, 2005; 81 FR 40517, June 22,
2016]

Subpart D - Current Good Tissue Practice

Source: 69 FR 68681, Nov. 24, 2004, unless otherwise noted.

§ 1271.145 Prevention of the introduction, transmission, or spread of communicable diseases.




You must recover, process, store, label, package, and distribute HCT/Ps, and screen and test cell
and tissue donors, in a way that prevents the introduction, transmission, or spread of
communicable diseases.

§ 1271.150 Current good tissue practice requirements.

(a) General. This subpart D and subpart C of this part set forth current good tissue practice
(CGTP) requirements. You must follow CGTP requirements to prevent the introduction,
transmission, or spread of communicable diseases by HCT/Ps (e.g., by ensuring that the HCT/Ps
do not contain communicable disease agents, that they are not contaminated, and that they do not
become contaminated during manufacturing). Communicable diseases include, but are not
limited to, those transmitted by viruses, bacteria, fungi, parasites, and transmissible spongiform
encephalopathy agents. CGTP requirements govern the methods used in, and the facilities and
controls used for, the manufacture of HCT/Ps, including but not limited to all steps in recovery,
donor screening, donor testing, processing, storage, labeling, packaging, and distribution. The
CGTP provisions specifically governing determinations of donor eligibility, including donor
screening and testing, are set out separately in subpart C of this part.

(b) Core CGTP requirements. The following are core CGTP requirements:

(1) Requirements relating to facilities in § 1271.190(a) and (b);

(2) Requirements relating to environmental control in § 1271.195(a);

(3) Requirements relating to equipment in § 1271.200(a);

(4) Requirements relating to supplies and reagents in § 1271.210(a) and (b);

(5) Requirements relating to recovery in § 1271.215;

(6) Requirements relating to processing and process controls in § 1271.220;

(7) Requirements relating to labeling controls in § 1271.250(a) and (b);

(8) Requirements relating to storage in § 1271.260 (a) through (d);

(9) Requirements relating to receipt, predistribution shipment, and distribution of an HCT/P in §
1271.265(a) through (d); and

(10) Requirements relating to donor eligibility determinations, donor screening, and donor
testing in §§ 1271.50, 1271.75, 1271.80, and 1271.85.

(c) Compliance with applicable requirements —

(1) Manufacturing arrangements

(1) If you are an establishment that engages in only some operations subject to the regulations in
this subpart and subpart C of this part, and not others, then you need only comply with those
requirements applicable to the operations that you perform.

(i1) If you engage another establishment (e.g., a laboratory to perform communicable disease
testing, or an irradiation facility to perform terminal sterilization), under a contract, agreement,
or other arrangement, to perform any step in manufacture for you, that establishment is
responsible for complying with requirements applicable to that manufacturing step.

(ii1) Before entering into a contract, agreement, or other arrangement with another establishment
to perform any step in manufacture for you, you must ensure that the establishment complies
with applicable CGTP requirements. If, during the course of this contract, agreement, or other
arrangement, you become aware of information suggesting that the establishment may no longer
be in compliance with such requirements, you must take reasonable steps to ensure the
establishment complies with those requirements. If you determine that the establishment is not in
compliance with those requirements, you must terminate your contract, agreement, or other
arrangement with the establishment.




(2) If you are the establishment that determines that an HCT/P meets all release criteria and
makes the HCT/P available for distribution, whether or not you are the actual distributor, you are
responsible for reviewing manufacturing and tracking records to determine that the HCT/P has
been manufactured and tracked in compliance with the requirements of this subpart and subpart
C of this part and any other applicable requirements.

(3) With the exception of §§ 1271.150(¢c) and 1271.155 of this subpart, the regulations in this
subpart are not being implemented for reproductive HCT/Ps described in § 1271.10 and
regulated solely under section 361 of the Public Health Service Act and the regulations in this
part, or for the establishments that manufacture them.

(d) Compliance with parts 210, 211, and 820 of this chapter. With respect to HCT/Ps that are
drugs (subject to review under an application submitted under section 505 of the Federal Food,
Drug, and Cosmetic Act or under a biological product license application under section 351 of
the Public Health Service Act) or that are devices (subject to premarket review or notification
under the device provisions of the act or under a biological product license application under
section 351 of the Public Health Service Act), the procedures contained in this subpart and in
subpart C of this part and the current good manufacturing practice regulations in parts 210 and
211 of'this chapter and the quality system regulations in part 820 of this chapter supplement, and
do not supersede, each other unless the regulations explicitly provide otherwise. In the event that
a regulation in part 1271 of this chapter is in conflict with a requirement in parts 210, 211, or 820
of this chapter, the regulations more specifically applicable to the product in question will
supersede the more general.

(e) Where appropriate. When a requirement is qualified by “where appropriate,” it is deemed to
be “appropriate” unless you can document justification otherwise. A requirement is “appropriate”
if nonimplementation of the requirement could reasonably be expected to result in the HCT/P not
meeting its specified requirements related to prevention of introduction, transmission, or spread
of communicable diseases, or in your inability to carry out any necessary corrective action.

§ 1271.155 Exemptions and alternatives.

(a) General. You may request an exemption from or alternative to any requirement in subpart C
or D of this part.

(b) Request for exemption or alternative. Submit your request under this section to the Director
of the appropriate Center (the Director), e.g., the Center for Biologics Evaluation and Research
or the Center for Devices and Radiological Health. The request must be accompanied by
supporting documentation, including all relevant valid scientific data, and must contain either:
(1) Information justifying the requested exemption from the requirement, or

(2) A description of a proposed alternative method of meeting the requirement.

(c) Criteria for granting an exemption or alternative. The Director may grant an exemption or
alternative if he or she finds that such action is consistent with the goals of protecting the public
health and/or preventing the introduction, transmission, or spread of communicable diseases and
that:

(1) The information submitted justifies an exemption; or

(2) The proposed alternative satisfies the purpose of the requirement.

(d) Form of request. You must ordinarily make your request for an exemption or alternative in
writing (hard copy or electronically). However, if circumstances make it difficult (e.g., there is
inadequate time) to submit your request in writing, you may make the request orally, and the
Director may orally grant an exemption or alternative. You must follow your oral request with an
immediate written request, to which the Director will respond in writing.




(e) Operation under exemption or alternative. You must not begin operating under the terms of a
requested exemption or alternative until the exemption or alternative has been granted. You may
apply for an extension of an exemption or alternative beyond its expiration date, if any.

(f) Documentation. If you operate under the terms of an exemption or alternative, you must
maintain documentation of:

(1) FDA's grant of the exemption or alternative, and

(2) The date on which you began operating under the terms of the exemption or alternative.

(g) Issuance of an exemption or alternative by the Director. In a public health emergency, the
Director may issue an exemption from, or alternative to, any requirement in part 1271. The
Director may issue an exemption or alternative under this section if the exemption or alternative
is necessary to assure that certain HCT/Ps will be available in a specified location to respond to
an unanticipated immediate need for those HCT/Ps.

§ 1271.160 Establishment and maintenance of a quality program.

(a) General. If you are an establishment that performs any step in the manufacture of HCT/Ps,
you must establish and maintain a quality program intended to prevent the introduction,
transmission, or spread of communicable diseases through the manufacture and use of HCT/Ps.
The quality program must be appropriate for the specific HCT/Ps manufactured and the
manufacturing steps performed. The quality program must address all core CGTP requirements
listed in § 1271.150(b).

(b) Functions. Functions of the quality program must include:

(1) Establishing and maintaining appropriate procedures relating to core CGTP requirements,
and ensuring compliance with the requirements of § 1271.180 with respect to such procedures,
including review, approval, and revision;

(2) Ensuring that procedures exist for receiving, investigating, evaluating, and documenting
information relating to core CGTP requirements, including complaints, and for sharing any
information pertaining to the possible contamination of the HCT/P or the potential for
transmission of a communicable disease by the HCT/P with the following:

(1) Other establishments that are known to have recovered HCT/Ps from the same donor;

(i1) Other establishments that are known to have performed manufacturing steps with respect to
the same HCT/P; and

(ii1) Relating to consignees, in the case of such information received after the HCT/P is made
available for distribution, shipped to the consignee, or administered to the recipient, procedures
must include provisions for assessing risk and appropriate followup, and evaluating the effect
this information has on the HCT/P and for the notification of all entities to whom the affected
HCT/P was distributed, the quarantine and recall of the HCT/P, and/or reporting to FDA, as
necessary.

(3) Ensuring that appropriate corrective actions relating to core CGTP requirements, including
reaudits of deficiencies, are taken and documented, as necessary. You must verify corrective
actions to ensure that such actions are effective and are in compliance with CGTP. Where
appropriate, corrective actions must include both short-term action to address the immediate
problem and long-term action to prevent the problem's recurrence. Documentation of corrective
actions must include, where appropriate:

(1) Identification of the HCT/P affected and a description of its disposition;

(i1) The nature of the problem requiring corrective action;

(ii1) A description of the corrective action taken; and

(iv) The date(s) of the corrective action.




(4) Ensuring the proper training and education of personnel involved in activities related to core
CGTP requirements;

(5) Establishing and maintaining appropriate monitoring systems as necessary to comply with the
requirements of this subpart (e.g., environmental monitoring);

(6) Investigating and documenting HCT/P deviations and trends of HCT/P deviations relating to
core CGTP requirements and making reports if required under § 1271.350(b) or other applicable
regulations. Each investigation must include a review and evaluation of the HCT/P deviation, the
efforts made to determine the cause, and the implementation of corrective action(s) to address the
HCT/P deviation and prevent recurrence.

(¢) Audits. You must periodically perform for management review a quality audit, as defined in §
1271.3(gg), of activities related to core CGTP requirements.

(d) Computers. You must validate the performance of computer software for the intended use,
and the performance of any changes to that software for the intended use, if you rely upon the
software to comply with core CGTP requirements and if the software either is custom software
or is commercially available software that has been customized or programmed (including
software programmed to perform a user defined calculation or table) to perform a function
related to core CGTP requirements. You must verify the performance of all other software for the
intended use if you rely upon it to comply with core CGTP requirements. You must approve and
document these activities and results before implementation.

§ 1271.170 Personnel.

(a) General. You must have personnel sufficient to ensure compliance with the requirements of
this part.

(b) Competent performance of functions. You must have personnel with the necessary education,
experience, and training to ensure competent performance of their assigned functions. Personnel
must perform only those activities for which they are qualified and authorized.

(¢) Training. You must train all personnel, and retrain as necessary, to perform their assigned
responsibilities adequately.

§ 1271.180 Procedures.

(a) General. You must establish and maintain procedures appropriate to meet core CGTP
requirements for all steps that you perform in the manufacture of HCT/Ps. You must design these
procedures to prevent circumstances that increase the risk of the introduction, transmission, or
spread of communicable diseases through the use of HCT/Ps.

(b) Review and approval. Before implementation, a responsible person must review and approve
these procedures.

(c) Availability. These procedures must be readily available to the personnel in the area where the
operations to which they relate are performed, or in a nearby area if such availability is
impractical.

(d) Standard procedures. 1f you adopt current standard procedures from another organization,
you must verify that the procedures meet the requirements of this part and are appropriate for
your operations.

§ 1271.190 Facilities.

(a) General. Any facility used in the manufacture of HCT/Ps must be of suitable size,
construction, and location to prevent contamination of HCT/Ps with communicable disease
agents and to ensure orderly handling of HCT/Ps without mix-ups. You must maintain the facility
in a good state of repair. You must provide lighting, ventilation, plumbing, drainage, and access




to sinks and toilets that are adequate to prevent the introduction, transmission, or spread of
communicable disease.

(b) Facility cleaning and sanitation.

(1) You must maintain any facility used in the manufacture of HCT/Ps in a clean, sanitary, and
orderly manner, to prevent the introduction, transmission, or spread of communicable disease.
(2) You must dispose of sewage, trash, and other refuse in a timely, safe, and sanitary manner.
(¢) Operations. You must divide a facility used in the manufacture of HCT/Ps into separate or
defined areas of adequate size for each operation that takes place in the facility, or you must
establish and maintain other control systems to prevent improper labeling, mix-ups,
contamination, cross-contamination, and accidental exposure of HCT/Ps to communicable
disease agents.

(d) Procedures and records.

(1) You must establish and maintain procedures for facility cleaning and sanitation for the
purpose of preventing the introduction, transmission, or spread of communicable disease. These
procedures must assign responsibility for sanitation and must describe in sufficient detail the
cleaning methods to be used and the schedule for cleaning the facility.

(2) You must document, and maintain records of, all cleaning and sanitation activities performed
to prevent contamination of HCT/Ps. You must retain such records 3 years after their creation.

§ 1271.195 Environmental control and monitoring.

(a) Environmental control. Where environmental conditions could reasonably be expected to
cause contamination or cross-contamination of HCT/Ps or equipment, or accidental exposure of
HCT/Ps to communicable disease agents, you must adequately control environmental conditions
and provide proper conditions for operations. Where appropriate, you must provide for the
following control activities or systems:

(1) Temperature and humidity controls;

(2) Ventilation and air filtration;

(3) Cleaning and disinfecting of rooms and equipment to ensure aseptic processing operations;
and

(4) Maintenance of equipment used to control conditions necessary for aseptic processing
operations.

(b) Inspections. You must inspect each environmental control system periodically to verify that
the system, including necessary equipment, is adequate and functioning properly. You must take
appropriate corrective action as necessary.

(¢) Environmental monitoring. You must monitor environmental conditions where environmental
conditions could reasonably be expected to cause contamination or cross-contamination of
HCT/Ps or equipment, or accidental exposure of HCT/Ps to communicable disease agents.
Where appropriate, you must provide environmental monitoring for microorganisms.

(d) Records. You must document, and maintain records of, environmental control and monitoring
activities.

§ 1271.200 Equipment.

(a) General. To prevent the introduction, transmission, or spread of communicable diseases,
equipment used in the manufacture of HCT/Ps must be of appropriate design for its use and must
be suitably located and installed to facilitate operations, including cleaning and maintenance.
Any automated, mechanical, electronic, or other equipment used for inspection, measuring, or
testing in accordance with this part must be capable of producing valid results. You must clean,
sanitize, and maintain equipment according to established schedules.




(b) Procedures and schedules. You must establish and maintain procedures for cleaning,
sanitizing, and maintaining equipment to prevent malfunctions, contamination or cross-
contamination, accidental exposure of HCT/Ps to communicable disease agents, and other events
that could reasonably be expected to result in the introduction, transmission, or spread of
communicable diseases.

(¢) Calibration of equipment. Where appropriate, you must routinely calibrate according to
established procedures and schedules all automated, mechanical, electronic, or other equipment
used for inspection, measuring, and testing in accordance with this part.

(d) Inspections. You must routinely inspect equipment for cleanliness, sanitation, and calibration,
and to ensure adherence to applicable equipment maintenance schedules.

(e) Records. You must document and maintain records of all equipment maintenance, cleaning,
sanitizing, calibration, and other activities performed in accordance with this section. You must
display records of recent maintenance, cleaning, sanitizing, calibration, and other activities on or
near each piece of equipment, or make the records readily available to the individuals
responsible for performing these activities and to the personnel using the equipment. You must
maintain records of the use of each piece of equipment, including the identification of each
HCT/P manufactured with that equipment.

§ 1271.210 Supplies and reagents.

(a) Verification. You must not use supplies and reagents until they have been verified to meet
specifications designed to prevent circumstances that increase the risk of the introduction,
transmission, or spread of communicable diseases. Verification may be accomplished by the
establishment that uses the supply or reagent, or by the vendor of the supply or reagent.

(b) Reagents. Reagents used in processing and preservation of HCT/Ps must be sterile, where
appropriate.

(¢) In-house reagents. You must validate and/or verify the processes used for production of in-
house reagents.

(d) Records. You must maintain the following records pertaining to supplies and reagents:

(1) Records of the receipt of each supply or reagent, including the type, quantity, manufacturer,
lot number, date of receipt, and expiration date;

(2) Records of the verification of each supply or reagent, including test results or, in the case of
vendor verification, a certificate of analysis from the vendor; and

(3) Records of the lot of supply or reagent used in the manufacture of each HCT/P.

§ 1271.215 Recovery.

If you are an establishment that recovers HCT/Ps, you must recover each HCT/P in a way that
does not cause contamination or cross-contamination during recovery, or otherwise increase the
risk of the introduction, transmission, or spread of communicable disease through the use of the
HCT/P.

§ 1271.220 Processing and process controls.

(a) General. If you are an establishment that processes HCT/Ps, you must process each HCT/P in
a way that does not cause contamination or cross-contamination during processing, and that
prevents the introduction, transmission, or spread of communicable disease through the use of
the HCT/P.

(b) Pooling. Human cells or tissue from two or more donors must not be pooled (placed in
physical contact or mixed in a single receptacle) during manufacturing.

(c) In-process control and testing. You must ensure that specified requirements, consistent with
paragraph (a) of this section, for in-process controls are met, and that each in-process HCT/P is




controlled until the required inspection and tests or other verification activities have been
completed, or necessary approvals are received and documented. Sampling of in-process HCT/Ps
must be representative of the material to be evaluated.

(d) Dura mater.

(1) When there is a published validated process that reduces the risk of transmissible spongiform
encephalopathy, you must use this process for dura mater (or an equivalent process that you have
validated), unless following this process adversely affects the clinical utility of the dura mater.
(2) When you use a published validated process, you must verify such a process in your
establishment.

§ 1271.225 Process changes.

Any change to a process must be verified or validated in accordance with § 1271.230, to ensure
that the change does not create an adverse impact elsewhere in the operation, and must be
approved before implementation by a responsible person with appropriate knowledge and
background. You must communicate approved changes to the appropriate personnel in a timely
manner.

§ 1271.230 Process validation.

(a) General. Where the results of processing described in § 1271.220 cannot be fully verified by
subsequent inspection and tests, you must validate and approve the process according to
established procedures. The validation activities and results must be documented, including the
date and signature of the individual(s) approving the validation.

(b) Written representation. Any written representation that your processing methods reduce the
risk of transmission of communicable disease by an HCT/P, including but not limited to, a
representation of sterility or pathogen inactivation of an HCT/P, must be based on a fully verified
or validated process.

(c) Changes. When changes to a validated process subject to paragraph (a) of this section occur,
you must review and evaluate the process and perform revalidation where appropriate. You must
document these activities.

§ 1271.250 Labeling controls.

(a) General. You must establish and maintain procedures to control the labeling of HCT/Ps. You
must design these procedures to ensure proper HCT/P identification and to prevent mix-ups.

(b) Verification. Procedures must include verification of label accuracy, legibility, and integrity.
(c) Labeling requirements. Procedures must ensure that each HCT/P is labeled in accordance
with all applicable labeling requirements, including those in §§ 1271.55, 1271.60, 1271.65,
1271.90, 1271.290, and 1271.370, and that each HCT/P made available for distribution is
accompanied by documentation of the donor eligibility determination as required under §
1271.55.

§ 1271.260 Storage.

(a) Control of storage areas. You must control your storage areas and stock rooms to prevent:
(1) Mix-ups, contamination, and cross-contamination of HCT/Ps, supplies, and reagents, and

(2) An HCT/P from being improperly made available for distribution.

(b) Temperature. You must store HCT/Ps at an appropriate temperature.

(c) Expiration date. Where appropriate, you must assign an expiration date to each HCT/P based
on the following factors:

(1) HCT/P type;

(2) Processing, including the method of preservation;

(3) Storage conditions; and




(4) Packaging.

(d) Corrective action. You must take and document corrective action whenever proper storage
conditions are not met.

(e) Acceptable temperature limits. You must establish acceptable temperature limits for storage
of HCT/Ps at each step of the manufacturing process to inhibit the growth of infectious agents.
You must maintain and record storage temperatures for HCT/Ps. You must periodically review
recorded temperatures to ensure that temperatures have been within acceptable limits.

§ 1271.265 Receipt, predistribution shipment, and distribution of an HCT/P.

(a) Receipt. You must evaluate each incoming HCT/P for the presence and significance of
microorganisms and inspect for damage and contamination. You must determine whether to
accept, reject, or place in quarantine each incoming HCT/P, based upon pre-established criteria
designed to prevent communicable disease transmission.

(b) Predistribution shipment. If you ship an HCT/P within your establishment or between
establishments (e.g., procurer to processor) and the HCT/P is not available for distribution as
described in paragraph (c) of this section, you must first determine and document whether pre-
established criteria designed to prevent communicable disease transmission have been met, and
you must ship the HCT/P in quarantine.

(¢c) Availability for distribution.

(1) Before making an HCT/P available for distribution, you must review manufacturing and
tracking records pertaining to the HCT/P, and, on the basis of that record review, you must verify
and document that the release criteria have been met. A responsible person must document and
date the determination that an HCT/P is available for distribution.

(2) You must not make available for distribution an HCT/P that is in quarantine, is contaminated,
is recovered from a donor who has been determined to be ineligible or for whom a donor-
eligibility determination has not been completed (except as provided under §§ 1271.60, 1271.65,
and 1271.90), or that otherwise does not meet release criteria designed to prevent communicable
disease transmission.

(3) You must not make available for distribution any HCT/P manufactured under a departure
from a procedure relevant to preventing risks of communicable disease transmission, unless a
responsible person has determined that the departure does not increase the risk of communicable
disease through the use of the HCT/P. You must record and justify any departure from a
procedure at the time of its occurrence.

(d) Packaging and shipping. Packaging and shipping containers must be designed and
constructed to protect the HCT/P from contamination. For each type of HCT/P, you must
establish appropriate shipping conditions to be maintained during transit.

(e) Procedures. You must establish and maintain procedures, including release criteria, for the
activities in paragraphs (a) through (d) of this section. You must document these activities.
Documentation must include:

(1) Identification of the HCT/P and the establishment that supplied the HCT/P;

(2) Activities performed and the results of each activity;

(3) Date(s) of activity;

(4) Quantity of HCT/P subject to the activity; and

(5) Disposition of the HCT/P (e.g., identity of consignee).

(f) Return to inventory. You must establish and maintain procedures to determine if an HCT/P
that is returned to your establishment is suitable to be returned to inventory.

§ 1271.270 Records.




(a) General. You must maintain records concurrently with the performance of each step required
in this subpart and subpart C of this part. Any requirement in this part that an action be
documented involves the creation of a record, which is subject to the requirements of this
section. All records must be accurate, indelible, and legible. The records must identify the person
performing the work and the dates of the various entries, and must be as detailed as necessary to
provide a complete history of the work performed and to relate the records to the particular
HCT/P involved.

(b) Records management system. You must establish and maintain a records management system
relating to core CGTP requirements. Under this system, records pertaining to a particular HCT/P
must be maintained in such a way as to facilitate review of the HCT/Ps history before making it
available for distribution and, if necessary, subsequent to the HCT/Ps release as part of a follow-
up evaluation or investigation. Records pertinent to the manufacture of HCT/Ps (e.g., labeling
and packaging procedures, and equipment logs) must also be maintained and organized under the
records management system. If records are maintained in more than one location, then the
records management system must be designed to ensure prompt identification, location, and
retrieval of all records.

(c) Methods of retention. You may maintain records required under this subpart electronically, as
original paper records, or as true copies such as photocopies, microfiche, or microfilm.
Equipment that is necessary to make the records available and legible, such as computer and
reader equipment, must be readily available. Records stored in electronic systems must be
backed up.

(d) Length of retention. You must retain all records for 10 years after their creation, unless stated
otherwise in this part. However, you must retain the records pertaining to a particular HCT/P at
least 10 years after the date of its administration, or if the date of administration is not known,
then at least 10 years after the date of the HCT/Ps distribution, disposition, or expiration,
whichever is latest. You must retain records for archived specimens of dura mater for 10 years
after the appropriate disposition of the specimens.

(e) Contracts and agreements. You must maintain the name and address and a list of the
responsibilities of any establishment that performs a manufacturing step for you. This
information must be available during an inspection conducted under § 1271.400.

§ 1271.290 Tracking.

(a) General. If you perform any step in the manufacture of an HCT/P in which you handle the
HCT/P, you must track each such HCT/P in accordance with this section, to facilitate the
investigation of actual or suspected transmission of communicable disease and take appropriate
and timely corrective action.

(b) System of HCT/P tracking.

(1) You must establish and maintain a system of HCT/P tracking that enables the tracking of all
HCT/Ps from:

(1) The donor to the consignee or final disposition; and

(i1) The consignee or final disposition to the donor.

(2) Alternatively, if you are an establishment that performs some but not all of the steps in the
manufacture of an HCT/P in which you handle the HCT/P, you may participate in a system of
HCT/P tracking established and maintained by another establishment responsible for other steps
in the manufacture of the same HCT/P, provided that the tracking system complies with all the
requirements of this section.




(c) Distinct identification code. As part of your tracking system, you must ensure: That each
HCT/P that you manufacture is assigned and labeled with a distinct identification code, e.g.,
alphanumeric, that relates the HCT/P to the donor and to all records pertaining to the HCT/P; and
that labeling includes information designed to facilitate effective tracking, using the distinct
identification code, from the donor to the recipient and from the recipient to the donor. Except as
described in § 1271.55(a)(1), you must create such a code specifically for tracking, and it may
not include an individual's name, social security number, or medical record number. You may
adopt a distinct identification code assigned by another establishment engaged in the
manufacturing process, or you may assign a new code. If you assign a new code to an HCT/P,
you must establish and maintain procedures for relating the new code to the old code.

(d) Tracking from consignee to donor. As part of your tracking system, you must establish and
maintain a method for recording the distinct identification code and type of each HCT/P
distributed to a consignee to enable tracking from the consignee to the donor.

(e) Tracking from donor to consignee or final disposition. As part of your tracking system, you
must establish and maintain a method for documenting the disposition of each of your HCT/Ps,
to enable tracking from the donor to the consignee or final disposition. The information you
maintain must permit the prompt identification of the consignee of the HCT/P, if any.

(f) Consignees. At or before the time of distribution of an HCT/P to a consignee, you must
inform the consignee in writing of the requirements in this section and of the tracking system that
you have established and are maintaining to comply with these requirements.

(g) Requirements specific to dura mater donors. You must archive appropriate specimens from
each donor of dura mater, under appropriate storage conditions, and for the appropriate duration,
to enable testing of the archived material for evidence of transmissible spongiform
encephalopathy, and to enable appropriate disposition of any affected nonadministered dura
mater tissue, if necessary.

[69 FR 68681, Nov. 24, 2004, as amended at 70 FR 29952, May 25, 2005]

§ 1271.320 Complaint file.

(a) Procedures. You must establish and maintain procedures for the review, evaluation, and
documentation of complaints as defined in § 1271.3(aa), relating to core current good tissue
practice (CGTP) requirements, and the investigation of complaints as appropriate.

(b) Complaint file. You must maintain a record of complaints that you receive in a file designated
for complaints. The complaint file must contain sufficient information about each complaint for
proper review and evaluation of the complaint (including the distinct identification code of the
HCT/P that is the subject of the complaint) and for determining whether the complaint is an
isolated event or represents a trend. You must make the complaint file available for review and
copying upon request from FDA.

(c) Review and evaluation of complaints. You must review and evaluate each complaint relating
to core CGTP requirements to determine if the complaint is related to an HCT/P deviation or to
an adverse reaction, and to determine if a report under § 1271.350 or another applicable
regulation is required. As soon as practical, you must review, evaluate, and investigate each
complaint that represents an event required to be reported to FDA, as described in § 1271.350.
You must review and evaluate a complaint relating to core CGTP requirements that does not
represent an event required to be reported to determine whether an investigation is necessary; an
investigation may include referring a copy of the complaint to another establishment that
performed manufacturing steps pertinent to the complaint. When no investigation is made, you




must maintain a record that includes the reason no investigation was made, and the name of the
individual(s) responsible for the decision not to investigate.

Subpart E - Additional Requirements for Establishments Described in § 1271.10

Source: 69 FR 68686, Nov. 24, 2004, unless otherwise noted.

§ 1271.330 Applicability.

The provisions set forth in this subpart are being implemented for nonreproductive HCT/Ps
described in § 1271.10 and regulated solely under section 361 of the Public Health Service Act
and the regulations in this part, and for the establishments that manufacture those HCT/Ps.
HCT/Ps that are drugs or devices regulated under the act, or are biological products regulated
under section 351 of the Public Health Service Act, are not subject to the regulations set forth in
this subpart.

§ 1271.350 Reporting.

(a) Adverse reaction reports.

(1) You must investigate any adverse reaction involving a communicable disease related to an
HCT/P that you made available for distribution. You must report to FDA an adverse reaction
involving a communicable disease if it:

(1) Is fatal;

(i1) Is life-threatening;

(ii1) Results in permanent impairment of a body function or permanent damage to body structure;
or

(iv) Necessitates medical or surgical intervention, including hospitalization.

(2) You must submit each report on a Form FDA-3500A to the address in paragraph (a)(5) of this
section within 15 calendar days of initial receipt of the information.

(3) You must, as soon as practical, investigate all adverse reactions that are the subject of these
15-day reports and must submit followup reports within 15 calendar days of the receipt of new
information or as requested by FDA. If additional information is not obtainable, a followup
report may be required that describes briefly the steps taken to seek additional information and
the reasons why it could not be obtained.

(4) You may obtain copies of the reporting form (FDA-3500A) from the Center for Biologics
Evaluation and Research (see address in paragraph (a)(5) of this section). Electronic Form FDA—
3500A may be obtained at http.//www.fda.gov/medwatch or at http.//www.hhs.gov/forms.

(5) You must submit two copies of each report described in this paragraph to the Food and Drug
Administration, Center for Biologics Evaluation and Research, Document Control Center, 10903
New Hampshire Ave., Bldg. 71, Rm. G112, Silver Spring, MD 20993-0002. FDA may waive the
requirement for the second copy in appropriate circumstances.

(b) Reports of HCT/P deviations.

(1) You must investigate all HCT/P deviations related to a distributed HCT/P for which you
performed a manufacturing step.

(2) You must report any such HCT/P deviation relating to the core CGTP requirements, if the
HCT/P deviation occurred in your facility or in a facility that performed a manufacturing step for
you under contract, agreement, or other arrangement. Each report must contain a description of
the HCT/P deviation, information relevant to the event and the manufacture of the HCT/P
involved, and information on all follow-up actions that have been or will be taken in response to
the HCT/P deviation (e.g., recalls).

(3) You must report each such HCT/P deviation that relates to a core CGTP requirement on Form
FDA 3486 within 45 days of the discovery of the event either electronically using the Center for




Biologics Evaluation and Research electronic Web-based application or by mail to the Food and
Drug Administration, Center for Biologics Evaluation and Research, Document Control Center,
10903 New Hampshire Ave., Bldg. 71, Rm. G112, Silver Spring, MD 20993—-0002.

[69 FR 68686, Nov. 24, 2004, as amended at 80 FR 18095, Apr. 3, 2015]

§ 1271.370 Labeling.

The following requirements apply in addition to §§ 1271.55, 1271.60, 1271.65, and 1271.90:

(a) You must label each HCT/P made available for distribution clearly and accurately.

(b) The following information must appear on the HCT/P label:

(1) Distinct identification code affixed to the HCT/P container, and assigned in accordance with
§ 1271.290(¢);

(2) Description of the type of HCT/P;

(3) Expiration date, if any; and

(4) Warnings required under § 1271.60(d)(2), § 1271.65(b)(2), or § 1271.90(¢), if applicable and
physically possible. If it is not physically possible to include these warnings on the label, the
warnings must, instead, accompany the HCT/P.

(¢) The following information must either appear on the HCT/P label or accompany the HCT/P:
(1) Name and address of the establishment that determines that the HCT/P meets release criteria
and makes the HCT/P available for distribution;

(2) Storage temperature;

(3) Other warnings, where appropriate; and

(4) Instructions for use when related to the prevention of the introduction, transmission, or spread
of communicable diseases.

[69 FR 68686, Nov. 24, 2004, as amended at 70 FR 29952, May 25, 2005; 81 FR 40518, June
22,2016]

Subpart F - Inspection and Enforcement of Establishments Described in § 1271.10

Source: 69 FR 68687, Nov. 24, 2004, unless otherwise noted.

§ 1271.390 Applicability.

The provisions set forth in this subpart are applicable only to HCT/Ps described in § 1271.10 and
regulated solely under section 361 of the Public Health Service Act and the regulations in this
part, and to the establishments that manufacture those HCT/Ps. HCT/Ps that are drugs or devices
regulated under the act, or are biological products regulated under section 351 of the Public
Health Service Act, are not subject to the regulations set forth in this subpart.

§ 1271.400 Inspections.

(a) If you are an establishment that manufactures HCT/Ps described in § 1271.10, whether or not
under contract, you must permit the Food and Drug Administration (FDA) to inspect any
manufacturing location at any reasonable time and in a reasonable manner to determine
compliance with applicable provisions of this part. The inspection will be conducted as necessary
in the judgment of the FDA and may include your establishment, facilities, equipment, finished
and unfinished materials, containers, processes, HCT/Ps, procedures, labeling, records, files,
papers, and controls required to be maintained under the part. The inspection may be made with
or without prior notification and will ordinarily be made during regular business hours.

(b) The frequency of inspection will be at the agency's discretion.

(c) FDA will call upon the most responsible person available at the time of the inspection of the
establishment and may question the personnel of the establishment as necessary to determine
compliance with the provisions of this part.




(d) FDA's representatives may take samples, may review and copy any records required to be
kept under this part, and may use other appropriate means to record evidence of observations
during inspections conducted under this subpart.

(e) The public disclosure of records containing the name or other positive identification of
donors or recipients of HCT/Ps will be handled in accordance with FDA's procedures on
disclosure of information as set forth in parts 20 and 21 of this chapter.

§ 1271.420 HCT/Ps offered for import.

(a) Except as provided in paragraphs (c¢) and (d) of this section, when an HCT/P is offered for
import, the importer of record must notify, either before or at the time of importation, the director
of the district of the Food and Drug Administration (FDA) having jurisdiction over the port of
entry through which the HCT/P is imported or offered for import, or such officer of the district as
the director may designate to act in his or her behalf in administering and enforcing this part, and
must provide sufficient information, including information submitted in the Automated
Commercial Environment (ACE) system or any other electronic data interchange system
authorized by the U.S. Customs and Border Protection Agency as required in part 1, subpart D of
this chapter, for FDA to make an admissibility decision.

(b) Except as provided in paragraphs (c) and (d) of this section, an HCT/P offered for import
must be held intact by the importer or consignee, under conditions necessary to prevent
transmission of communicable disease, until an admissibility decision is made by FDA. The
HCT/P may be transported under quarantine to the consignee, while the FDA district reviews the
documentation accompanying the HCT/P. When FDA makes a decision regarding the
admissibility of the HCT/P, FDA will notify the importer of record.

(c) This section does not apply to reproductive HCT/Ps regulated solely under section 361 of the
Public Health Service Act and the regulations in this part, and donated by a sexually intimate
partner of the recipient for reproductive use.

(d) This section does not apply to peripheral blood stem/progenitor cells regulated solely under
section 361 of the Public Health Service Act and the regulations in this part, except that
paragraphs (a) and (b) of this section apply when circumstances occur under which such
imported peripheral blood stem/progenitor cells may present an unreasonable risk of
communicable disease transmission which indicates the need to review the information
referenced in paragraph (a) of this section.

[69 FR 68687, Nov. 24, 2004, as amended at 81 FR 85873, Nov. 29, 2016]

§ 1271.440 Orders of retention, recall, destruction, and cessation of manufacturing.

(a) Upon an agency finding that there are reasonable grounds to believe that an HCT/P is a
violative HCT/P because it was manufactured in violation of the regulations in this part and,
therefore, the conditions of manufacture of the HCT/P do not provide adequate protections
against risks of communicable disease transmission; or the HCT/P is infected or contaminated so
as to be a source of dangerous infection to humans; or an establishment is in violation of the
regulations in this part and, therefore, does not provide adequate protections against the risks of
communicable disease transmission, the Food and Drug Administration (FDA) may take one or
more of the following actions:

(1) Serve upon the person who distributed the HCT/P a written order that the HCT/P be recalled
and/or destroyed, as appropriate, and upon persons in possession of the HCT/P that the HCT/P
must be retained until it is recalled by the distributor, destroyed, or disposed of as agreed by
FDA, or the safety of the HCT/P is confirmed;

(2) Take possession of and/or destroy the violative HCT/P; or




(3) Serve upon the establishment an order to cease manufacturing until compliance with the
regulations of this part has been achieved. When FDA determines there are reasonable grounds to
believe there is a danger to health, such order will be effective immediately. In other situations,
such order will be effective after one of the following events, whichever is later:

(1) Passage of 5 working days from the establishment's receipt of the order; or

(ii) If the establishment requests a hearing in accordance with paragraph (e) of this section and
part 16 of this chapter, a decision in, and in accordance with, those proceedings.

(b) A written order issued under paragraph (a) of this section will state with particularity the facts
that justify the order.

(c)

(1) A written order issued under paragraph (a)(1) of this section will ordinarily provide that the
HCT/P be recalled and/or destroyed within 5 working days from the date of receipt of the order.
After receipt of an order issued under paragraph (a)(1) of this section, the establishment in
possession of the HCT/P must not distribute or dispose of the HCT/P in any manner except to
recall and/or destroy the HCT/P consistent with the provisions of the order, under the supervision
of FDA.

(2) In lieu of paragraph (c)(1) of this section, other arrangements for assuring the proper
disposition of the HCT/P may be agreed upon by the person receiving the written order and
FDA. Such arrangements may include, among others, providing FDA with records or other
written information that adequately ensure that the HCT/P has been recovered, processed, stored,
and distributed in conformance with this part, and that, except as provided under §§ 1271.60,
1271.65, and 1271.90, the donor of the cells or tissue for the HCT/P has been determined to be
eligible.

(d) A written order issued under paragraph (a)(3) of this section will specify the regulations with
which you must achieve compliance and will ordinarily specify the particular operations covered
by the order. After receipt of an order that is in effect and issued under paragraph (a)(3) of this
section, you must not resume operations without prior written authorization of FDA.

(e) The recipient of an order issued under this section may request a hearing in accordance with
part 16 of this chapter. To request a hearing, the recipient of the written order or prior possessor
of such HCT/P must make the request within 5 working days of receipt of a written order for
retention, recall, destruction, and/or cessation (or within 5 working days of the agency's
possession of an HCT/P under paragraph (a)(2) of this section), in accordance with part 16 of this
chapter. An order of destruction will be held in abeyance pending resolution of the hearing
request. Upon request under part 16 of this chapter, FDA will provide an opportunity for an
expedited hearing for an order of cessation that is not stayed by the Commissioner of Food and
Drugs.

(f) FDA will not issue an order for the destruction of reproductive tissue under paragraph (a)(1)
of this section, nor will it carry out such destruction itself under paragraph (a)(2) of this section.
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Current Good Manufacturing Practice—Guidance for Human Drug
Compounding Outsourcing Facilities
Under Section 503B of the FD&C Act
Guidance for Industry?

This is a Draft guidance created by the U.S. Food and Drug Administration (FDA or Agency)
on the topic of compounding pharmaceutical products. This purpose of this guidance is to

provide best practice guidelines to companies for the purpose of cGMP manufacturing in
the pharmaceutical compounding space. Pharmaceutical compounding companies may
elect to use an alternative approach if it satisfies the requirements of the applicable
statutes and regulations outlined in these guidelines. To discuss an alternative abnobroach.

cGMP production, the authority is not the US FDA.-P.rospera contains the authority for all regulated industries
operating inside its ZEDE jurisdiction.

I. INTRODUCTION

This guidance describes FDA’s policies regarding compliance with current good manufacturing
practice (CGMP) requirements for facilities that compound human drugs and register with FDA as
outsourcing facilities under section 503B of the Federal Food, Drug, and Cosmetic Act (FD&C Act).
Under section 501(a)(2)(B) of the FD&C Act, a drug is deemed to be adulterated if it is not
produced in accordance with CGMP. FDA’s regulations regarding CGMP requirements for the
preparation of drug products have been established in 21 CFR parts 210 and 211. 2FDA intends to
promulgate more specific CGMP regulations for outsourcing facilities. Until these final regulations
are promulgated, outsourcing facilities are subject to the CGMP requirements in parts 210 and
211. This guidance provides for conditions under which FDA generally does not intend to take
regulatory action against an outsourcing facility regarding certain CGMP requirements in parts
210and 211 during this interim period. This guidance applies to drugs compounded in accordance
with section 503B. In addition, this guidance generally applies to drugs that outsourcing facilities
repackage and biological products that outsourcing facilities mix, dilute, or repackage in
accordance with relevant guidance for outsourcing facilities.?

1 This guidance has been prepared by multiple offices in the Center for Drug Evaluation and Research and in
cooperation with the Office of Regulatory Affairs at the Food and Drug Administration.

2 Positron emission tomography (PET) drug products are subject to CGMP regulations at 21 CFR part 212 and are
not covered by this guidance.

3 See guidances for industry Repackaging of Certain Human Drug Products by Pharmacies and Outsourcing
Facilities and Mixing, Diluting, or Repackaging Biological Products Outside the Scope of an Approved Biologics
License Application (Biologics guidance). To the extent that the policies in the Biologics guidance differ from this
guidance (e.g., conditions concerning assigning a beyond-use date to repackaged biological products based on
stability testing), the policies described in the Biologics guidance apply. FDA updates guidances periodically. For the
most recent version of a guidance, check the FDA guidance web page at https://www.fda.gov/regulatory-
information/search-fda-guidance-documents.
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This guidance reflects FDA’s intent to recognize the differences between outsourcing facilities and
conventional drug manufacturers, while maintaining the minimum standards necessary to
protect patients from the risks of contaminated or otherwise substandard compounded drug
products.

This guidance revises the draft guidance Current Good Manufacturing Practice—Interim Guidance
for Human Drug Compounding Outsourcing Facilities Under Section 503B of the FD&C Act issued
in July 2014. Revision 1 was developed to (1) include considerations for non- sterile compounded
drug products; (2) differentiate between requirements applicable to sterile compounded drug
products and non-sterile compounded drug products where appropriate; (3) include changes
regarding stability testing, including the assignment of a beyond-use date (BUD) as an expiration
date, and release testing requirements; and (4) address reserve samples and provide guidance on
“in-use times.” Revision 2 refines a description of antimicrobial effectiveness testing in section
l1I.K. and clarifies that section C of appendix B does not apply to non-sterile unpreserved aqueous
drug products.

In general, FDA’s guidance documents do not establish legally enforceable responsibilities.
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only
as recommendations, unless specific regulatory or statutory requirements are cited. The use of
the word should in Agency guidances means that something is suggested or recommended, but
not required.

II. CGMP FOR OUTSOURCING FACILITIES

A. Quality Assurance Activities

Quality assurance activities are needed to ensure that procedures are followed and a quality drug product
is produced (see, e.g., §§ 211.22, 211.180, 211.192, 211.198). Part 211 (see, e.g., § 211.22) requires
that drug producers establish a quality control unit to oversee various aspects of production, including
strength as well as sterility assurance activities for sterile products and microbiological quality for non-
sterile products.

The quality control unit should be independent; that is, the quality control unit should not take
on the responsibilities of other units of the outsourcing facility’s organization, such as those
handled by production personnel, in order to preserve the integrity of the quality control unit’s
functions. FDA has found that quality control units that are independent from other operations
are more likely to be able to fulfill their required functions. *FDA recommends the staffing level

4 FDA inspection information indicates that most outsourcing facilities maintain personnel in a quality control unit
that is fully separate from compounding operations. However, FDA recognizes that there may be an extraordinary
circumstance in which an individual in the quality control unit may need to participate in another operation. In
such circumstances, that person is still accountable for implementing all of the controls and reviewing
compounding operations to ensure that facility, process, and product quality standards have been met. See §
211.22.
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be adequate to perform all quality assurance functions at a level commensurate with the scale of
the compounding operation, including number and volume of drug products compounded.

Procedures describing the role and responsibilities of the quality control unit must be established
and followed (§ 211.22(d)). The following aspects of quality assurance and quality control are
critical to ensuring the quality of compounded sterile and non-sterile drug products at
outsourcing facilities.

The quality control unit is responsible for ensuring that each batch of finished drug product is
sampled and tested to ensure that it meets appropriate specifications for release (see §§ 211.22(a),
211.165(d)). For sterile products, procedures should be established and followed to ensure that for
each batch intended to be released without completed sterility testing (see section I and Appendix
A), the results of the sterility testing, once available, are reviewed and added to the batch record
(see § 211.188).

The quality control unit must periodically (at least annually) review records of compounding operations to
evaluate the quality standards for each drug product to determine the need for changes in specifications
or control procedures (§ 211.180(e)). As part of this review, the quality control unit should identify trends
and evaluate quality indicators such as (where required by part 211):

e Results of environmental monitoring.

e Results of personnel monitoring.

e  Where water is used as a component in the drug product, results of water system testing for
water that is purified/processed on-site, or if water is purchased as an incoming component,
testing results from the supplier or results of testing conducted by the outsourcing facility.

e Results of finished drug product testing.

e All media fills/process simulations performed since the last review.

e Periodic scrutiny of operations to ensure adherence to procedures and proper aseptic
technique.

e Complaints, discrepancies, failures, and yield variation.

The quality control unit is responsible for discrepancy and failure investigations and the
development and oversight of effective corrective actions, which also include changes necessary
to prevent recurrence, regarding the following (see, e.g., §§ 211.192, 211.180(e)):

e Results of tests and examinations, regardless of batch disposition, if applicable to evaluate
the quality of components, containers, closures, in-process materials, and finished product.
Examples of such tests and examinations include but are not limited to sterility testing,
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endotoxin levels, content assay, impurity assay, particulate matter, reconstitution time,
content uniformity, preservative content testing, microbial enumeration, tests for specified
microorganisms, and, weight, volume, or counts.

Unexpected results (e.g., potential defects) or trends.

Failures that occur during validation or revalidation. These could include process
validation, sterilization, or depyrogenation processes, including media fill/process
simulation failures, as applicable.

Stability failures, including failures of quality that are determined to have causes other than
degradation of the drug product.

Environmental and personnel monitoring results that exceed alert or action limits.

Process deviations or equipment malfunctions that involve critical equipment, such as
sterilizers, lyophilizers, pellet machines, capsule machines, mixers, and homogenizers.

Complaints that indicate possible drug product contamination or other potential risks to
patients (e.g., hazy or cloudy drug product, foreign matter/particulates in injectable drug
products, cracked or leaky containers, change in color or appearance, particles falling out
of oral solutions).

Facility Design

Part 211 sets out the requirements applicable to the design of facilities used in the manufacture,
processing, packing, or holding of a drug product (see, e.g., § 211.42). The design of a facility
should consider the products produced and must provide the necessary level of control to prevent
mix-ups and contamination (§ 211.42).

The production areas in which components, drug products, in-process materials, equipment, and
containers or closures are prepared, held, or transferred must be designed to minimize the level of
contaminants so as to prevent objectionable microorganisms in non-sterile drug products (see §
211.113(a)) and prevent microbiological contamination of drug products purporting to be sterile
(see § 211.113(b)). Processing and controlled areas must be clean and sanitary (§211.56).

Additional Considerations for Sterile Drug Products

Outsourcing facilities should meet the following elements:

Sterile drugs should be produced only in ISO 5 or better air quality as determined under
dynamic conditions (see Table 1 for International Organization for Standardization (ISO)
cleanroom classification standards).

Table 1 : ISO Classification of Particulate Matter in Room Air*

ISO Class Name | Particles/m?
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3 35.2

4 352

5 3,520

6 35,200

7 352,000

8 3,520,000
“Limits are in particles of 0.5 um and larger per cubic meter (current ISO) measured under dynamic
conditions. Adapted from ISO 14644-1:2015, Cleanrooms and associated controlled environments—

Part 1: Classification of air cleanliness by particle concentration.

The facility should be designed and operated with cascading air quality (e.g., by proper air
classification and air pressurization) to protect the ISO 5 zone (or critical area’). The facility
layout, room separation, and process flow must be designed to prevent the influx of
contamination from adjacent areas and rooms of lower air quality and to avoid any
disruption of HEPA unidirectional flow (§ 211.42).

The air cleanliness classification of the area surrounding the ISO 5 zone immediately
adjacent to the aseptic processing line should, at a minimum, meet ISO 7 standards under
dynamic conditions.

If an isolator® is used, the surrounding area should, at a minimum, meet ISO 8 standards
under dynamic conditions.

If a restricted access barrier’ is used (e.g., a glove box), the surrounding area should, at a

minimum, meet ISO 7 standards under dynamic conditions.

Terminally sterilized drugs should be produced in ISO 8 or better air quality as determined
under dynamic conditions.

The ISO 5 zone or critical area must be qualified (i.e., shown to meet the specifications; see §§

211.42,

211.113(b)). Qualification should include at least the following studies and tests, which

must be documented as having been conducted (see § 211.113(b)), including the particular
conditions under which the studies and tests were conducted:®

Airflow studies (e.g., an in-situ smoke study) should be conducted under simulated
operational conditions to evaluate airflow patterns because of the risk for contamination of
exposed product in the critical area. These studies should be conducted at the critical area
to demonstrate unidirectional flow and sweeping action over and away from the product

5 A critical area is an area designed to maintain sterility of sterile materials. See guidance for industry Sterile Drug
Products Produced by Aseptic Processing—Current Good Manufacturing Practice.

6 An isolator is a decontaminated unit supplied with I1SO 5 or higher air quality that provides uncompromised,
continuous isolation of its interior from the external environment. For further information, see also guidance for

industry

Sterile Drug Products Produced by Aseptic Processing—Current Good Manufacturing Practice.

7 See guidance for industry Sterile Drug Products Produced by Aseptic Processing—Current Good Manufacturing

Practice.

8 In addition to documenting these tests and studies, the CGMP regulations generally require that other key
activities be documented (see part 211, subpart J: Records and Reports).
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under dynamic conditions and should be repeated when any changes are made to the critical
area that might affect airflow.” Because proper control of airflow is necessary to prevent
contamination, any indication of poor air control (e.g., non-unidirectional, turbulent) must
be corrected before use (see §§ 211.42, 211.113(b)).

e HEPA periodic testing/recertification should be performed at least twice a year to ensure
that appropriate airflow and quality are maintained. These tests should include integrity
testing of the HEPA filters, particle counts, and air velocity checks.

e Velocities of unidirectional air should be measured 6 inches from the HEPA filter face and
at a defined distance close to the work surface in the ISO 5 area.

e Ifany portable ISO 5 units are moved from one location to another, requalification of the
unit should be performed before resuming sterile compounding.

C. Control Systems and Procedures for Maintaining Suitable Facilities

To prevent contamination or mix-ups during the course of operations, § 211.42 requires separate
or defined areas or other similar control systems for a facility’s operations.® Section 211.56
requires that procedures be established and followed that assign responsibility for sanitation and
describe in detail the cleaning schedules, methods, equipment, and materials to be used in
cleaning buildings and facilities.

For multiuse facilities and nondedicated equipment, changeover and cleaning procedures for
equipment and utensils must be established and followed to prevent contamination, including
cross-contamination between products (see §§ 211.42, 211.67).

Procedures for cleaning and disinfecting must also be established (see §§ 211.42, 211.56, 211.67).
Equipment surfaces that come in contact with drug products, containers, or closures must be
cleaned at appropriate intervals to prevent contamination (see § 211.67). The suitability and
efficacy of the cleaning agents and cleaning methods should be evaluated, and the cleaning
agent’s compatibility with applicable work surfaces should be assessed. Published literature and
supplier certificates of analysis (COAs) can be relied on when initially determining the
effectiveness of agents used to clean and disinfect, as necessary, the facility and equipment
surfaces, provided that the supplier’s cleaning procedures are followed. The expiration dates of
cleaning and disinfection agents should be closely monitored and expired solutions should be
discarded.

9 Additional information may be found in NSF/ANSI 49—2014 Biosafety Cabinetry: Design, Construction,
Performance, and Field Certification.

10 For example, this would be especially critical when using powders because powder particles can become
airborne and contaminate other areas unless airflow is designed to contain such particles.
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For non-sterile drug production, water used as a final rinsing agent for any equipment or utensils
that come in direct contact with the drug product should meet the requirements for Purified
Water, USP, or higher quality standards.!

If powder drugs are handled, procedures must be established and followed to appropriately
manage cross-contamination risk (see § 211.100). This is particularly important if the powder is
cytotoxic or highly sensitizing. FDA recommends the physical segregation of areas in which
powder drugs are exposed to the environment. For penicillin products, a separate facility is
required (see § 211.42(d)). However, FDA has clarified that separate buildings may not be
necessary, provided that the manufacturing operation involving penicillin is isolated (i.e.,
completely and comprehensively separated) from the areas in which non-penicillin products are
manufactured.'> For non-penicillin beta-lactam products, FDA recommends complete and
comprehensive separation from other products.® Additionally, appropriate controls related to
movement of equipment, product, and personnel should be established to prevent cross-
contamination of non-beta-lactam products.

In general, processes and procedures at an outsourcing facility should minimize contamination

risks posed by, for example, the number and complexity of manipulations, number of
simultaneous operations and workstations, and staging of materials used in the process.

Additional Considerations for Sterile Drug Products

HEPA filters should be qualified to provide appropriate air quality and be periodically maintained
and tested to ensure intended air quality. Discolored, dirty, or damaged HEPA filters should be
repaired or replaced.

Temperature and humidity must be maintained in cleanroom areas; such controls are critical to
reduce microbiological growth (see § 211.46). A specification for humidity should be established
considering that higher humidity supports microbial growth, while too little humidity can cause
problems with static electricity (which may be particularly problematic when working with
powders) and may lead to increased particulates. Cleanroom temperature and humidity
specifications should be maintained solely through the facility’s central heating, ventilation, and
air conditioning (HVAC); peripheral devices such as stand-alone (de-)humidifiers and air
conditioners should not be used because they generate airborne particles, are water sources, and
may harbor microorganisms. As a scientific matter, a system for environmental monitoring must
include the establishment of pressure differential limits (see § 211.42), and control systems

11 See FDA’s Guide to Inspections of High Purity Water Systems at https://www.fda.gov/inspections-compliance-
enforcement-and-criminal-investigations/inspection-guides/high-purity-water-system-793.

12 preamble to the final rule, “Current Good Manufacturing Practice in Manufacture, Processing, Packing, or
Holding.” 43 FR 45014, at 45038 (September 29, 1978).

13 See guidance for industry Non-Penicillin Beta-Lactam Drugs: A CGMP Framework for Preventing Cross-
Contamination.



EXHIBIT F

should include built-in alarms to detect excursions. An adequate control system includes
monitoring for pressure differentials, humidity, and temperature during production and taking
prompt action to correct adverse conditions, which are necessary activities to prevent
contamination during aseptic processing (see §§ 211.42, 211.46, 211.58). If a problematic
condition cannot be immediately corrected, production should stop until it has been corrected.
Regardless of whether production is stopped or allowed to continue, the impact of any excursions
on product that is already in process should be evaluated. Among other requirements in §
211.192, any unexplained discrepancy must be investigated, the results of which must be
documented.

Monitoring procedures should require documentation and investigation of any instances in which
there is a loss of positive pressure in the cleanroom during actual production and documentation
of the batches affected and the corrective action taken. These checks should be conducted
regularly on a schedule that considers the environment, such as use of an isolator versus a less
protected process, and the results should be recorded in logs and evaluated against prespecified
alert and action limits at each check.

In addition to the requirements in §§ 211.42 and 211.56, FDA recommends that outsourcing
facilities ensure that air vents and airflow are not obstructed—by large equipment, for example
in such a way that could potentially compromise aseptic operations. Equipment that is not
needed for the specific cleanroom operations conducted should not be stored in the cleanroom.

Procedures for cleaning and disinfecting ISO 5 areas/units should include detailed instructions for
consistently and properly cleaning and disinfecting surfaces that are difficult to access. A system
for cleaning and disinfecting all critical areas to produce aseptic conditions includes sporicidal and
other sterile disinfectants and lint-free sterile wipes (see § 211.42). Procedures must describe the
methods and schedule for cleaning (see §§ 211.42, 211.56, 211.67, 211.182) and should include
the use of sporicidal disinfectants in the ISO 5 area and other classified areas on a regular basis.

Water used as a cleaning or rinsing agent for any equipment or utensils that will not be
subsequently disinfected or sterilized and depyrogenated must be sterile (see § 211.113(b)).
Purified Water, USP, is considered acceptable for use with equipment or utensils that will be
sterilized and depyrogenated.

Based on the results of environmental monitoring (see section D below), the disinfection program
must be revised if there are indications that the frequency of disinfection or the methods or type
of disinfectant(s) used are inadequate to ensure appropriately clean surfaces (see §§ 211.42,
211.56, 211.67, 211.113). Conducting disinfectant effectiveness testing may be useful in guiding
revision of the disinfection program in such cases.
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Critical equipment surfaces that come in contact with sterile drug products, containers, and
closures must be sterilized at appropriate intervals (see § 211.67); disinfection alone is not
sufficient (see section E below). Single-use disposable equipment and supplies that are purchased
presterilized and depyrogenated and are discarded after one use need not be resterilized.

D. Environmental and Personnel Monitoring

The frequency and methods of environmental and personnel control and monitoring should be
commensurate with the risk to product quality. For example, for non-sterile drugs, agueous-
based drugs present the highest microbiological risk to patients. Consequently, water system and
environmental monitoring for aqueous non-sterile drug production should be performed more
frequently than for non-aqueous non-sterile drugs. During aqueous non-sterile drug production,
temperature and humidity should be monitored daily and air (viable'* and nonviable particles)
and surfaces (viable particles) should be monitored periodically (e.g., at least quarterly). Aseptic
sterile drug production environments should be monitored at least daily during production. Also,
monitoring of product residue may be necessary to ensure that the cleaning program is effective
or containment is maintained, with an increased frequency of monitoring and sensitivity of
methods when contamination poses a higher risk, such as when producing cytotoxic or highly
sensitizing materials.

1 A viable particle consists of, or supports, one or more live microorganisms (see ISO 14644-6:2007, Cleanrooms
and associated controlled environments—Part 6: Vocabulary).
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Additional Considerations for Sterile Drug Products

21 CFR 211.42(c)(10)(iv) requires establishing a system for monitoring environmental conditions
in aseptic processing areas, and §§ 211.113(b) and 211.28(a) require personnel sanitation
practices and gowning to be both acceptable and qualified for the operations they perform. For
example, gowning procedures should ensure that there is no exposed skin on personnel involved
in any production activities in, or that can directly affect, the ISO 5 area.?®

Procedures for monitoring the environment and personnel for the presence of viable particles
and nonviable particles should be established and followed as described here.

Operations and appropriate written procedures designed to prevent microbial contamination include a
well-defined and documented program for environmental monitoring that evaluates the potential routes of
microbial contamination of the human drug that could arise from the air, surfaces, process, operation, and
personnel practices (see §§ 211.42(c)(10)(iv), 211.100, 211.113(b)). The program should contain an
appropriate detection component(s) to verify state of control of the environment. However, environmental
monitoring equipment should not interfere with aseptic operations (e.g., instruments should not interfere
with validated and appropriate airflow patterns). In particular, the program should:

Cover all production shifts and include monitoring during normal production conditions.
Include at least daily monitoring of the ISO 5 zone during operations.
Establish alert and action limits and appropriate responses when excursions occur.

Describe the use of sampling (e.g., contact plates, swabs, active air samplers), alert and
action limits and responses, and testing methods (e.g., media, plate exposure times,
incubation times and temperatures) that are designed to detect environmental contaminants,
including changes in microflora type and amount, and the scientific justification for the
testing methods selected.

Be supported by a scientific justification for sampling locations, based on risk, and
sampling methods, which may be based on risk and peer-reviewed literature.

Investigate results that exceed established limits or demonstrate adverse trends; determine
product impact; and execute appropriate actions.

Personnel monitoring should:

Include a routine program for daily/shift monitoring of operators’ gloves and an appropriate
schedule for monitoring other critical sites of the gown (e.g., gown sleeves for hood work)
during or immediately after completion of aseptic operations. Monitoring should take place
before planned disinfection so that actual operating conditions are being assessed.

Establish and justify limits that are based on the criticality of the operation relative to the

15 See guidance for industry Sterile Drug Products Produced by Aseptic Processing—Current Good Manufacturing
Practice for further recommendations regarding gowning.
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contamination risk to the product.

e (Call for an investigation of results that exceed the established levels or demonstrate an
adverse trend, a determination of the impact on the sterility assurance of finished products
intended to be sterile, and the development and execution of appropriate corrective actions.

If microbiological media used in performing tests, including environmental and personnel monitoring, are
not purchased from a qualified supplier,’® the outsourcing facility or contract laboratory’s procedures
should establish the validity of each medium, including its growth potential. The quality control unit of an
outsourcing facility that opts to rely on a contract laboratory for any of the duties described in this section
of the guidance must ensure the existence, appropriateness, and implementation of contract laboratory
procedures (see §§ 200.10 211.22, 211.160).

E. Equipment

Several provisions of part 211 address controls over the equipment used to compound (see §§ 211.63,
211.65, 211.67, 211.68).

Equipment (mechanical, electronic, or automated) must be qualified as capable of performing its
intended functions or operations before first use, and procedures for routine calibration and
maintenance must be established and followed (see § 211.68). Equipment surfaces that come in
contact with components, in-process materials, or drugs must not be reactive, additive, or
absorptive so as to alter the quality of the drug (see § 211.65). Equipment needs to be designed
and located to facilitate operations, cleaning, and maintenance, and equipment may require
sanitization or sterilization to prevent contamination (see §§ 211.63, 211.67).

Outsourcing facilities may choose to use single-use disposable equipment (e.g., transfer tubing and
temporary holding vessels), which reduces the need for cleaning between different batches and the
potential for contamination (see § 211.67). Single-use disposable equipment should be inspected for
damage or contamination following use. The suitability of single-use disposable equipment for its use in
processing may be determined by the use of a valid COA from the supplier in lieu of testing or examination
by the outsourcing facility (see §§ 211.65, 211.113). In addition, the integrity of the packaging of the single-
use disposable equipment should be verified upon receipt before use.

Additional Considerations for Sterile Drug Products

Equipment that comes into contact with the drug product must be evaluated to ensure adequacy for
intended use, including to ensure sterility and cleanliness at time of use (see §§ 211.65, 211.67(a)). For
sterility and endotoxin limits, a valid COA may be used in lieu of testing by the outsourcing facility for

16 A supplier could be qualified by following the recommendations for component supplier qualification in section
111.G.1. of this guidance. Specifically, the outsourcing facility should have a quality agreement with each supplier
and make the quality agreement available for review upon request by FDA. Each quality agreement should include,
at a minimum: a description of the testing performed before a lot is released and shipped to the outsourcing
facility and the specific quantitative (or qualitative, if applicable) results of a representative lot that would be
provided on each COA; examples of testing records (such as growth promotion) that the supplier generates in
performing release testing before shipping each lot to the outsourcing facility; a description of packaging, labeling,
tamper-evident seals, and other features used to ensure package integrity while the purchased media is in
distribution; and a commitment that the supplier will notify the outsourcing facility if there is identification of a
problem with the quality of the media already shipped to the outsourcing facility.
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single-use disposable equipment (see §§ 211.65, 211.113).

If the outsourcing facility does not use presterilized and depyrogenated single-use disposable equipment
(e.g., filters, transfer tubing, temporary holding vessels), the equipment must be sterilized and
depyrogenated before use through processes that have been validated'” (see §§ 211.65, 211.67(a) and
(b), 211.100, 211.113).

F. Containers and Closures

Controls for the containers and closures in which the compounded drug product is packaged are critical
to ensuring the quality of compounded drug products and are expected to be implemented by outsourcing
facilities (see §§ 211.80, 211.82, 211.84, 211.87, 211.94, 211.113).

Scientifically sound and appropriate criteria'® for containers and closures must be established to
ensure that drug product containers and closures used for compounded drug products are
suitable for each particular drug product for which they will be used (see § 211.160(b)). As part of
the selection process, testing of the drug product container-closure system under the proposed
storage conditions for the finished product must be performed to verify its ability to meet
established quality specifications of the finished drug product over the expiry period (see §§
211.94, 211.166). Testing must be performed again if the manufacturer’s specification of the
container or closure is changed (see §§ 211.94, 211.166). Appropriate procedures must be
established for testing or verifying the testing, as applicable, of the containers and closures before
use to determine whether they meet the criteria for use; the tests and results must be
documented (see §§ 211.84(d)(3), 211.184). Each lot of containers and closures must be
examined to verify identity and tested to ensure conformity with appropriate specifications before
use (see § 211.84(d)).

Containers and closures must be handled and stored to protect them from risk of contamination and must
be examined and cleaned to prevent introduction of contamination (see §§ 211.80, 211.82, 211.84,
211.94).

If containers or closures are stored for long periods in the absence of a supplier's expiration date or
established in-use period, or if they are exposed to air, heat, or other conditions that might adversely affect
the drug product container or closure, the containers and closures must be retested or re-examined for
integrity and fitness for use before they are used (see § 211.87).

17 A process has been validated if it has been demonstrated and documented to consistently achieve the desired
result when performed under defined conditions.

18 For sterile drug products, see guidance for industry Sterile Drug Products Produced by Aseptic Processing—
Current Good Manufacturing Practice for recommended test methods and criteria.
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Additional Considerations for Sterile Drug Products

Containers and closures that come into contact with the drug product must be evaluated to ensure
adequacy for intended use, including to ensure sterility and cleanliness at time of use (see §§ 211.80,
211.84(d)(6)).

FDA generally does not intend to take regulatory action against an outsourcing facility regarding
the identification or testing of each lot of containers and closures if (1) for a finished drug product
intended to be sterile, the supplier certifies and labels the material as ready-to-use, sterile, and
nonpyrogenic; (2) the supplier’s packaging integrity is verified upon receipt before use; and (3)
the valid COA provided by the supplier is reviewed to verify that the product is represented to
meet the required specifications established by the outsourcing facility, including sterility and
depyrogenation. Any container or closure not meeting acceptance requirements must be
rejected or not used until rendered suitable for use (see §§ 211.84(d) and (e)).

If the outsourcing facility does not use presterilized and depyrogenated containers and closures (e.g.,
vials, syringes), the containers and closures must be sterilized and depyrogenated before first use through
processes that have been validated (see § 211.94(c)).

Procedures for storage, if appropriate, of sterilized containers or closures must be established in a manner
to prevent contamination and to maintain sterility (see §§ 211.80(a) and (b)). For example, safeguards
must be in place to ensure that containers and closures are not contaminated when held for use in areas
where other materials are received, unpacked, and stored.

Containers or closures that are purchased as sterile must not be used after the supplier's expiration date
without testing or examination to verify that container or closure integrity has been maintained (see §
211.87). Once the presterilized primary package has been breached, it should remain under the hood or
in the ISO 5 area until the containers or closures are used. Where appropriate, any containers or closures
removed from the ISO 5 area may be used for sterile production after resterilization using a validated
process (which must also establish that the integrity of the container or closure is maintained) or used for
drug products that do not require a sterilized container or closure (§§ 211.84, 211.87, 211.94).

G. Components

Controls over the source and quality of components are required (§§ 211.82, 211.84, 211.87,
211.113). When producing sterile drug products, one aspect of such controls is the consideration
of whether the incoming components are non-sterile. The following controls are considered
critical to ensuring the quality of compounded drug products and are expected to be implemented
by outsourcing facilities.

Scientifically sound and appropriate specifications must be established for the components used
in each drug product (see § 211.160(b)). Scientifically sound and appropriate specifications
include those that address the attributes necessary to ensure the quality of the finished drug
product and are appropriate for the intended use of the drug product, including the route of
administration, as specified in the directions for use. A specification should generally conform to
the model described in the ICH guidance for industry Q6A Specifications: Test Procedures and
Acceptance Criteria for New Drug Substances and New Drug Products: Chemical Substances. A



EXHIBIT F

specification should minimally include those tests described in ICH Q6A’s section 3.2, “Universal
Tests/Criteria.” Other dosage form-specific attributes may also be considered (see ICH Q6A
section 3.3, “Specific Tests/Criteria”). Attributes can include identity, strength, purity, particle
size, sterility, bacterial endotoxin level, content uniformity, microbial enumeration, tests for
specified microorganisms, or other characteristics that could affect the quality of the final drug
product.

To be eligible for the exemptions provided in section 503B of the FD&C Act, each bulk drug
substance used in compounding must be “accompanied by a valid certificate of analysis” (section
503B(a)(2)(D)). FDA interprets this provision to mean that each lot of a bulk drug substance is
accompanied by a valid COA.*® FDA recommends that the COA conform to the model described
in ICH Q6A.%° In addition, to be eligible for the exemptions provided in section 503B of the

FD&C Act, the bulk drug substance must be manufactured by an establishment that is registered
under section 510 of the FD&C Act (section 503B(a)(2)(C) of the FD&C Act).

Each shipment of each lot of components must be tested to verify identity and evaluated for
conformity with appropriate specifications before use (see § 211.84). Components should not be
used beyond the supplier’s labeled expiration (or re-test) date. If the component does not have
an expiration date, the supplier should provide the date or testing should be conducted to
establish an expiration date.

Components that are not approved finished drug products (both active pharmaceutical
ingredients (APIs) and inactive ingredients) must be tested to verify identity and evaluated for
conformity with appropriate specifications and, if necessary and depending on intended use,
tested for endotoxin level and bioburden before use in compounding (see § 211.84). As described
in § 211.84(d)(2), in lieu of testing each shipment of each ingredient, a supplier’s COA can be
accepted and evaluated to determine whether the lot can be used, provided that the following
conditions are met (see also Figure 1 below):

e The reliability of the supplier’s analyses has been established at appropriate intervals and
through appropriate steps to:

o Confirm the supplier’s test results for those tests relevant to the specifications
established for the compounded drug product.

1% Under certain conditions, a valid COA may be relied upon to minimize testing of incoming components (see §
211.84).

20 The COA should be in English or should be translated into English to facilitate use by the outsourcing facility and
review by FDA on inspection if needed.
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o Confirm that the ingredient meets the applicable United States Pharmacopeia (USP) or
National Formulary (NF) monograph, if one exists.?!

Such steps may include, but are not limited to, confirmatory testing and remote audit of the
supplier’s procedures.

FDA recommends that these steps be carried out no less frequently than annually for APIs
and every 2 years for other components.

e At least one specific identity test has been conducted before use to confirm that the
component is the one specified in the purchase order.

In addition, as required by § 211.82(a):

e FEach container or grouping of containers of components must be examined to verify
appropriate labeling regarding contents.

e The shipment’s package integrity must be verified upon receipt before use.

Figure 1: Using a Supplier’s COA in Lieu of Testing*

At appropriate intervals (e.g., annually for APl and every 2 years for other \
components):
e Confirm the supplier’s test results for tests relevant to the product
specifications.
e Confirm that the component meets the applicable USP or NF

Verify supplier
analyses

monograph, if one exists. )
. . . . . . )
e Examine each container or grouping of containers to verify appropriate
labeling regarding contents.
Examine e Verify the package integrity of each container or grouping of containers.
shipments J
e Conduct at least one specific identity test before use to confirm that the )
component is the one specified in the purchase order.
Conduct identity
test on shipment J

21 Components, both bulk drug substances and other ingredients, used in compounding must comply with the
standards of the applicable USP or NF monograph, if such monograph exists, to qualify for the exemptions
provided in section 503B of the FD&C Act (see sections 503B(a)(2)(B) and (a)(3)).
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* See §§211.84(d)(2) and 211.82(a).

Acceptance of incoming lots of non-sterile components (including water) for use in sterile drug products
must include microbial and endotoxin testing and meet limits appropriate for the drug product’s intended
use (see § 211.84(d)(6)). FDA generally does not intend to take regulatory action against an outsourcing
facility regarding the absence of such testing for water if it is purchased and certified as sterile and
nonpyrogenic and if it is accompanied by a valid COA; however, the type of water purchased must be
appropriate for its intended use (e.g., Sterile Water for Injection, USP) (§ 211.84). The quality of water
produced on-site and used as an ingredient or processing aid must be tested regularly, using validated
methods, at point of use to verify acceptable microbial quality, chemical quality, and endotoxin limits (§§
211.84, 211.160). Acceptance criteria should be in agreement with those specified in the respective USP
monograph and be appropriate for the intended use of the product.

Any component not meeting acceptance requirements must be rejected (see § 211.84(e)).

Components must be retested or re-examined for identity, strength, quality, and purity after storage for
long periods or after exposure to air, heat, or other conditions that might adversely affect the component
(see § 211.87). However, additional testing is unnecessary if each lot of components is stored under the
supplier’s labeled storage conditions, used within the established (i.e., as labeled, as provided by the
supplier, or as determined by the outsourcing facility) retest or expiration date, and protected from
contamination when portions of the lot are removed (see § 211.187).

1. Regulatory Policy Regarding Component Supplier Qualification Testing

FDA generally does not intend to take regulatory action against an outsourcing facility regarding
additional testing to confirm the supplier’s COA under § 211.84(d)(2) if the outsourcing facility
enters into a quality agreement with each supplier of each component, makes the quality
agreement available for review upon request by FDA, and each quality agreement includes, at a
minimum:

e A description of the testing performed before a component lot is released and shipped to
the outsourcing facility and the specific quantitative (or qualitative, if applicable) results of
a representative lot that would be provided on each COA.

e Examples of testing records, such as chromatograms and spectrograms, that the component
supplier generates in performing release testing before shipping each lot of component to
the outsourcing facility.

e A description of packaging, labeling, tamper-evident seals, and other features used to
ensure package integrity while the purchased component is in distribution.

e A commitment that the component supplier will notify the outsourcing facility if any testing
performed to generate the release COA is significantly modified (e.g., change in principle
of operation for a test method).

e A commitment that the component supplier will notify the outsourcing facility under
specified circumstances, including but not limited to a change in specifications or
identification of a problem with the quality of a component already shipped to the
outsourcing facility.
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A commitment that the supplier, if not the original component manufacturer, ensures the
component’s pedigree to the outsourcing facility, including:

o A description of the supplier’s qualification and audit requirements for each
manufacturer from which the supplier purchases components.

o A description of the supply chain authentication controls that the supplier has
implemented to verify that before receipt, each component is transported through
known and pre-established channels.

2. Regulatory Policy Regarding Testing for Finished Product To Be Used as a Source Material
for Processing

FDA generally does not intend to take regulatory action against an outsourcing facility regarding the
identification or testing of each lot of a product under § 211.84 that is to be used as a source material and
is an approved human finished drug product if all of the following conditions are met:

H.

The product was purchased directly from a manufacturer registered and listed with FDA
under section 510 of the FD&C Act and has not been repacked or otherwise altered since
initial manufacture, or the product was purchased from a distributor that certifies that it has
not been repacked or otherwise altered since initial manufacture.

The label of each lot of the product has been examined to verify that the product meets
required specifications before use.

No portion of the lot has been subject to a recall for reasons that would make it unsuitable
for use.

The shipment’s package integrity has been verified upon receipt before use.

Production and Process Controls

Production and process controls are required when producing any drug product (see, e.g., 211.22, 211.25,
211.28, 211.100, 211.111, 211.113, 211.188, 211.192).

Written procedures for production and process controls must be designed and followed to ensure
the consistent production of a drug that meets the applicable standards of identity, strength,
quality, and purity (see § 211.100). These controls are intended to ensure consistent vyields;
batches failing to meet the theoretical yield must be investigated (see §§ 211.186, 211.192). The
degree of batch by-batch control over product attributes or process parameters should be
commensurate with the risk of those attributes and parameters to the process and product. These
procedures should ensure documentation that all key process parameters are controlled and that
any deviations from the procedures are justified.

Before use in production, equipment, components, containers, and closures should be visually examined
for indications of damage, degradation, or contamination.
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Batch records must provide complete documentation of the production of each batch of a drug product
(see § 211.188).22 The actual batch output (yield) must be compared to the projected (calculated) output
for each drug product (see § 211.103). If the actual output is different than expected after accounting for
sampling and known process loss, this finding should be considered an indicator of a potential problem
with production and must be investigated (§ 211.192). An acceptance level for actual output should be
established that ensures batch-to- batch consistency. Failure to meet the acceptance criteria and
production standards must be investigated before making the batch disposition decision and may require
that the batch be rejected (see §§ 211.165, 211.192).

Additional Considerations for Sterile Drug Products

1. General Production and Process Controls

If a drug product intended to be sterile is not terminally sterilized, there must be a validated sterilization
step such as sterile filtration (see § 211.113(b)), and it is critical that the sterilization step occur as close
to filling into the final product container as is feasible.

The microbiological content (bioburden) of articles and components that are subsequently sterilized
should be controlled. If materials are stored or held during processing (e.g., before sterilization, after
sterilization, before container fill), storage or holding times must be established (see §§ 211.110(c),
211.111). Production phase hold times for a drug product should be limited, verified by testing, and based
on an understanding of the associated risk of increased bioburden and endotoxin. Hold time assessments
can be performed as part of the process for validating sterility assurance (see §§ 211.111, 211.113(b),
211.160). In addition, in-process materials such as bulk stock solutions must be stored in equipment that
is protective and does not affect the quality of the drug beyond its established specifications (see §§
211.65, 211.113(b)).

2. Drug Product Sterilization
a. Terminal sterilization

For sterile drug products that are terminally sterilized, at least a 10® sterility assurance level
should be demonstrated in validation studies during process development using an appropriate
sterilization load monitor, such as biological indicators and thermocouples.?® Validation studies
should be performed for each load size (container closure and number of vials) intended for
sterilization. For terminally sterilized drug products that are not subjected to an overkill terminal
sterilization cycle, presterilization bioburden limits should be established (i.e., determining the

22 For aseptic operations that occur in a hood, a contemporaneous recording to the batch record is one that occurs
as soon as possible after completion of that unit operation.

23 See guidance for industry Submission Documentation for Sterilization Process Validation in Applications for
Human and Veterinary Drug Products. For products such as pellets or powders, validation studies should be
conducted using a biological indicator placed inside the product (i.e., inside the powder or pellets in their marketed
containers) and spaced throughout the load to verify that the sterilization cycle results in sterility of the entire
batch. Pellets should be placed in a defined and specified pattern in the sterilization chamber to demonstrate that
appropriate lethality is delivered to each unit of the batch. Refer to ISO 11137-1:2006, Sterilization of health care
products—Radiation—Part 1: Requirements for the development, validation and routine control of a sterilization
process for medical devices; and ISO 11137-2:2013, Sterilization of health care products— Radiation—Part 2:
Establishing the sterilization dose. See PDA Technical Report No.1 (Parenteral Drug Association 2007).



EXHIBIT F

number of microorganisms that can be reliably killed) and measured before sterilization. The
selected sterilization method should both sterilize and maintain the strength, purity, quality, and
package integrity of the sterile product.?

b. Aseptic processing

If a drug product intended to be sterile is not terminally sterilized, the finished drug product
should be sterilized immediately before filling into the final product container. This is typically
done by filtration; however, other validated sterilization methods may be used. If a finished drug
product cannot be filtered (e.g., certain suspensions), components should be sterilized (e.g.,
filter) at the last possible step (e.g., before forming the suspension). Manipulations following the
component sterilization step must use aseptic practices to maintain sterility (see § 211.113).

Introductory training on microbiology, aseptic technique, cleanroom behavior, gowning, and
procedures covering aseptic manufacturing area operations must be established and conducted
before an individual is permitted to enter the aseptic manufacturing area or conduct operations
in a laminar flow hood (see § 211.25(a)). Once introductory training outside of the aseptic
manufacturing area is completed, further training based on department-specific requirements
and individual job descriptions should be conducted. Individuals would be considered qualified
to conduct aseptic operations after passing at least three successful, successive media fill
simulations based on a scientifically sound protocol designed to verify the adequacy of their
technique and behavior. Production simulations should be conducted in the same area where
production occurs.

Techniques intended to maintain sterility of items and surfaces should include the following:
e Sterile materials should be handled only with sterile instruments.

e After initial gowning, sterile gloves should be regularly sanitized (e.g., using sterile 70
percent isopropyl alcohol) during production or, when needed, changed.

e Sterile and non-shedding gowning components should be used. Gowning components
should be stored such that their sterility is not compromised.

e Torn or defective gowns should be changed immediately.

e Sterile products, the product-contacting surfaces of containers or closures, or other critical
surfaces should not directly touch any part of the gown or gloves.

e Personnel should move slowly and deliberately within the cleanroom or hood.

24 See also USP General Chapters <1211> Sterility Assurance and <1229> Sterilization of Compendial Articles.
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Personnel should keep their bodies and objects out of the path of unidirectional flow above
open containers and products being filled.

Procedures for aseptic processing should address the following considerations:

The design of equipment used in aseptic processing should limit the number and complexity
of aseptic manipulations and should be suitable for its intended use.

Personnel, material, and process flow should be optimized to prevent unnecessary activities
that could increase the potential for introducing contaminants to exposed, containers or
closures, or the surrounding environment.

In-process material, including intermediates such as stock solutions, should be placed in
containers or closures that protect the material from the cleanroom environment.

Containers or closures holding sterile in-process material should not be breached in an
environment less than ISO 5.

Products should be transferred under appropriate cleanroom conditions. For example,
transfer, loading, and unloading of aseptically filled product to and from the lyophilizer
occur only in classified areas that provide ISO 5 or better protection to the partially sealed
containers.

All aseptic manipulations, including processing of sterile materials, filling, and closing
(e.g., placement and sealing of stoppers on vials), should be performed under unidirectional
flow that is ISO 5 or better.

Appropriate steps to prepare equipment for sterilization should be established, such as
cleaning and use of wrapping that ensures protection while still allowing penetration of the
sterilizing agent.

The validation of sterilization operations for equipment associated with aseptic processing
(e.g., holding vessels, filling equipment, lyophilizer) and periodic verification and results
must be documented (see § 211.113(b)).

For sterile drug products that are filter-sterilized, prefiltration bioburden limits should be
and measured before sterile filtration, unless all components consist of FDA- approved
sterile drug products and/or components purchased and certified to be sterile and
nonpyrogenic. A sterile pharmaceutical sterilizing-grade filter appropriate for the drug
product (e.g., chemically compatible) should be used. The filter must be compliant with §
211.72 and filter integrity testing should be conducted after each filtration or production
run.

For aseptic processing of sterile drug products (i.e., not subjected to terminal sterilization), the
process for ensuring sterility must be validated (§ 211.113(b)), for example by conducting media
fills simulating the production process. Validation should be performed semi-annually. Media fill
studies should closely simulate aseptic manufacturing operations incorporating, as appropriate,
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worst-case activities and conditions that are challenging to aseptic operations. The media fill
program should address applicable issues such as the following:

I.

Factors associated with the longest permitted run of the aseptic processing operation that
can pose contamination risk (e.g., operator fatigue, quality of processing environment).

Representative number, type, and complexity of normal interventions that occur with each
run, as well as nonroutine interventions and events (e.g., maintenance, stoppages,
equipment adjustments). (The maximum number of expected interventions should be
included to simulate worst-case conditions.?’)

Lyophilization, when applicable.

Aseptic assembly of equipment (e.g., at start-up, during processing).

Number of personnel and their activities. (The maximum expected number of personnel
should be included to simulate worst-case conditions.)

Representative number of aseptic additions (e.g., filling containers and closures as well as
sterile ingredients) or transfers.

Shift changes, breaks, and gown changes (when applicable).

Type of aseptic equipment disconnections/connections.

Aseptic sample collections.

Operational configurations in the ISO 5 zone and line speeds (when applicable).

Weight checks.

Container-closure systems (e.g., size, type, compatibility with equipment).

Specific provisions in written procedures related to aseptic processing (e.g., conditions

beyond which discarding of exposed materials in the ISO 5 area or line clearance is
mandated).

Release Testing

Sections 211.165 and 211.167 require that finished drug products be tested to determine whether
they meet final product specifications before their release for distribution. Section 211.22
establishes that the quality control unit is responsible for ensuring that the finished drug product

25 When the possibility of contamination is higher based on the process design (e.g., manually intensive filling
lines), a larger number of units, generally at or approaching the full production batch size, should be used. In
contrast, a process conducted in an isolator can have a low risk of contamination because of the lack of direct
human intervention and can be simulated with a lower number of units as a proportion of the overall operation.
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is not released until this testing is conducted and the results confirm that the finished drug
product meets specifications. Procedures for final release testing should be established and
followed as outlined here.

Appropriate specifications must be established for each drug product (see § 211.160(b)). Specifications
must address those attributes necessary to ensure the quality of the finished drug product and must
include, at a minimum (§§ 211.160(b), 211.165, 211.167):

e Identity and strength of the API.%¢
e Purity of the drug product.

e For drug products purporting to be sterile and/or nonpyrogenic, sterility?’ and a limit for
bacterial endotoxins.

e Antimicrobial effectiveness for sterile drug products labeled as multiple dose and for
aqueous non-sterile drug products labeled as multiple dose.?® If antimicrobial effectiveness
testing was previously performed using the subject formulation and container-closure
system, preservative content testing may be used in lieu of a full antimicrobial effectiveness
study. Appropriate specifications for aqueous drug products labeled as multiple dose
include assurances that the product is adequately self-preserving or contains appropriate
preservative content to limit microbial proliferation of microorganisms and assure that the
product maintains its quality and purity for each dose.”

The product must also meet any other specifications included in an applicable USP monograph (see,
e.g., section 501(b) of the FD&C Act). In addition, FDA recommends consideration of the following
specifications:

e Color, clarity.

e pH, ifapplicable (e.g., for aqueous formulations).

26 If the APl is known (from literature or other scientific information) to have the potential to form genotoxic
degradants as discussed in ICH guidance for industry M7(R1) Assessment and Control of DNA Reactive (Mutagenic)
Impurities in Pharmaceuticals To Limit Potential Carcinogenic Risk, the presence of the impurity or impurities
should be evaluated as part of the assay or, if the assay method is not sufficiently sensitive, using a different test.
27 Sterility testing should be conducted using USP General Chapter <71> Sterility Tests. Any other method used for
sterility testing should be validated. See, for example, USP General Chapter <1223> Validation of Alternative
Microbiological Methods or PDA Technical Report No. 33 (see Parenteral Drug Association 2013) for recommended
validation methods.

28 See USP General Chapter <51> Antimicrobial Effectiveness Testing for more information.

2 Unsafe injection practices, including the improper use of needles, syringes, and vials for more than one patient,
threaten patient safety and have resulted in multiple blood borne bacterial and viral infection outbreaks. Bacterial
infections have been transmitted to patients when single-dose containers were used improperly, the contents
became contaminated, and these contents were then administered to multiple patients. Therefore it is critical that
drug products that are not adequately self-preserving and do not contain appropriate preservative content be
labeled as single-dose to prevent such risks to health.
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e For drug products that are not solutions, content uniformity.*°

e For drug products that are non-sterile, microbial testing (i.e., microbial enumeration, tests
for specified microorganisms).

e For drug products that are solutions purporting to be sterile, a limit for visible particles®’
and subvisible particles (10pm-100pum).*

Other appropriate specifications for generally recognized attributes for the dosage form, such as
those described in ICH Q6A, should also be considered. For example, the specification for
immediate release solid oral dosage forms typically includes disintegration testing, while non-
immediate release dosage forms include dissolution testing as a measure of the release rate of drug
substance from the drug product (see § 211.167).

Procedures for release must be established that ensure that each batch of a drug product is not
released until the following have been completed (see §§ 211.22, 211.165, 211.167, 211.192):

e An appropriate laboratory determination has been conducted to ensure that each batch of a
drug product conforms to specifications.

e A review of environmental and personnel monitoring data, if applicable, has been
conducted to ensure that manufacturing conditions were acceptable during production of
the batch.

e Associated laboratory data and documentation have been reviewed by the quality control
unit, and they demonstrate that the drug product meets specifications.

e A designated qualified individual from the quality control unit has authorized final release.
Under certain conditions described in Appendix A, FDA generally does not intend to take action against
an outsourcing facility regarding the release testing requirements described immediately above and in the
appendix.

Additional Considerations for Sterile Drug Products

Finished product sterility testing provides additional verification of sterility, even for those
products compounded from sterile starting materials, because an unexpected event posing a risk
to sterility may have occurred but may not have been detected. Appendix A describes the
conditions under which FDA generally does not intend to take regulatory action against an
outsourcing facility regarding finished product sterility testing based on mitigating factors, such as

30 For oral solid dosage forms (e.g., tablets and capsules), content should be assessed between dosage units. For
nonsolid oral products (e.g., suspensions), the content should be assessed within the container (e.g., from the top
and bottom of the container).

31 Such a limit may be established for any solution by following USP General Chapter <790> Visible Particulates in
Injections.

32 Applicable only to parenteral preparations. See USP General Chapters <788> Particulate Matter in Injections and
<789> Particulate Matter in Ophthalmic Solutions for additional information.
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the use of a validated terminal sterilization method and the use of other approaches to evaluate
sterility of the finished product before release.

For finished products purporting to be nonpyrogenic, the product must meet endotoxin limits33
before release (§ 211.167). For finished products compounded from starting materials that are
sterile and nonpyrogenic, endotoxin testing can be conducted on all starting materials (through
testing of the starting materials, or reliance on a statement of the limit met on a valid COA, or
where specified in an applicable USP monograph) or through testing of samples of the finished
product. The fact that a starting material is labeled nonpyrogenic does not necessarily ensure that
the finished product will meet the appropriate endotoxin limit because starting materials,
including FDA-approved products, may have been tested against different endotoxin limits,
depending on the intended dose and the route of administration.3*

J. Laboratory Controls

When testing components, in-process materials, and finished drug products, laboratories must
use controls to ensure the reliability of the tests (§ 211.160). Each laboratory used to test
components, in-process materials, or finished drug products—whether in-house or external to
the outsourcing facility—must employ the following critical aspects of laboratory controls to
ensure the quality of non-sterile and sterile drug products compounded by the outsourcing
facility (see §§ 211.160, 211.194):

e Follow appropriate written procedures for the conduct of each test and document the results.

e Design sampling and testing procedures to ensure that components, in-process materials,
and drug products conform to the specifications set for the drug product.

e Use analytical methods and equipment that are suitable for their intended use and are
capable of producing valid results. If using a validated or an established compendial test in
a specification, the test has been verified and documented to work under the conditions of
actual use.

e Keep complete records of all tests performed to ensure compliance with established
specifications and standards, including examinations and assays.

When an outsourcing facility seeks the services of a contract facility to perform all or part of the
testing of a drug, the outsourcing facility’s quality control unit is responsible for approving and
rejecting drugs tested by the contractor. See §§ 200.10(b) and 211.22(a) and guidance for industry
Contract Manufacturing Arrangements for Drugs: Quality Agreements. In addition, FDA
recommends that contract facilities performing testing of a drug be ISO 17025 accredited.

33 Typically, endotoxin testing is not required for topically administered ophthalmic products. See USP General
Chapter <771> Ophthalmic Products—Quality Tests.
34 See also guidance for industry Pyrogens and Endotoxins Testing: Questions and Answers.
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K. Stability/Expiration Dating for Compounded Drug Products

1. Stability Program and Beyond-Use Dating

A stability program must be established to assess the stability characteristics of finished drug products,
and the results of stability testing must be used to determine appropriate storage conditions and expiration
dates (§ 211.166). Stability testing is used to ensure that a drug product will retain its quality (e.g., strength)
and remain sterile, if applicable, through the labeled expiration date. A stability program for compounded
drug products should use past experiences, available literature, and fundamental scientific principles to
establish the parameters for the program. An expiration date is established through the conduct of a
stability program that includes testing to assess the product’s performance against specifications after
aging to the desired expiration date (§ 211.137); the conditions outlined in ICH guidance for industry
Q1A(R2) Stability Testing of New Drug Substances and Products are recommended.

FDA understands that a compounded drug’'s batch size may be small and the frequency of batch
production may vary considerably. The policies regarding stability testing and expiration dating in this
guidance recognize these potential aspects of compounded drug production while addressing concerns
regarding the quality of these products using a risk-based approach.

FDA generally does not intend to take regulatory action against an outsourcing facility regarding stability
testing requirements if all of the following apply:

e The drug product is compounded solely by combining two or more drug products approved
under section 505 of the FD&C Act.

e The approved drug product labeling of at least one of the components specifies how to
assign an in-use time.

e The compounded drug product has been prepared and labeled with an in-use time in
accordance with the approved product labeling.

e The in-use time is used as the expiration date, provided the in-use time does not exceed the
expiration date of any of the approved drug products used to compound the drug. If two or
more approved drug products with in-use times are used in the compounded drug product,
the shortest in-use time is used as the expiration date for the compounded drug product.

In addition, taking into account the unique aspects of compounding, FDA generally does not intend to
take regulatory action against an outsourcing facility under the conditions described in the remainder of
this section and in Appendix B, such as using a BUD established through limited stability testing or, for
certain lower risk situations, using a default BUD as the expiration date, in lieu of establishing an expiration
date through the conduct of a full stability program required under part 211,% if all of the following apply:

e The compounded drug’s BUD does not exceed appropriately established expiration or
retest-by dates for any of the components used to compound the drug.

e If the drug is compounded from an approved drug product, and the approved product
labeling recommends one type of storage (e.g., refrigeration through the expiry date, such

35 To meet the conditions under section 503B of the FD&C Act, the compounded drug product must be labeled
with an expiration date (see section 503B(a)(10)(A)(iii)(V1)).
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as 18 months), but also provides for storage at another condition (e.g., stable at room
temperature for a time frame shorter than the expiry date, such as up to 14 days), the
compounded drug product is not labeled with a BUD that is longer than the relevant storage
time frame in the approved product labeling (e.g., the BUD of the compounded drug does
not exceed 14 days for room temperature).

In addition, for repackaged products, FDA generally does not intend to take regulatory action against an
outsourcing facility under the conditions described in the remainder of this section and in Appendix B, in
lieu of establishing an expiration date through the conduct of a full stability program, if (1) the BUD does
not exceed the expiration date of the drug product that is being repackaged; and (2) if the approved
product labeling for the drug product being repackaged recommends one type of storage (e.g.,
refrigeration through the expiry date, such as 18 months) but also provides for storage at another condition
(e.g., stable at room temperature for a time frame shorter than the expiry date, such as up to 14 days),
the repackaged product is not labeled with a BUD that is longer than the relevant storage time frame in
the approved product labeling (e.g., the BUD does not exceed 14 days for room temperature). For more
information on repackaging, see the guidance for industry Repackaging of Certain Human Drug Products
by Pharmacies and Outsourcing Facilities.

Whether you use an expiration date or BUD to be used as an expiration date according to the provisions
outlined below and in Appendix B, the two studies below are required to be completed before a batch is
released (see §§ 211.166, 211.167). Each study only needs to be conducted once for each formulation
and container-closure system, and a bracketing or matrixing approach can be considered to minimize the
amount of testing. See Appendix B for more information regarding bracketing approaches.

e Container-closure integrity testing is conducted on samples aged to or beyond the desired
BUD or expiration date to ensure that sterility is maintained over that time period. 36

e Antimicrobial effectiveness testing for drug products labeled or intended to be multiple
dose is conducted on samples aged to the proposed BUD or expiration date. (Note that
antimicrobial effectiveness testing is container-closure specific.)*’

Tables 2 and 3 highlight the conditions under which FDA generally does not intend to take regulatory
action against an outsourcing facility for assigning a BUD to be used as an expiration date in lieu of
conducting full stability studies required under part 211.

a. Non-sterile limited stability testing

For small batches (<5,000 units® in an aggregate batch3®), FDA generally does not intend to take
regulatory action if the relevant default BUDs provided in Appendix B are used for the expiration date and
the conditions set forth in Appendix B are met. Alternatively, for small batches, FDA generally does not
intend to take regulatory action if limited stability testing is conducted to support a BUD longer than the
relevant default BUDs in accordance with Appendix B, and that BUD is used as an expiration date in lieu

36 See USP General Chapter <1207> Package Integrity Evaluation—Sterile Products for more information on
container-closure integrity testing.

37 See USP General Chapter <51> Antimicrobial Effectiveness Testing for more information.

38 Units are individual tablets or capsules for solid oral dosage forms and suppositories, inserts, or immediate
containers (e.g., vial, syringe, IV bag, tube) for other dosage forms.

39 For the purposes of this guidance, batch size has been considered by defining aggregate batch as the sum of all
units produced from any number of batches over the 6-month period for which a drug product report is submitted.
For more information about product reports, see the guidance for industry Electronic Drug Product Reporting for
Human Drug Compounding Outsourcing Facilities Under Section 503B of the Federal Food, Drug, and Cosmetic Act.
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of conducting full stability studies required under part 211. For larger batches (>5,000 units in an
aggregate batch), FDA generally does not intend to take regulatory action regarding stability testing if the
relevant conditions for the limited stability testing outlined in Appendix B are met. If, at any time during a
6-month reporting period, the total number of units compounded exceeds the 5,000-unit limit, the
conditions applicable to small batches (i.e., 5,000 units) do not apply.

Table 2: BUDs for Non-Sterile Compounded Drug Products, by Aggregate Batch Size

Aggregate Batch
Size (over 6-month
reporting period)

BUD Based on Limited

Default BUD (no testing) Stability Testing

Default BUD, which may be

further limited by literature
or other scientific
information.

Data-driven stability
program.
See Appendix B for the

=5,000 units See Appendix B for the conditions that must be met.
conditions that must be met.
N/A. Default BUDs are not Data-grc:/gerr;;tablllty
>5,000 units applicable to large See Appendix B for the

aggregate batch sizes. conditions that must be met.

b. Sterile limited stability testing

For small batches (<1,000 units in an aggregate batch), FDA generally does not intend to take
regulatory action if the relevant default BUDs provided in Appendix B are used for the expiration
date and the conditions set forth in Appendix B are met. Alternatively, for small batches, FDA
generally does not intend to take regulatory action if limited stability testing is conducted to
support a BUD longer than the relevant default BUDs in accordance with Appendix B, and that
BUD is used as an expiration date in lieu of conducting full stability studies required under part
211. For larger batches (>1,000 units in an aggregate batch), FDA generally does not intend to
take regulatory action regarding stability testing if the relevant conditions for the limited stability
testing outlined in Appendix B are met. If, at any time during a 6-month reporting period, the total
number of units compounded exceeds the 1,000-unit limit, the conditions applicable to small
batches (i.e., <1,000 units) do not apply.

Table 3: BUDs for Sterile Compounded Drug Products, by Aggregate Batch Size
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Aggregate Batch
Size (over 6-month
reporting period)

Default BUD (no testing)

BUD Based on Limited
Stability Testing

Default BUD, which may be
further limited by literature

Data-driven stability

<1.000 units or other scientific program.
un information. See Appendix B for the
See Appendix B for the conditions that must be met.
conditions that must be met.
. N/A. Default BUDs are not Data-d;glerr;ritablllty
>1,000 units applicable to large program.

See Appendix B for the

aggregate batch sizes. conditions that must be met.

2. Establishing an In-Use Time for Sterile Drug Products

To be eligible for the exemptions under section 503B of the FD&amp;C Act, the container for the
compounded drug product must include directions for use, including, as appropriate, dosage and
administration (section 503B(a)(10)(B) of the FD&amp;C Act). If the compounded drug product
requires additional manipulation before administration (e.g., reconstitution and/or dilution), FDA
interprets the directions for use requirement to include an in-use time because the health care
practitioner who manipulates or administers the drug would need to know how long it is expected
to retain its quality after being manipulated. Furthermore, stability studies (as required by §
211.166) would be needed to support the stated in-use time. However, FDA generally does not
intend to take regulatory action regarding the requirement to have data to support the stated in-
use time, such as microbial challenge and stability studies, if the sterile product has directions for
use that include an in-use time less than 4 hours at room temperature or less than 24 hours
refrigerated.*°

Under §§ 211.160 and 211.165(b), appropriate laboratory testing of products required to be free of
objectionable microorganisms are required, and laboratory controls must include scientifically sound and
appropriate specifications and test procedures designed to provide assurance that the product conforms
to appropriate standards of identity, strength, quality, and purity. For multiple dose products, appropriate
laboratory tests and specifications include ones for antimicrobial effectiveness, whether the product
contains a preservative or antimicrobial activity is inherent in the formulation. See USP General Chapter
<51> for antimicrobial effectiveness test methods and acceptance criteria. If the acceptance criteria
described in USP General Chapter <51> are met, labeling up to a 28-day in-use period is considered to
be appropriate for multiple-dose products, subject to the conditions regarding stability testing discussed
below.

In addition to microbial challenge studies, the stability of the manipulated product must be assessed (see

40 For a description of methods and acceptance criteria for microbial challenge studies, see Metcalfe 2009.
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§ 211.166). FDA generally does not intend to take regulatory action regarding the requirement to conduct
full stability studies to assess the stability of the manipulated product if the tests conducted as part of the
limited stability testing described in Appendix A are conducted on samples aged to at least 2/3 of the
labeled BUD (if longer than the default BUDs outlined in Appendix B), manipulated (e.g., reconstituted or
diluted) as described in labeling, and then held for the desired in-use time (up to 28 days).

The labeled directions for use*' should include instructions to the health care provider or patient that the
time in storage plus the administration phase should not exceed the BUD. Consider, for example, a sterile
powder formulation in a vial that must be reconstituted with Sterile Water for Injection, USP, before patient
administration with a label that includes an in-use-time of within 4 hours at room temperature or within 24
hours if refrigerated. The in-use time begins when the sterile powder vial is entered and reconstituted with
Sterile Water for Injection, USP. The reconstituted solution should be administered to the patient within 4
hours if the solution is held at room temperature or within 24 hours if it is stored in the refrigerator.

3. In-Use Time and BUD:s for Sterile Drug Products

The outsourcing facility should establish the BUD placed on a compounded drug product’s label,
taking into consideration that the BUD is the date/time after which the product is to be discarded.
The labeled directions for use should include instructions to the health care provider or patient
accordingly. If the product does not require any manipulation (e.g., dilution or reconstitution)
before administration, the directions for use should advise that administration to the patient
should be completed before reaching the BUD. For example, if an IV bag containing a
compounded drug product with a BUD of 24 hours is to be infused to the patient over a period of
4 hours, the infusion should begin by 20 hours to ensure that administration will be complete
before reaching the BUD, at which point the compounded drug product should be discarded.

L. Packaging and Labels

Packaging of non-sterile and sterile drugs must be appropriate to the product and capable of ensuring the
sterility, if applicable, and integrity of the product until it is administered to a patient (see §§ 211.94,
211.122). Labels must contain required information, and labeling operations must include controls to
prevent mix-ups; furthermore, procedures must be developed to ensure these requirements are met (§§
211.122, 211.125, 211.130, 211.134).

The following aspects of packaging and labeling are critical to ensure the quality of compounded drug
products and must be implemented by outsourcing facilities:

e The container, closure, and packaging systems provide adequate protection against
foreseeable external factors in storage, shipment, and use that could cause contamination
or deterioration of the finished drug product (e.g., cracked vials, leaks in bags) (§ 211.94).

e Adequate controls have been established for issuing labels, examining issued labels, and
reconciliation of used labels to prevent mix-ups (§ 211.125).

e There is adequate separation between the labeling and packaging operations of different

41 Section 503B(a)(10)(B) of the FD&C Act provides the following: “The container from which the individual units of
the drug are removed for dispensing or for administration . . . shall include . . . directions for use, including, as
appropriate, dosage and administration.”
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products, including ones with different strengths or containers or closures, to prevent mix-
ups (§ 211.130).

e Adequate controls have been established to ensure proper identification of any filled

containers of non-sterile or sterile drug products that will be stored unlabeled for any period
of time (§ 211.130).

e Packaging records include results of examinations of labels used (§ 211.134) and specimens
or copies of all labeling used (§ 211.188).

e The labeled finished drug product has been examined for accuracy before release (§
211.134).

M. Reserve Samples

An appropriately identified reserve sample that is representative of each lot or batch of drug product must
be retained and stored under conditions consistent with product labeling (§ 211.170). FDA generally does
not intend to take regulatory action against an outsourcing facility regarding reserve sample requirements
if all of the following apply:

e Once >10,000 units are produced of a given drug product formulation and container-
closure system in a 6-month reporting period, an appropriately identified and representative
reserve sample is collected each time 1,000 units of that specific formulation and container-
closure system is produced for the remainder of the current reporting period and for the
entire subsequent 6-month reporting period.

e The reserve sample is retained and stored under the labeled storage conditions and in the
same immediate container-closure system in which the drug product is marketed or in one
that has essentially the same characteristics (e.g., same material, same headspace for
liquids).

e The reserve sample is held for at least 30 days following the expiration date.

e The reserve sample consists of at least the quantity of drug product necessary for all tests
required at release, except for sterility and pyrogen testing.

N. Complaint Handling

Outsourcing facilities must have procedures for handling complaints that they receive about their
compounded drug products (§ 211.198). Written and oral complaints concerning the quality or purity of a
drug product must be reviewed by the quality control unit, which must determine the need to investigate
the complaint in accordance with § 211.192 (§ 211.198). If an investigation is needed, in addition to the
quality control unit, personnel appropriate to evaluate the complaint should be involved. Complaint
handling procedures must include provisions for review to determine whether the complaint represents
an adverse event that must be reported to FDA (see

§ 211.198, section 301(ccc)(3) of the FD&C Act, and the guidance for industry Adverse Event
Reporting for Outsourcing Facilities Under Section 503B of the Federal Food, Drug, and Cosmetic
Act).
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III. GLOSSARY

Action Limit: An established microbial or airborne particle level that, when exceeded, should trigger
appropriate investigation and corrective action based on the investigation.

Active Pharmaceutical Ingredient (API): Any substance that is intended for incorporation into a finished
drug product and is intended to furnish pharmacological activity or other direct effect in the diagnosis,
cure, mitigation, treatment, or prevention of disease, or to affect the structure or any function of the body.
API does not include intermediates used in the synthesis of the substance.

Aggregate Batch: The sum of all units produced from any number of batches over the 6-month period
for which a drug product report is submitted.

Alert Limit: An established microbial or airborne particle level giving early warning of potential drift from
normal operating conditions and triggering appropriate scrutiny and follow-up to address the potential
problem. Alert limits are always lower than action limits.

Aseptic: Free from germs that cause disease; sterile.

Aseptic Manufacturing Area: The classified part of a facility that includes the aseptic processing
room and ancillary cleanrooms.

Aseptic Process: The process by which a sterile product is packaged in a sterile container in a manner
that maintains sterility.

Batch: A specific quantity of a drug or other material that is intended to have uniform
character and quality, within specified limits, and is produced according to a single compounding order
during the same cycle of production.

Beyond-Use Date (BUD): A date beyond which a compounded drug product should not be used. A BUD
notifies the user of the period during which a compounded drug product’s required quality characteristics
(e.qg., sterility, strength, purity, freedom from particulate matter) can be ensured.

Bioburden: The total number of microorganisms associated with a specific item before sterilization.

Biological Indicator (Bl): A population of microorganisms inoculated onto a suitable medium (e.g.,
solution, container or closure) and placed within appropriate sterilizer load locations to determine the
sterilization cycle efficacy of a physical or chemical process. The challenge microorganism is selected
based on its resistance to the given process. Incoming lot D-value and microbiological count define the
quality of the BI.

Bulk Drug Substance: See definition for active pharmaceutical ingredient.
Cleanroom: A room designed, maintained, and controlled to prevent particle and microbiological
contamination of drug products. Such a room is assigned a classification based on reproducibly meeting

appropriate air cleanliness limits.

Component: Any ingredient intended for use in the manufacture of a drug product, including ingredients
that may not appear in the final drug product.

Critical Area: An area designed to maintain sterility of sterile materials.

Critical Surface: Surfaces that may come into contact with or directly affect a sterilized product or its



EXHIBIT F

containers or closures.
Depyrogenation: A process used to destroy or remove pyrogens (e.g., endotoxins).
Disinfection: A process by which surface bioburden is reduced to a safe level or eliminated.

Endotoxin: A pyrogenic product (e.g., lipopolysaccharide) present in the bacterial cell wall. Endotoxins
can lead to reactions ranging from fever to death in patients receiving injections.

Expiration Date: A date on the drug product label that indicates how long the drug can meet applicable
standards of identity, strength, quality, and purity under labeled storage conditions before it is used.
Expiration dates are determined based on product-specific stability studies evaluating the specific
formulation of a drug product, in the specific container in which it is to be stored, and under the conditions
to which it may be exposed. Temperature, humidity, and light are some of the factors that can affect
whether and how much a drug product degrades over time.

HEPA Filter: A high-efficiency particulate air filter with minimum 0.3 ym particle retaining efficiency of
99.97 percent.

In-Use Time: The maximum amount of time that can be allowed to elapse between penetration of a
container-closure system once the drug product has been sterilized, or after a lyophilized drug product
has been reconstituted, and before patient administration.

Intervention: An aseptic manipulation or activity that occurs in the critical area.

Isolator: A decontaminated unit supplied with ISO 5 or higher air quality that provides uncompromised,
continuous isolation of its interior from the external environment (e.g., surrounding cleanroom air and
personnel).4?

Lot: A batch, or a specific identified portion of a batch, having uniform character and quality within
specified limits; or, in the case of a drug product produced by continuous process, a specific identified
amount produced in a unit of time or quantity in a manner that provides assurance of its having uniform
character and quality within specified limits.

Operator: Any individual participating in the aseptic processing operation, including line set-up, filler, or
maintenance, or any other personnel associated with aseptic line activities.

Pyrogen: A substance that induces a febrile reaction in a patient.
Terminal Sterilization: The application of a lethal agent (e.g., heat) to sealed, finished drug products for
the purpose of achieving a predetermined sterility assurance level (SAL) of usually less than 10 (i.e., a

probability of a non-sterile unit of greater than one in a million).

Unidirectional Flow: An airflow moving in a single direction, in a robust and uniform manner, and at
sufficient speed to reproducibly sweep particles away from the critical processing or testing area.

Viable Particle: A particle that consists of, or supports, one or more live microorganisms.

42 See Appendix 1 in guidance for industry Sterile Drug Products Produced by Aseptic Processing—Current Good
Manufacturing Practice.
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IV.  APPENDIX A.

CONDITIONS UNDER WHICH FDA GENERALLY DOES NOT INTEND TO TAKE REGULATORY ACTION
REGARDING CERTAIN RELEASE TESTING REQUIREMENTS

Procedures for release must be established that ensure that each batch of a drug product is not released
until the following have been completed (see §§ 211.22, 211.165, 211.167(a), 211.192):

e An appropriate laboratory determination has been conducted to ensure that each batch of a
drug product conforms to specifications.

e A review of environmental and personnel monitoring data, if applicable, has been
conducted to ensure that manufacturing conditions were acceptable during production of
the batch.

e Associated laboratory data and documentation have been reviewed by the quality control
unit, and they demonstrate that the drug product meets specifications.

e A designated qualified individual from the quality control unit has authorized final release.

A. Non-Sterile Drug Products
FDA generally does not intend to take regulatory action against an outsourcing facility regarding these
release requirements under the conditions described in Table A, which is at the end of Appendix A.
For any given product, consider which conditions in Table A apply. If multiple conditions apply, choosing
the least stringent option for each individual batch release test among the applicable conditions would be
consistent with the enforcement policy set forth in this appendix.

Example 1: All of the following conditions apply:
e The batch size is >60 units.
e The water activity is <0.6 (it is not a solid dosage form).

e The product is tested for strength by a method that is highly specific (e.g., high performance
liquid chromatography (HPLC)) and uses a reference standard.

From Table A, conditions 2b and 3 apply; under those conditions, FDA generally does not intend to take
regulatory action against an outsourcing facility regarding batch release tests for identity,
AET/preservative content, microbial enumeration, or tests for specified microorganisms if the outsourcing
facility assessed strength, content uniformity, pH, appearance, and the other appropriate specifications
for that product.

Example 2: All of the following conditions apply:

e The batch size is 30 units each month.

e The starting material is a bulk drug substance.
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e The product is a solid dosage form.

e The product is tested for strength by a method that is highly specific (e.g., HPLC) and uses
a reference standard.

From Table A, conditions 1b and 3 apply for the first batch of 30 units; conditions 2c and 3 apply for the
second batch of 30 units (i.e., when a total of 60 units has been produced); conditions 1b and 3 apply for
the third batch of 30 units; and so on. Under those conditions, FDA generally does not intend to take
regulatory action against an outsourcing facility regarding batch release testing for identity, content
uniformity, pH, AET/preservative content, microbial enumeration, tests for specified microorganisms, or
the other appropriate specifications if the outsourcing facility assessed strength and appearance for every
batch and also assessed content uniformity and the other appropriate specifications for that product for
every other batch.

B. Sterile Drug Products

FDA generally does not intend to take regulatory action against an outsourcing facility regarding these
release requirements as they apply to sterility testing if sterility testing is initiated before batch release
(see also Table D in Appendix B for BUDs for products released without a completed sterility test) and
established procedures specify that if the drug product fails to meet a criterion for sterility:

o All facilities that received the drug product are notified immediately of the test results and
provided with any appropriate information and recommendations to aid in the treatment of
patients.

e The notification is documented.

e FDA is notified in writing within 5 working days.*’

In addition, FDA generally does not intend to take regulatory action against an outsourcing facility
regarding the release requirements for sterility testing under the conditions described in Table B, which
is at the end of Appendix A. For any given product, consider which conditions in Table B apply. If multiple
conditions apply, choosing the least stringent option for each individual batch release test among the
applicable conditions would be consistent with the enforcement policy set forth in this appendix.

Example 1: All of the following conditions apply:
e The batch size is 30 units each month.

e The product is a solution or total parenteral nutrition (TPN) and the bulk solution but not
the finished drug product is tested for identity and strength immediately before filling into
the final and prelabeled drug product containers.

e The product is terminally sterilized using a validated sterilization cycle that uses physical,
chemical, or biological indicators.

From Table B, conditions 2, 5, and 6 apply to the first batch of 30 units; conditions 1, 5, and 6 apply to the
second batch of 30 units (i.e., when a total of 60 units has been produced); and so on. Under those

43 Reports should be emailed to FDA at OFAlertReport@fda.hhs.gov.
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conditions, FDA generally does not intend to take regulatory action against an outsourcing facility
regarding batch release testing for identity, strength, sterility, pH, visible particulates, subvisible
particulates (where applicable), or other appropriate specifications, including USP monograph
specifications, if the outsourcing facility conducted testing for endotoxin, color, and clarity on that product
for each batch and also conducted testing on pH, visible particulates, subvisible particulates (where
applicable), and other appropriate specifications, including USP monograph specifications on every other
batch.

Example 2: Both of the following conditions apply:

e The batch size is >60 units.

e Drug product is a multicomponent injectable drug product (e.g., total parenteral nutrition
product, cardioplegia solution) compounded from APIs produced only by FDA-registered
manufacturers, the finished product is compounded using automated equipment with
validated software, and the equipment is calibrated immediately before and after each
personnel shift.

From Table B, conditions 1 and 5 apply; under those conditions, FDA generally does not intend to take
regulatory action against an outsourcing facility regarding batch release testing for identity and strength
if the outsourcing facility conducted testing for sterility, endotoxin, pH, color, clarity, visible particulates,
subvisible particulates (where applicable), and other appropriate specifications, including USP
monograph specifications.

C. Additional Considerations

FDA generally does not intend to take regulatory action against an outsourcing facility regarding the
requirement to test the finished product before release (see § 211.165, 211.167) if the drug product is
aseptically filled into secured, sterile cartridges or cassettes that are designed to prevent misuse through
a locking mechanism that prevents the outsourcing facility from testing the finished product, and all
testing/examinations are conducted on a sample from the container that holds the pooled, compounded
drug product (e.g., pump reservoir) after all final containers are filled. 44

To reduce the need for the manufacturing of additional units to meet the sterility testing requirement (see
§ 211.167) by following the procedures in USP General Chapter <71> Sterility Tests, FDA generally does
not intend to take action against an outsourcing facility regarding the number of units tested if:

e For batch sizes up to and including 10 units that do not also meet conditions 3 or 6 in Table
B, at least 1 unit is tested; and

e For batch sizes of greater than 10 units and fewer than 40 units, the sterility test is
conducted using a number of containers that equals 10 percent rounded up to the next whole
number.

4 See Table 2 in USP General Chapter <71> Sterility Tests for more information regarding the volume to be
sampled.
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Batch Release Test

O Test for which FDA generally does not intend to take regulatory

action under the conditions listed
® Test expected to be performed, if applicable
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Tests are conducted according to these conditions ...
1. Batch size <60 units,? if omitted tests are performed once 60 units are produced®
1a. Starting from FDA-approved product o o 0 o PY 0 0 0 0
1b. Starting from bulk drug substance PY PY 0O 0O PY 0O 0O 0O 0O

2. Batch size 260 units or once 60 units are produced® and considering the following characterizations of

water activity:

2a. Water activity >0.6 ® Y ® Y Y ° ® ® ®
2b. Water activity <0.6 (other than solid

dosage ° ® ® ® ] O O O {
forms)

2c. Solid dosage forms Y Y ® o Y O O O °

... unless conditions 3 or 4 also apply. If so, choosing the least stringent option for each test
among applicable conditions would be consistent with the enforcement policy set forth in this

appendix.

3. Product tested for strength by method
that is highly specific (e.g., HPLC) and
uses a reference standard
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4. Compounded drug product is single
dilution of FDA-approved drug product,
or is made from one or more dilutions of
FDA-approved drug product performed
per labeling dilution instructions and | o 0 P P P P P P P
using automated equipment calibrated
immediately before and after production

@ Individual tablets or capsules for solid oral dosage forms and suppositories, inserts, or containers (e.g., vial, syringe,
IV bag, tube) for other dosage forms.

b Omitted tests under these conditions need only be performed one time after a single batch of 60 or more units has
been produced or once 60 or more units have been produced in more than 1 batch within a year of the time the first
batch is produced, and resets once testing has been performed or at 1 year from the time the first batch is produced
if a minimum of 60 units was not produced. For example, if the batch size is consistently 30 units (e.g., tubes) of a
particular volume of drug, the omitted tests are conducted on every second batch produced. Or, if the first, second,
and third batches in the year include 25, 30, and 10 units respectively, the omitted tests are performed on the third
batch because the minimum of 60 units has been met.

¢ FDA generally does not intend to take regulatory action if content uniformity testing is not performed on solutions.

dIf the drug product is self-preserving, then either test for the APl/excipient that is providing the preserving effect or
conduct antimicrobial effectiveness testing (AET). For products with a preservative, conduct preservative content
testing. Nonetheless, AET should be performed at least one time on a formulation using the lowest preservative
concentration for the subject formulation and container-closure system.

¢ See, for example, USP General Chapter <1111>.

f These include generally recognized attributes for each dosage form such as those described in ICH Q6A or USP
monographs or general chapters.
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Table 5: Conditions Regarding Batch Release Tests for Sterile Drug Products

Batch Release Test

O Test for which FDA generally does not intend to take regulatory action
under the conditions listed

® Test expected to be performed

Conditions
e o: g Q g %
P - v - E 3 E Pa——
£ 2| £ |3 |z |8| & |25 3% 5%
5 g| ¢ | 8| = | 8| & |28 38 &8¢
2 a| ® | 2 °1 ©® |8 3E °&8
i ol Po <
Tests are conducted according to these conditions ...
1. Batch size 260 units? oronce 60 | @® ] [ ] [ [ [ [ [ [ [
units are produced®
2. Batch size <60 units, if omitted
tests are performed once 60 units | © O 1 L o | e ® | o | O
are produced®
3. Batch <10 units compounded
pursuant to prescription for single
patient and label bears BUD per ° ° Y
Table D in Appendix B, if omitted © © © © © © ©
tests are performed once 60 units
are produced®

... unless conditions 4, 5, or 6 also apply. If so, choosing the least stringent option for each test
among applicable conditions would be consistent with the enforcement policy set forth in this

appendix.

4. Product tested for strength
(potency) by method that is highly
specific (e.g., HPLC) and uses a
reference standard

5. For solutions or total parenteral
nutrition (TPN) only:

- Compounded drug product is
single dilution of FDA-approved
drug product, or is made from one
or more dilutions of FDA- approved
drug product performed per
labeling dilution instructions and
using automated equipment
calibrated immediately before and
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after production

- OR-

- Bulk solution but not finished
drug product is tested for identity
and strength immediately before
filling into final and prelabeled drug
product containers

- OR-

- Drug product is multicomponent
injectable drug product (e.g., TPN
product, cardioplegia solution)
compounded from APIs produced
only by FDA-registered
manufacturers, finished product is
compounded using automated
equipment with validated software,
and equipment is calibrated
immediately before and after each
personnel shift

6. Product is terminally sterilized
using validated sterilization cycle | @ ® e} ® ® ® Y Y ) Y
that uses physical, chemical, or
biological indicators

aIndividual tablets or capsules for solid oral dosage forms and suppositories, inserts, or containers (e.g., vial, syringe,
IV bag, tube) for other dosage forms.

b Omitted tests under this condition need only be performed one time after a single batch of 60 or more units has
been produced or once 60 or more units have been produced in more than 1 batch within a year from the time the
first batch is produced, and resets once testing has been performed or at 1 year from the time the first batch is
produced if a minimum of 60 units was not produced. For example, if the batch size is consistently 35 units (e.g.,
vials) of a particular volume of drug, testing is conducted on every second batch produced. Or, if the first, second,
and third batches in the year include 25, 20, and 30 units respectively, testing is performed on the third batch because
the minimum of 60 units has been met.

¢For finished products compounded from starting materials that are sterile and nonpyrogenic, see section |, Release
Testing, for more information on endotoxin testing.

4 These include generally recognized attributes for each dosage form such as those described in ICH Q6A or USP
monographs or general chapters.
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V. APPENDIX B.

CONDITIONS UNDER WHICH FDA GENERALLY DOES NOT INTEND TO TAKE REGULATORY ACTION
REGARDING STABILITY TESTING AND EXPIRATION DATE REQUIREMENTS

A. Default BUD (No Testing) for Non-Sterile Drug Products: Aggregate Batch Size
<5,000 Units

FDA generally does not intend to take regulatory action against an outsourcing facility regarding the
requirements for stability studies and expiration dates for non-sterile drug products under

§§ 211.166 and 211.137 if (1) a BUD has been assigned according to Table C; (2) water activity testing
is conducted as described below, if applicable, to determine the type of product for assigning the BUD;
(3) literature or other scientific information, including relevant commercially available product labeling for
a similar drug (e.g., components, dosage form, route of administration, primary container-closure type),
does not indicate that the drug product may not be physicochemically stable over the time period listed;
and (4) the BUD is used as the expiration date.*5

The default BUDs in Table C are based on the likelihood of microbial proliferation as determined by water
activity testing. Products with a water activity >0.6 are of greater concern microbiologically because there
is potential for proliferation of microorganisms in the product. Use of a validated preservative strategy“®
can greatly reduce the likelihood of microbial proliferation in finished drug products.

Water activity testing is conducted as follows to determine the type of product for assigning the default
BUD:

e Solid dosage forms (i.e., tablets and capsules): No water activity testing is necessary.

e Products with water activity >0.6: No water activity testing is necessary if the product is
known or assumed to have a high-water activity (e.g., liquid oral solution) and the
applicable default BUD for products with water activity >0.6 is used.

e Products with suspected low water activity (other than solid dosage forms) (e.g.,
suppository): Water activity testing is conducted once for each non-sterile drug product
formulation according to validated test procedures such as those described in USP General
Chapter <1112>. Depending on the results of the water activity test, the BUD should be
set according to Table C.

Table 6: Default BUDs for Non-Sterile Drug Products With Aggregate Batch Size <5,000 Units

Type of Product Storage Conditions

45 To be eligible for the exemptions provided under section 503B of the FD&C Act, the compounded drug product
must be labeled with an expiration date (see section 503B(a)(10)(A)(iii)(VI)).
46 See USP General Chapter <51>.
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Controlled R T t .
ontro e(zof :om25°e(r:r)‘ perature Refrigerator (2° to 8°C)
Solid dosage forms 180 days N/A
- Preserved: 30 days Preserved: 30 days
Wat tivity >0.6
ater activity > Unpreserved: Not applicable Unpreserved14 days
Water activity <0.6 90 days N/A

B. Default BUD (No Testing) for Sterile Drug Products: Aggregate Batch Size <1,000

Units

FDA generally does not intend to take regulatory action against an outsourcing facility regarding
the requirements for stability studies and expiration dates under §§ 211.166 and 211.137 if (1) a
BUD has been assigned according to the criteria based on processing conditions in Table D; (2)
literature or other scientific information, including relevant commercially available product
labeling for a similar drug (e.g., components, dosage form, route of administration, primary
container-closure type), does not indicate that the drug product may not be physicochemically
stable over the time period listed; and (3) the BUD is used as the expiration date.*’

Table 7: Default BUDs for Aggregate Batch Size <1,000 Units With Given Processing and Storage Conditions

Storage Conditions

Controlled
. . Contains a Room : Freezer
Processing Conditions Preservative? | Temperature Refrigerator (-25° to
2°to 8°C ; :
(20° to 25°C) ( ) 10°C)
e Finished drug product is
aseptically processed; No 6 days 9 days 45 days
and
e A sterility test has not
been completed before
release Yes 28 days 42 days 45 days

47 To be eligible for the exemptions provided under section 503B of the FD&C Act, the compounded drug product
must be labeled with an expiration date (see section 503B(a)(10)(A)(iii)(VI)).
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e Finished drug product is
terminally sterilized;

e A validated sterilization
cycle that uses physical,
chemical, or biological
indicators is employed;
and

No 14 days 28 days 45 days

e A sterility test has not
been completed before Yes 28 days 42 days 45 days
release

e Finished drug product is No 28 days 42 days 45 days

aseptically processed or
terminally sterilized and
has a  completed, Yes 42 days 42 days 45 days
passing sterility test
before release

C. Enforcement Policy Regarding the Use of Limited Stability Testing To Assign a BUD

Stability testing is intended to confirm the stability performance of a non-sterile or sterile compounded
drug product held under the labeled storage conditions for the duration of the BUD. Procedures
established for assessing the stability of drug products compounded by outsourcing facilities must achieve
the following (§§ 211.122, 211.160, 211.166):

e Incorporate stability-indicating test methods that are reliable, meaningful, and specific.

e [Evaluate samples of the drug product in the same container-closure system and with the
same or representative label and adhesive that will be affixed to the container in which the
drug product is marketed.

e Evaluate samples for stability that are representative of the batch from which they were
obtained and are stored under suitable conditions.

e Incorporate testing to evaluate antimicrobial effectiveness for drug products labeled or
intended to be multiple dose. If antimicrobial effectiveness has been previously established
for the formulation and container-closure system, a test for preservative content may be
used in lieu of a full antimicrobial effectiveness study.

FDA generally does not intend to take regulatory action against an outsourcing facility regarding stability
testing and expiration date requirements if the outsourcing facility uses the approach outlined below
describing a number of lots and a set of tests—which should be conducted at lot release as part of normal
operations—to be performed at the time of the desired BUD. This section C does not apply to non-sterile
unpreserved aqueous drug products because of the higher risk of microbiological proliferation.

The following conditions apply:
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e Samples are evaluated following aging under the long-term storage conditions (i.e.,
temperature and humidity) in ICH Q1A(R2).

e The data from each time point are evaluated against the established specifications for the
compounded drug product.

e The BUD is not longer than 12 months.

e If the data for any test fall outside of the established specifications, the BUD is restricted
to the last time point at which the data remained within specifications, or the default BUD
(described above) is used.

Because of the possibility that a sample may not meet specifications at the final time point, FDA strongly
recommends the inclusion of testing at at least one interim time point. If the data at the final time point do
not confirm the stability of the product at the desired BUD (e.g., some measurements fall outside of the
established specifications), but the data at the interim time point are acceptable (i.e., measurements meet
the established specifications), a BUD equal to the interim time point meets the second condition above.

Under this policy, samples from one lot are tested. Each unit subjected to one or more tests that
compromise the integrity of the primary container-closure is only tested at a single time point (i.e., not at
additional time points). If a single unit is to be used for multiple discrete tests to minimize destructive
testing, the unit dosage is subdivided into multiple aliquots that are not held longer than the time to
complete the testing (typically not longer than 48-72 hours) and the aliquots are placed into appropriate
testing containers (e.g., high performance liquid chromatography vials or sample tubes) that protect the
sample from being compromised (e.g., from exposure to air, light, evaporation).

1. Non-sterile
a. Nondestructive tests
The following test is conducted:

e Appearance.
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b. Destructive chemical tests
The tests to be conducted include:
e pH, if applicable (e.g., for aqueous formulations).
e Assay.®®
e Appropriate specifications.
c. Microbiological tests, if water activity >0.6
The tests to be conducted include:
e Antimicrobial effectiveness testing/preservative content testing at expiry.
e Microbial enumeration® (USP General Chapter <61>).

e Test for specified organisms>® (USP General Chapter <62>).

2. Sterile

a. Nondestructive tests

The following tests are conducted:
e Appearance.
e Color and clarity.

e Visible particulates.

b. Destructive chemical tests
The tests to be conducted include:

e pH, if applicable (e.g., for aqueous formulations).

e Assay.’!

48 See note 31.

49 See, for example, USP General Chapter <1111>.
50 |bid.

51 See note 31.
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e Subvisible particles (10pm—100pm).>
Sterility or container-closure integrity tests

To confirm that sterility is maintained over the proposed BUD, container-closure integrity testing (such as
described in USP General Chapter <1207>) or a sterility test (see USP General Chapter

<71>)is conducted. When performed, container-closure integrity testing is conducted on a number of units
that is suitable for the chosen test method.

D. Bracketing

Use of bracketing in stability studies allows for more streamlined evaluation of drug products for which
there are multiple strengths or volume presentations produced. Bracketing assumes that the stability of
intermediate strengths (or intermediate fill volumes) is adequately represented by the extremes tested.
For multiple drug products to be eligible for bracketing stability studies, the candidate formulations should
vary only in strength (or concentration) or fill volume.

Although individual excipient amounts may vary, all excipients (in worst-case amounts) should be in all
bracketed formulations. Proportional formulations are not required. The same container- closure system
must be used (§ 211.166). If three or more strengths, concentrations, or volume presentations exist,
intermediate cases for stability studies as follows may reflect an appropriate use of bracketing:

e If 3 or 4 drug product strengths, concentrations, or volume presentations are produced, test
the high and low extremes (e.g., if available strengths include 2.0 mg/mL, 3.5 mg/mL, 5.0
mg/mL, and 10.0 mg/mL, test 2.0 mg/mL and 10.0 mg/mL).

e If5-10 drug product strengths, concentrations, or volume presentations are produced, test
the high and low extremes and 1 intermediate case.

e If more than 10 drug product strengths, concentrations, or volume presentations are
produced, test the high and low extremes and 2 intermediate cases.

It is critical that determination of the extremes be done with care. For example, with respect to volume fill,
the appropriate extremes are not necessarily always the highest and lowest

fluid volume fills. Rather, the head space-to-fluid volume ratio may better represent the appropriate
extreme depending on the container volume used in the various presentations.

Bracketing as described in this section does not apply to microbial testing of sterility, endotoxins, or
bioburden. Bracketing may be appropriate for water activity testing and antimicrobial effectiveness testing
when used in conjunction with a preservative content testing strategy.

52 Applicable only to intrathecal, intravenous, intra-arterial, ophthalmic, intramuscular, sterile otic, and
subcutaneous preparations.

53 See ICH guidance for industry Q1D Bracketing and Matrixing Designs for Stability Testing of New Drug
Substances and Products for more information on bracketing and matrixing.



Capitulo 1. Disposiciones generales

Seccion 1. Titulo. La presente Regulacion se denominara “Regulacion de Servicios de Salud A de
Prospera”.

Seccion 2. Proposito y objetivos.

(a) La presente Regulacion tiene por objeto establecer los requisitos regulatorios para la prestacion de
servicios de salud, médicos y servicios relacionados por parte de los proveedores de servicios de salud, asi
como regular ciertos servicios de salud, médicos y servicios relacionados que se ofrecen y/o realizan
utilizando técnicas médicas avanzadas o medios innovadores.

(b) Los objetivos de la presente Regulacion son: (1) generar confianza en relacion con los proveedores de
servicios de salud y los servicios y productos que ofrecen; (2) proteger a los consumidores de servicios de
salud; (3) aumentar el acceso a los servicios de salud; (4) promover la innovacion; Proporcionar sugerencias
sobre las mejores practicas en operaciones de produccion, procesamiento y utilizacion de células y tejidos
humanos, en medicina e investigacion médica.

Seccion 3. Definiciones. Las siguientes definiciones regiran su interpretacion y aplicacion:

(a) “Accion Administrativa” significa las instrucciones, politicas, determinaciones y directrices
administrativas del 6rgano encargado de la autoridad ejecutiva o administrativa pertinente de conformidad
con la Carta de Prospera o de la norma reguladora. Las Acciones Administrativas tienen por objeto la
aplicacion de las Normas y, en consecuencia, estan subordinadas a éstas. Las Acciones Administrativas se
publicaran cuando sea necesario para cumplir con la obligacién de Prospera, de conformidad con la Carta
de Prospera, de proporcionar el debido proceso.

(b) “Tratamientos Alternativos Contra el Cancer” significa los tratamientos alternativos y complementarios
contra el cancer que han demostrado ser seguros y eficaces en aplicaciones anteriores en una poblacion
estadisticamente significativa y que ain no han sido aprobados por la Administracion de Alimentos y
Medicamentos de los Estados Unidos. (USFDA, por sus siglas en inglés).

(c) “CFR” significa el Codigo de Regulaciones Federales de los Estados Unidos.

(d) “Servicios Médicos Convencionales” significa todos los servicios médicos legalmente permitidos en un
lugar designado dentro de los Estados Unidos, incluyendo los tratamientos contra el cancer, la medicina
regenerativa y las terapias celulares, y las aplicaciones terapéuticas biologicas, actualizadas y/o aumentadas
en cualquier momento y de vez en cuando. Quedan expresamente excluidos los Tratamientos Alternativos
contra el Cancer, las Terapias Genéticas y con Plasmidos y las Terapias Celulares y de Medicina
Regenerativa.

(e) “Persona de Industria Regulada Cubierta” significa cualquier Persona de Industria Regulada de la
Industria de la Salud que se dedique principalmente a Servicios de Salud (Integrales), asi como a
operaciones incidentales en otros aspectos de la Industria de la Salud, segin se define en el Estatuto de
Regulacion Industrial de Prospera.

(f) “Terapias Genéticas y con Plasmidos” significa las técnicas que modifican la actividad celular de una
persona a través de la expresion génica y los productos resultantes para tratar o mitigar enfermedades, que
han demostrado ser seguras y eficaces en aplicaciones previas en una poblacion estadisticamente
significativa y que atin no han sido aprobadas por la USFDA.



(g) “PSG” significa el Proveedor de Servicios Generales de Prospera, seleccionado de conformidad con el
Articulo VII de la Carta de Prospera.

(h) “Servicios de Salud (Integrales)” significa los servicios de salud, médicos y relacionados descritos en
la Seccion 1 del Capitulo 2 de la presente Regulacion.

(i) “Proveedor de Servicios de Salud” significa una persona con un permiso bajo la Resolucion de Permisos
de Prospera para ejercer el negocio de Servicios de Salud (Integrales) en la Industria de la Salud (como se
define en el Estatuto de Regulacion Industrial de Prospera).

(j) “Proveedores de Servicios de Salud” significa proveedores de Servicios de Salud (Integrales).

(k) “Formacion y Educacion en Salud” significa la formacion y educacion que promueven la comprension
de la salud humana, incluida la formacion y educacion de especialistas en salud.

(1) “Junta de Revision Institucional” significa un organismo administrativo establecido para proteger los
derechos y el bienestar de los sujetos humanos seleccionados para participar en actividades de investigacion
llevadas a cabo bajo los auspicios de la institucion a la que esta afiliada, y esta estructurada para satisfacer
las directrices y requisitos de la investigacion con seres humanos establecidos por la OMS, asi como
disposiciones seleccionadas y adaptadas del CFR de la FDA de los Estados Unidos: 21 CFR Parte 812.7 y
812.28, cuando corresponda, (como se establece en los Anexos A 'y B).

(m) “TEPT y LCT” significan, respectivamente, “trastorno de estrés postraumatico” y “lesion cerebral
traumatica”.

(n) “Investigacion Médica Supervisada por una Junta de Revision Institucional” significa los estudios
sistematicos para obtener informacion y comprension sobre la salud humana que estan disefiados para
desarrollar o contribuir al conocimiento cientifico general, incluidos los ensayos clinicos, y que estan
supervisados por una Junta de Revision Institucional o un Comité de Etica Independiente de buena fe.

(0) “Operacion de laboratorios” significa el funcionamiento de laboratorios médicos y de diagnostico y de
salas blancas clasificadas y no clasificadas para el procesamiento de tejidos humanos con fines de
tratamientos regenerativos y de terapia celular.

(p) “Compuesto Farmacéutico” significa la fabricacion farmacéutica de productos compuestos.
(q) “Operacion de Farmacias” significa la operacion de farmacias.

(r) “Procesamiento y Fabricacion” significa el procesamiento y fabricacion de productos de tejidos
congénitos no embrionarios y otros productos de células y tejidos humanos.

(s) “Prospera” significa la zona de régimen especial establecida por y a través de la Carta de Prospera
conocida como “Prospera ZEDE” de conformidad con la Ley Organica de las ZEDE por el CAMP y el
Secretario Técnico, incluidas sus dependencias; y se considerara que incluye las referencias anteriores a la
“ZEDE Village of North Bay”, “Village of North Bay”, la “ZEDE of North Bay” y la “ZNB”, todas las
cuales se consideraran relacionadas con la misma zona de régimen especial gobernada de conformidad con
la Carta de Prospera.

(t) “Carta de Prospera” significa la Carta y los Estatutos de Prospera del 23 de agosto de 2018, modificados
y reformulados el 13 de septiembre de 2019, codificados bajo §§1-1-36-0-0-1.01 a 1-12-36-0-0-12.03, y
segun se modifiquen de vez en cuando. Las definiciones de la Carta de Prospera complementaran la presente
Regulacion.



(u) “Registro de Entidades de Prospera” significa el Registro de Entidades establecido de conformidad con
el Articulo XI de la Carta de Prospera en virtud del Estatuto de Entidades de Préspera, codificado bajo §§2-
1-43-0-0-1, et seq.

(v) “Resolucion de Responsabilidad Financiera de Prospera” significa la Resolucion de Responsabilidad
Financiera de Prospera, §5-2-91-0-0-0-1, et seq., segun sea modificada de vez en cuando.

(w) “Estatuto de Responsabilidad Financiera de Prospera” significa el Estatuto de Responsabilidad
Financiera de Prospera, §2-2-76-0-0-0-1, et seq., segiin sea modificado de vez en cuando.

(x) “Estatuto de Regulacion Industrial de Prospera” significa el estatuto codificado bajo §§2-2-28-0-0-0-1
a 2-2-28-0-0-7, segin sea modificado de vez en cuando.

(y) “Registro Personal de Prospera” significa el Registro Personal establecido de conformidad con el
Articulo XI de la Carta de Prospera de conformidad con el Estatuto de Registro Personal de Prospera,
codificado bajo §§2-1-44-0-0-1, et seq.

(z) “Promotor y Organizador de Prospera” significa Honduras Prospera, Inc. (antes conocida como
Sociedad Para el Desarrollo Socioecondomico de Honduras, LLC), sociedad domiciliada en Delaware,
Estados Unidos.

(aa) “Codigo Comercial Uniforme de Prospera” se refiere a la parte del RCLC codificada como §§2-3-4-0-
3-5-3501 a 3510, segun sea modificado de vez en cuando, junto con la “Resolucion del Sub-Registro del
Codigo Comercial Uniforme de Prospera”, §§5-1-140-0-0-0-1, et seq., segiin sea modificada de vez en
cuando.

(bb) “Poliza de Seguro Calificada” tiene el mismo significado que en la Resolucion de Responsabilidad
Financiera de Prospera.

(cc) “Aseguradora Calificada” tiene el mismo significado que en la Resolucion de Responsabilidad
Financiera de Prospera.

(dd) “RCLC” significa el Codigo de Derecho Comun de Roatan, §§2-3-4-0-1-0-1001 a 2-3-4-0-5-0-5004,
adoptado por Prospera el 14 de diciembre de 2018.

(ee) “Medicina Regenerativa y Terapias Celulares” incluye terapias celulares, productos de ingenieria
terapéutica de tejidos, productos de células y tejidos humanos, y productos combinados que utilicen
cualquiera de dichas terapias o productos definidos en los Estados Unidos bajo 21 CFR Parte 1271, §1271.3,
como se establece en el Anexo E , que hayan demostrado ser seguros y eficaces en aplicaciones previas
en una poblacion estadisticamente significativa. La utilizacion de 21 CFR 1271, §1271.3, para los
propositos de esta Peticion es para establecer una terminologia universal; no esta destinada a regular el uso
terapéutico de ningtn producto que entre dentro de 21 CFR 1271 en Préspera.

(ff) “Industria Regulada” tiene el mismo significado que en el Estatuto de Regulacion Industrial de
Prospera.

(gg) “Permiso de Industria Regulada” significa un permiso expedido a Personas de Industria Regulada (tal
y como se define en el Estatuto de Regulacion Industrial de Prospera) en virtud de la Resolucion de
Permisos de Prospera, codificada bajo §§5-1-45-0-0-0-1, et seq., segin sea modificada de vez en cuando.

(hh) “Persona de Industria Regulada” tiene el mismo significado que en el Estatuto de Regulacion Industrial
de Préspera.



(i1) “Servicios Relacionados de Venta y/o Distribucion” significa la venta y/o distribucion de productos y
servicios relacionados con los Servicios Médicos Convencionales, la Medicina Regenerativa y las Terapias
Celulares, los Tratamientos Alternativos contra el Cancer, las Terapias Genéticas y de Plasmidos, la
Curacion de Heridas, la Operacion de Laboratorios, el Procesamiento y la Fabricacion, los Compuestos
Farmacéuticos, las Operaciones Farmacéuticas, la Investigacion Médica con supervision de una Junta de
Revision Institucional, y la Formacion y Educacion en Salud. Esto incluye expresamente los productos de
tejidos humanos y celulares.

(4j) “Norma” o “Normas” significa la totalidad o parte de los Estatutos, Regulaciones, Ordenanzas o
Resoluciones promulgadas de conformidad con la seccion 3.09(8) de la Carta de Prospera.

(kk) “USFDA” significa la Administracion de Alimentos y Medicamentos de los Estados Unidos.
(1) “USP” significa la Farmacopea Nacional de los Estados Unidos.
(mm) “OMS” significa la Organizacion Mundial de la Salud.

(nn) “Curacion de Heridas” significa los tratamientos para promover la sustitucion de tejido destruido o
dafiado por tejido nuevo, incluidos vendajes; vendajes liquidos; ungiientos; topicos; dispositivos de clase I,
Il y I de la USFDA; productos biologicos en la via 361 de la USFDA; suplementos; productos
nutracéuticos; productos auxiliares, como la oxigenoterapia hiperbdarica; y productos de venta con receta.

(00) “Ley Organica de las ZEDE” significa los articulos 294, 303 y 329 de la Constitucion de la Reptiblica
de Honduras y el Decreto 120-2013 del Congreso Nacional de Honduras.

Seccion 4. Autoridad y conclusiones del Secretario Técnico y del Consejo de Fiduciarios.

(a) Sin perjuicio de los Decretos 32-2022 y 33-2022 del Congreso Nacional (los “Decretos Derogatorios”),
el Secretario Técnico y el Consejo de Fiduciarios concluyen que Prospera contintia gozando de los mismos
derechos y facultades que originalmente le fueron otorgados de conformidad con la Carta de Prospera bajo
la Ley Orgénica de las ZEDE, conforme a los derechos adquiridos por el Promotor y Organizador y su
derecho a la estabilidad juridica bajo los Articulos 18, 61, 96, 105 y 106 de la Constitucion de la Republica
de Honduras, el Articulo 10.4 del CAFTA-DR y el Articulo 16.4 del Acuerdo de Promocion y Proteccion
Reciproca de Inversiones entre Honduras y Kuwait, asi como cierto acuerdo de estabilidad juridica
modificado aprobado por las Resoluciones §§5-1-130-0-0-0-1, 5-1-160-0-0-0-1.

(b) El Articulo 33 de la Ley Organica de las ZEDE, conservado y aplicado a Prospera, establece que las
ZEDE estan facultadas para establecer sus propios sistemas de salud.

(c) La presente Regulacidon codifica la Norma propuesta por la peticion de adopcién de practicas
regulatorias 6ptimas presentada originalmente ante el Secretario Técnico y el Consejo de Fiduciarios de
Prospera por GARM LLC, una sociedad de responsabilidad limitada de Prospera, de conformidad con la
Seccion 4(d) del Estatuto de Regulacion Industrial de Prospera. La publicacion de la presente Regulacion
en https://pzgps.hn constituye prueba concluyente de su promulgacion como Norma por el Secretario
Técnico con la aprobacion previa del Consejo de Fiduciarios de Prospera.

(d) La peticion para la adopcion de practicas regulatorias Optimas presentada originalmente por GARM
LLC se basa en su largo historial ofreciendo a consumidores determinados tratamientos contra el cancer,
terapias genéticas o con plasmidos, terapias celulares y terapias de medicina regenerativa, asi como en su
documentada seguridad y eficacia durante dicho periodo. GARM LLC sigue estrictas directrices y
procedimientos operativos estandar de los Estados Unidos y la OMS para sus politicas y procedimientos.



(e) La presente Regulacion fue aprobada para las Personas de Industria Regulada Cubiertas después de
audiencias de constatacion de hechos sobre cada uno de los elementos requeridos a ser considerados de
acuerdo con la Seccion 4 del Estatuto de Regulacion Industrial de Préspera. Como tal, la presente
Regulacion estd autorizada por la Seccion 4(d) y (f) del Estatuto de Regulacion Industrial de Préspera en
base a la conclusion y determinacion del Secretario Técnico y del Consejo de Prospera de que promueve el
legitimo propdsito publico de codificar practicas regulatorias 6ptimas en la Industria de la Salud relativas
a los Servicios de Salud (Integrales), asi como operaciones incidentales en otros aspectos de la Industria de
la Salud y cualquier otra Industria Regulada implicada incidentalmente.

Seccion 5. Principios Regulatorios. La presente Regulacion se basa en, y sera interpretada y aplicada de
forma consistente con, los principios de:

(a) la Proporcionalidad: el grado de rigor aplicable a las entidades prestadoras de Servicios de Salud
(Integrales) debe ser diferenciado y proporcional y se establecera en funcion de los riesgos inherentes a las
actividades particulares desarrolladas por cada entidad.

(b) la Flexibilidad: La regulacion debe permitir la convivencia de diferentes modelos de negocio y el
cambio a lo largo del tiempo sin la necesidad de modificarla constantemente.

(c) la Cobertura Integral: Para que la regulacion cumpla con su finalidad, no s6lo debe abordar los aspectos
especificos de la actividad regulada en particular, sino que también debe regular productos y servicios y
aspectos relacionados, para permitir a las empresas generar economias de escala y mejorar su
competitividad a nivel local y regional.

(d) la Modularidad: Laregulacion debe reconocer que los servicios de salud que tradicionalmente se prestan
de manera integral pueden desagregarse y, por lo tanto, puede haber proveedores de servicios que solo
realicen un componente de la cadena de suministro del servicio tradicional, razon por la cual los requisitos
que debe cumplir cada entidad estaran directamente relacionados con los servicios que pretenda prestar.
Asimismo, algunas secciones de la presente Regulacion pueden interpretarse como directrices de buenas
practicas.

(e) la Innovacion: Las técnicas médicas avanzadas y su irrupcidon en la forma de brindar los servicios de
salud ha incrementado sus capacidades. El proposito de la presente Regulacion es establecer un entorno
que facilite el desarrollo de proyectos de innovacion, que se reflejen en el desarrollo de nuevos servicios de
salud, incrementando asi el nimero de personas que los utilizan, al aumentar su alcance y disminuir el grado
de dificultad y costo.

(f) el Fomento de la Competencia: El establecimiento de la regulacion facilita el camino para que las
entidades prestadoras de servicios de salud desarrollen sus actividades dentro de un marco existente que
facilite su funcionamiento, desarrollo y crecimiento, promoviendo ademas la interaccion con las entidades
que prestan servicios de salud convencionales.

(g) la Proteccion del Consumidor: La existencia de un marco regulatorio para el desarrollo de la salud
reduce la asimetria de la informacion y permite a los consumidores participar en este mercado de una
manera mas segura ¢ informada; pero sin paternalismos del tipo que alienten a los consumidores a
comportarse sin el debido cuidado de sus propios intereses.

Seccion 6. Reconocimiento y ambito de aplicacion



(a) Reconocimiento. La prestacion de Servicios de Salud (Integrales) es una industria regulada reconocida
en la Industria de la Salud dentro de Préspera.

(b) Ambito de aplicacion. Para quienes opten por regularse por ella de conformidad con el Estatuto de
Regulacion Industrial de Prospera, la presente regulacion denominada Regulacion de Servicios de Salud A
de Prospera regula: (1) los Servicios Médicos Convencionales; (2) la Medicina Regenerativa y las Terapias
Celulares; (3) los Tratamientos Alternativos contra el Cancer; (4) las Terapias Genéticas y con Plasmidos;
(5) la Curacién de Heridas; (6) los Protocolos de tratamiento para el TEPT y LCT; (7) la Operacion de
Laboratorios; (8) el Procesamiento y la Fabricacion de Tejidos; (9) los Compuestos Farmacéuticos; (10) las
Operaciones Farmacéuticas; (11) la Investigacion Médica bajo supervision de una Junta de Revision
Institucional; (12) la Formacion y Capacitacion en Salud; y (13) los Servicios Relacionados de Venta y/o
Distribucion.

(c) Las Personas de Industria Regulada Cubiertas pueden elegir operar en cumplimiento con la presente
Regulacion en lo que respecta a operaciones generales y/o en lo que respecta a proyectos especificos,
notificando dicha eleccién al PSG y difundiendo dicha notificacion como se requiere en general para las
elecciones regulatorias por el Estatuto de Regulacion Industrial de Prospera.

(d) La presente Regulacion solamente regula: (1) a las Personas de Industria Regulada Cubiertas que hayan
elegido ser reguladas por la misma y (2) a aquellas otras personas que hayan consentido contractualmente
ser reguladas por la misma (considerandose a Prospera y al PSG como terceros beneficiarios de cualquier
contrato entre dicha Persona de Industria Regulada Cubierta y cualquier otra persona que acepte ser
regulada por la presente Regulacion).

(e) Se considerara que toda persona que celebre un contrato, tal y como se define en el RCLC, con respecto
a servicios prestados en la Industria de la Salud por una Persona de Industria Regulada Cubierta, que haya
optado por ser regulada por la presente Regulacion, ha contraido la obligacion de ser regulada por la
presente Regulacion si en dicho contrato se notifica dicha eleccion, a menos que en el mismo contrato se
renuncie de manera expresa e inequivoca a ser regulada por la presente Regulacion.

(f) Prospera es la autoridad reguladora exclusiva en lo relativo a la Industria de la Salud sujeta a la Ley
Organica de las ZEDE. Las referencias a agencias regulatorias extranjeras tienen la intencion de indicar la
fuente de las directrices relevantes y las mejores practicas promulgadas.

Seccion 7. Efecto de la eleccion.

(a) Salvaguarda. De conformidad con la Seccion 4(f)(ii) del Estatuto de Regulacion Industrial de Prospera,
al demostrar el cumplimiento de buena fe con la presente Regulacion con respecto a operaciones generales
0 con respecto a proyectos especificos para los cuales se haya hecho la eleccion correspondiente, se
considerara de manera concluyente que cada Persona de Industria Regulada Cubierta cumple con la Seccion
5 del Estatuto de Regulacion Industrial de Prospera y no estara sujeta a sanciones o medidas cautelares
autorizadas por la Seccidon 6 del Estatuto de Regulacion Industrial de Prospera con respecto a dichas
operaciones generales o proyectos especificos.

(b) Investigacion y aplicacion.

(1) Cada Persona de Industria Regulada Cubierta que opte por operar en cumplimiento de la presente
Regulacion, ya sea de manera general o con respecto a proyectos especificos, y cualquier otra persona que
contractualmente consienta en ser regulada por la presente Regulacion por lo tanto (i) consiente al ejercicio
de las facultades de investigacién y aplicacion especificadas en la presente Regulacion por parte de las



agencias designadas o sus delegados debidamente autorizados; (ii) se comprometera a obtener los
consentimientos adicionales de terceros que puedan ser necesarios para garantizar el cumplimiento de
dichas facultades de investigacion y aplicacion; e (iii) incluird en sus relaciones contractuales con terceros
afectados la notificacion de las facultades de investigacion y aplicacion mencionadas.

(2) El PSG podra aplicar la presente Regulacion mediante medidas de autoayuda pacificas, tales como
ordenar al Registrador del Registro de la Propiedad de Préspera, al Registro de Entidades de Préspera y al
Registro Personal de Prospera, asi como al Registrador de Permisos de Prospera, que cesen, modifiquen o
suspendan los servicios disponibles para cualquier persona que incumpla.

(3) El PSG podra coordinar o delegar las acciones de investigacion y aplicacion con y a las Aseguradoras
Calificadas y sus auditores de cumplimiento, previa solicitud, de conformidad con los términos y
condiciones de cualquier Poliza de Seguro Calificada.

(c) Indemnizacion. De conformidad con la Seccion 4(c)(vi) del Estatuto de Regulacidon Industrial de
Prospera, al elegir operar bajo la presente Regulacion con respecto a operaciones generales o con respecto
a proyectos especificos para los cuales se haya hecho la eleccion correspondiente, cada una de dichas
Personas de Industria Regulada Cubierta por la presente indemniza a Prospera de cualquier y toda
responsabilidad en la que pueda incurrir como resultado de la aprobaciéon de la presente Regulacion,
incluyendo cualquier y toda responsabilidad que pueda surgir como resultado del ejercicio de las anteriores
facultades de investigacion y aplicacion. Para garantizar la anterior obligacion de indemnizacion, conforme
a la eleccion de regularse por la presente Regulacion, se considerara que cada Persona de Industria Regulada
Cubierta ha concedido a Prospera un derecho de garantia de conformidad con el Coédigo Comercial
Uniforme de Préspera sobre el producto de su Poliza de Seguro Calificada, en caso de que exista la
correspondiente cobertura bajo la misma.

Capitulo 2. Prestacion de Servicios de Salud (Integrales)

Seccion 1. Requisitos para la Prestacion de Servicios de Salud (Integrales). Antes de iniciar la prestacion
de cualquiera de los Servicios de Salud (Integrales) previstos en la Seccion 1(a) a la Seccion 1(j) siguientes,
el proveedor debera solicitar al Consejo de Prospera o a su Comité de la Industria de la Salud designado,
en su caso, la adopcion de practicas regulatorias Optimas para cada uno de dichos Servicios de Salud
(Integrales), incluyendo en dicha peticiéon ya sean las regulaciones sobre tratamientos relevantes para la
Industria de la Salud aplicables de una jurisdiccion nacional y subnacional designada dentro de las
especificadas a continuacioén, como si operara en dicha jurisdiccion fuera de Prospera, en su caso, o bien
los protocolos de tratamiento aplicables aprobados y revisados por una Junta de Revision Institucional, si
procede, en virtud de los cuales el proveedor propone prestar servicios en la Industria de la Salud dentro de
la jurisdiccion de Prospera. Asimismo, el proveedor deberda demostrar ante el Consejo de Prospera, en la
forma, medios y condiciones que éste establezca, la capacidad de cumplir con los requisitos aplicables que
se detallan a continuacion para cada uno de los Servicios de Salud (Integrales) incluidos en dicha peticion:

(a) Para los Servicios Médicos Convencionales: todos los mandatos regulatorios relevantes para la Industria
de la Salud que se aplicarian a las operaciones y actividades comerciales en la ubicacion designada dentro
de los Estados Unidos o la Repuiblica de Honduras fuera de Prospera (incluyendo tanto la regulacion general
como la especial, como la regulacion especial de la “Maquila”), incluyendo todos los mandatos regulatorios
de cada organo de gobierno nacional y subnacional para dicha ubicacion, y de conformidad con los
Estandares de la Comision Conjunta para Centros de Cirugia Ambulatoria;



(b) Para la Medicina Regenerativa y Terapias Celulares: los tratamientos que hayan demostrado ser seguros
y eficaces en aplicaciones previas en una poblacion estadisticamente significativa o que estén aprobados
actualmente por una Junta de Revision Institucional de buena fe para la investigacion;

(c) Para los Tratamientos Alternativos contra el Cancer: los tratamientos que hayan demostrado ser seguros
y eficaces en aplicaciones anteriores;

(d) Para las Terapias Genéticas y con Plasmidos: los protocolos de tratamiento que hayan sido revisados,
aprobados y permanezcan en vigor por una Junta de Revision Institucional de buena fe;

(e) Para la Curacion de Heridas: todos los mandatos regulatorios relevantes a la Industria de la Salud que
se aplicarian a las operaciones y actividades comerciales en una jurisdiccion nacional y subnacional
designada dentro de los Estados Unidos, incluyendo todos los mandatos regulatorios de cada 6rgano de
gobierno nacional y subnacional para dicha ubicacion, como si operara en esa jurisdiccion fuera de
Prospera;

(f) Protocolos de tratamiento para el trastorno de estrés postraumatico y la lesion cerebral traumatica que
hayan demostrado ser seguros y eficaces en una poblacion estadisticamente significativa o que se utilicen
bajo la supervision de una Junta de Revision Institucional de buena fe. Estos protocolos incluirdn ketamina
(o similar) y/o ciertos psicodélicos seguros y naturales bajo supervision médica.

(g) Para la Operacion de Laboratorios: todos los mandatos regulatorios relevantes a la Industria de la Salud
que se aplicarian a las operaciones y actividades comerciales en una jurisdiccion nacional y subnacional
designada dentro de los Estados Unidos, como si operara en esa jurisdiccion fuera de Prospera.

(h) Para el Procesamiento y la Fabricacion: todos los mandatos regulatorios relevantes a la Industria de la
Salud que se aplicarian a las operaciones y actividades comerciales en una jurisdiccion nacional y
subnacional designada dentro de los Estados Unidos, como si operara en esa jurisdiccion fuera de Prospera,
y de acuerdo con las Buenas Practicas de Fabricacion de Tejidos U.S. 21 CFR 600, tal y como se establece
en el Anexo D, para los productos definidos en 21 CFR 1271, §1271.3, con la excepcion de informes,
actividades de mercadeo y reclamaciones, presentaciones y auditorias.

(1) Para Compuestos Farmacéuticos: todos los mandatos regulatorios relevantes a la Industria de la Salud
que se aplicarian a las operaciones y actividades comerciales en una jurisdiccion nacional y subnacional
designada dentro de los Estados Unidos, como si operara en esa jurisdiccion fuera de Prospera, y de acuerdo
con las normas de Buenas Practicas de Fabricacion vigentes de la USFDA en una sala blanca de preparacion
de compuestos USP, tal y como se establece en el Anexo F, con la excepcion de los informes, actividades
de mercadeo y reclamaciones, presentaciones y auditorias.

(j) Para Operaciones Farmacéuticas: todos los mandatos regulatorios relevantes a la Industria de la Salud
que se aplicarian a las operaciones y actividades comerciales en una jurisdiccién nacional y subnacional
designada dentro de los Estados Unidos, como si operara en esa jurisdiccion fuera de Prospera; con la
excepcion de los informes, actividades de mercadeo y reclamaciones, presentaciones y auditorias;

(k) Para Investigaciones Médicas con Supervision de una Junta de Revision Institucional: 1os protocolos
de tratamiento aprobados y revisados por una Junta de Revision Institucional, y de conformidad y de
acuerdo con el Manual de Buenas Practicas de Investigacion Clinica de la OMS, tal y como se establece en
el Anexo C, con la excepcion de los informes, actividades de mercadeo y reclamaciones, presentaciones y
auditorias, asi como el uso terapéutico;



(1) Para la Formacion y Educacion en Salud: todos los mandatos regulatorios y el derecho procesal aplicable
en Prospera de conformidad con el RCLC; y

(m) Para los Servicios Relacionados de Venta y/o Distribucion: todos los mandatos regulatorios y el derecho
procesal aplicable en Prospera de conformidad con el RCLC, en su caso.

Seccion 2. Para la prestacion simultanea de dos o mas de los servicios sefialados en este Capitulo, el
solicitante debera acreditar el cumplimiento de todos y cada uno de los requisitos aplicables a cada uno de
los servicios que pretenda prestar.

Seccion 3. Obligaciones de informacion. El Proveedor de Servicios de Salud debera proporcionar a través
de un documento de consentimiento informado, o de otra forma, a sus clientes y al publico en general, para
cada uno de los servicios que ofrezca y/o proporcione, cualquier informacion requerida por todos los
mandatos regulatorios que se aplicarian a las operaciones y actividades comerciales en la ubicacion
designada dentro de los Estados Unidos, incluyendo todos los mandatos regulatorios de cada 6rgano de
gobierno nacional y subnacional para dicha ubicacion.

Seccion 4. Gestion de residuos. La gestion de residuos, incluyendo las instalaciones de eliminacion,
transporte y almacenamiento de residuos no peligrosos y las instalaciones de eliminacion, remediacion,
transporte y almacenamiento de residuos peligrosos y servicios relacionados, deberan cumplir con las
normas aplicables establecidas por la Republica de Honduras para el control de residuos desde el momento
en que se generan hasta su disposicion final, como si operara en esa jurisdiccion fuera de Prospera.

Seccion 5. El PSG, en cualquier momento, sujeto a anulacion por Norma, podra suspender la autorizacion
para realizar cualquiera de las actividades reguladas por la presente Regulacion, respecto de cualquier
entidad que no cumpla con los requisitos establecidos por las practicas regulatorias 6ptimas aprobadas por
el Consejo de Prospera, o su Comité de Salud, de conformidad con la presente Regulacion para cada uno
de dichos Servicios de Salud prestados para el ejercicio de la actividad respectiva. Lo anterior, sin perjuicio
de las sanciones aplicables a la entidad por el incumplimiento correspondiente.

Seccion 6. Deferencia a las Aseguradoras Calificadas. El PSG podra deferir a las determinaciones, politicas
y procedimientos de las Aseguradoras Calificadas en relacion con los requisitos regulatorios del presente
Capitulo.

Capitulo 3. Sanciones y cancelacion de permiso de industria regulada.

Seccion 1. Infracciones Graves. A los efectos de lo dispuesto en la presente Regulacion, se consideraran
infracciones graves de las Personas de Industria Regulada Cubiertas que elijan ser gobernadas por la
presente Regulacion: (a) prestar los servicios regulados por la presente Regulacion sin haber cumplido
previamente con los requisitos y condiciones establecidos para la prestacion de los mismos; (b) remitir
informacion malintencionadamente falsa al PSG; y (c) entregar informacion malintencionadamente falsa a
los clientes o al publico en general sobre los asuntos indicados en el Capitulo 2, Seccion 3 de la presente
Regulacion.

Seccion 2. Cancelacion de Permisos. Sujeto a revision de novo por parte del Proveedor de Servicios de
Arbitraje predeterminado de Prospera o cualquier otro proveedor de servicios de resolucion alternativa de
conflictos acordado, el PSG podra cancelar cualquier permiso y prohibir la continuacion de las operaciones
de cualquier Persona de Industria Regulada Cubierta que elija regirse por la presente Regulacion en caso
de incumplimiento grave de los mandatos y protocolos a los que se hace referencia en el Capitulo 2, Seccion
1 de la presente Regulacion, o que haya llevado a cabo actividades distintas de las reguladas por la presente
Regulacion.



Capitulo 4. Junta de Revision Institucional: Supervision médica de la investigacion con seres humanos.
Seccion 1. Objeto y ambito de aplicacion.

El objetivo del presente Capitulo es fomentar, en la medida en que sea compatible con la proteccion de la
salud y la seguridad publica y con las normas éticas, el descubrimiento y desarrollo de productos,
dispositivos, productos biologicos, productos farmacéuticos, terapias génicas, productos naturales y
procedimientos ttiles relacionados con la medicina, la cirugia y la asistencia sanitaria destinados al uso
humano y, a tal fin, mantener una libertad dptima para los investigadores cientificos en su biisqueda de
este objetivo. Este proposito puede lograrse mediante la utilizacion de una Junta de Revision Institucional
establecida que reconozca la necesidad de una investigacion ética propuesta por patrocinadores y/o
investigadores responsables para llevar a los consumidores productos establecidos seguros y eficaces en
un plazo razonable.

(a) Se exige a los patrocinadores que sometan las investigaciones propuestas a la revision y
aprobacion de la Junta de Revision Institucional o del Comité de Etica Independiente
(“CEI”) antes de comenzar los ensayos o estudios clinicos.

(b) El presente Capitulo exige el cumplimiento del Manual de Directrices de Buenas
Précticas Clinicas (“BPC”) de la OMS con la adicion de una version adaptada del 21
CFR 812.7 de 1a FDA (Anexo A) para abordar y permitir, en todas las investigaciones en
seres humanos, los estudios y ensayos financiados por los participantes. La presente
Regulacion permite ademas la comercializacion posterior a la fase I de productos y
servicios una vez que la seguridad haya sido oficialmente determinada y aceptada por una
Junta de Revision Institucional o CEI de buena fe.

(©) El presente Capitulo exige el cumplimiento del CFR 812.28 (Anexo B) de la FDA de
EE.UU., cuando proceda, inicamente con el fin de realizar ensayos y estudios clinicos en
el extranjero para determinados dispositivos y solicitudes previas a la comercializacion
aplicables con el fin de proporcionar a los Patrocinadores e Investigadores la orientacion
solida necesaria para presentar los resultados ante la FDA de EE.UU. u otro organismo
autorizado. Debido a las multiples referencias cruzadas dentro de 812.28, todo el cuerpo
de CFR 812 se ha presentado SOLO como referencia.

(d) El presente Capitulo esta disefiado para garantizar la integridad en la investigacion y la
seguridad para los pacientes, mitigando al mismo tiempo los costosos, prohibitivos y
largos requisitos burocraticos de los procedimientos de investigacion médica exigidos
actualmente en EE.UU. y otros paises.

(e) Junta de Revision Institucional: El proposito de esta seccion es utilizar una Junta de
Revision Institucional establecida para que sirva como 6rgano rector responsable de
revisar, aprobar o rechazar, y supervisar la investigacion con seres humanos, para incluir,
pero no limitarse a, estudios piloto iniciales, ensayos clinicos, estudios clinicos y/o
estudios de casos de empresas médicas y relacionadas con la salud que participen en
investigaciones con seres humanos. “Empresas médicas y relacionadas con la salud”
incluird, pero no se limitara a, productos médicos convencionales, quirurgicos,
farmacéuticos, de medicina regenerativa, terapia génica, productos naturales,
dispositivos, topicos, suplementos y bioldgicos.



(H) La Junta de Revision Institucional debera aplicar las regulaciones, normas y directrices
establecidas por el Manual de Directrices de la OMS para la BPC en esta propuesta para
garantizar la seguridad, la calidad y las practicas éticas en el campo médico en el marco
de la presente Regulacion.

Seccion 2. Composicion de la Junta de Revision Institucional.

(a) La Junta de Revision Institucional podra estar compuesta por personas con experiencia en
diversas disciplinas médicas, incluidos, entre otros, profesionales médicos, administradores de atencion
médica, profesionales del derecho y defensores de los pacientes.

(b) Siempre y cuando no se determine por decision final del Proveedor de Servicios de Arbitraje
predeterminado, u otro servicio o institucién de resolucion de disputas que tenga jurisdiccion sobre el
asunto, que no cumple con las Normas de Prospera, la JRI de la Fundacion Internacional GARM es
designada como la Junta de Revision Institucional oficial responsable de supervisar las actividades de las
compaiiias, patrocinadores, investigadores y profesionales médicos que operan bajo la presente Regulacion.

(c) Los miembros de la Junta de Revision Institucional podran ser nombrados por los asociados de
la Fundacion Internacional GARM y/o propuestos por Prospera considerando sus calificaciones,
experiencia y reputacion en el campo médico.

(d) La JRI de la Fundacion Internacional GARM otorgara un puesto a un representante designado
por Prospera.

Seccion 3. Facultades y responsabilidades de la Junta de Revision Institucional.

(a) Desarrollar e implementar politicas, regulaciones y directrices para regir las actividades de
investigacion de las empresas y profesionales médicos y afines que operen bajo la presente Regulacion con
fines de investigacion en seres humanos.

(b) Llevar a cabo inspecciones, auditorias y evaluaciones periddicas de las investigaciones en seres
humanos para garantizar el cumplimiento de las regulaciones, normas y directrices establecidas.

(c) Revisar y aprobar las solicitudes de licencias, permisos, certificaciones y registros requeridos
para las empresas y profesionales médicos que soliciten proyectos de investigacion bajo la presente
Regulacion; la Junta de Revision Institucional tiene la autoridad de subcontratar dicha investigacion y
acreditacion a través de una empresa de acreditacion de terceros establecida y de buena reputacion ubicada
en los EE.UU. u otro territorio pertinente.

(d) Investigar quejas, violaciones éticas, casos de mala praxis y otras conductas indebidas por parte
de empresas y profesionales médicos que participen en investigaciones en seres humanos en virtud de la
presente Regulacion y tomar las medidas disciplinarias apropiadas segiin sea necesario.

(e) Colaborar con las autoridades pertinentes de Prospera para promover las mejores practicas, la
investigacion y los avances en el campo médico.

(f) Proporcionar orientacion, apoyo y educacion a las empresas y a los profesionales médicos para
mejorar su conocimiento y cumplimiento de las regulaciones y normas relevantes para la presente
Regulacion.



(g) Mantener una base de datos de acceso publico de empresas y profesionales médicos con
licencia, junto con informacion relevante sobre sus calificaciones, certificaciones e historial disciplinario
que participen en investigaciones bajo la presente Regulacion.

Seccion 4. Reuniones y proceso de toma de decisiones.

(a) La Junta de Revision Institucional celebrara reuniones periddicas, trimestrales como minimo,
para debatir asuntos relacionados con la regulacion y supervision de patrocinadores y profesionales y para
revisar nuevas solicitudes con fines de investigacion.

(b) La Junta de Revision Institucional tiene establecido un proceso de toma de decisiones, que
puede incluir votacion, consenso u otros mecanismos apropiados, para garantizar la eficacia de la toma de
decisiones y la rendicion de cuentas.

Seccion 5. Informes y rendicion de cuentas.

(a) La Junta de Revision Institucional presentard informes periodicos al Consejo de Prospera
describiendo sus actividades, conclusiones, cambios en sus miembros y permisos/licencias concedidos o
revocados.

(b) La Junta de Revision Institucional mantendra la transparencia y la rendicion de cuentas en sus
operaciones, asegurando que sus decisiones, acciones y procesos estén sujetos a revision y escrutinio por
parte de la autoridad de Préspera.

Seccion 6. Financiacion y recursos

(a) La JRI de la Fundacién Internacional GARM sera provista por Personas de Industria Regulada
Cubiertas con recursos financieros, de personal e infraestructura adecuados para llevar a cabo sus funciones
de manera efectiva.

(b) El financiamiento de la Junta de Revision Institucional provendra de tarifas y multas cobradas
a empresas y profesionales médicos que soliciten y participen en actividades de investigacion.

Capitulo 5. Disposiciones finales.

Seccion 1. La fecha de entrada en vigor de la Regulacion de Servicios de Salud A de Prospera sera la fecha
en que se publique, tras su promulgacion de acuerdo con lo dispuesto en la Carta de Prospera.

Seccion 2. A partir de la fecha de entrada en vigor, en lo que respecta a las Personas de Industria Regulada
Cubiertas que elijan ser reguladas por la misma, la presente Regulacion de Servicios de Salud A de Prospera
controlara y sustituira, en la medida de cualquier incoherencia, a cualquier Norma o Accion Administrativa
que aborde los asuntos contemplados en la misma y que haya sido adoptada previamente por Prospera en
la medida en que sea coherente con la jerarquia entre las Normas.

Seccion 3. La presente Regulacion de Servicios de Salud A de Prospera sera, en la maxima medida
autorizada por la Ley Orgénica de las ZEDE y en concordancia con la jerarquia entre las Normas, la tnica
y exclusiva autoridad juridica sobre su materia en el &mbito espacial de competencia de Prospera.

Seccion 4. Las leyes y normas extranjeras incorporadas como referencia serdn revisadas cada cinco (5) afios
a partir de su fecha de entrada en vigor por el Consejo de Fiduciarios y el Secretario Técnico (o un Comité



del Consejo en el que se delegue dicha responsabilidad) y la presente Regulacion se actualizara mediante
modificaciones para incluir la version mas reciente de las mismas, a menos que el Consejo determine lo
contrario por Accién del Consejo.



ANEXO A

Adaptaciones al US 21 CFR 812.7
Prohibicion de promocion y otras practicas relativas a estudios y ensayos clinicos con seres
humanos en Prospera

Un promotor, investigador o cualquier persona que actue para o en nombre de un promotor o
investigador no podra:

(a) Promover o probar la comercializacion de un producto o protocolo en investigacion,
hasta después de que una Junta de Revision Institucional/CEI haya determinado oficialmente
la seguridad relativa del producto o protocolo en investigacion; especificamente que los
beneficios del producto o protocolo pueden superar cualquier riesgo asociado al tratamiento.

(b) Comercializar un producto o protocolo en investigacion cobrando a los sujetos o
investigadores de un producto o protocolo un precio superior al necesario para recuperar
los costos de fabricacion, investigacion, desarrollo y manipulacion.

(c) Declarar que un dispositivo, producto o protocolo en investigacion es seguro o eficaz
para los fines para los que se est4 investigando antes de la finalizacion de los estudios de
Fase I que hayan sido aceptados por una Junta de Revision Institucional/CEI como seguros,
o hasta que un estudio demuestre su eficacia en las Fases Il y III, o en estudios futuros.

(d) Hacer afirmaciones de eficacia en un proceso de comercializacion que no estén
respaldadas por la documentacion final de las Fases 11 o III.



ANEXO B

La JRI de la Fundacién Internacional GARM lleva a cabo ensayos clinicos que permiten, entre
otras cosas:

§ 812.28 Aceptacion de datos procedentes de investigaciones clinicas realizadas fuera de Estados
Unidos (relativo a Dispositivos)

(a) Aceptacion de datos de investigaciones clinicas realizadas fuera de los Estados Unidos
para respaldar una IDE o una solicitud o presentacion de comercializacion de un dispositivo
(una solicitud en virtud de la seccion 515 o 520(m) de la Ley Federal de Alimentos,
Medicamentos y Cosméticos, una presentacion de notificacion previa a la comercializacion en
virtud de la seccion 510(k) de la Ley Federal de Alimentos, Medicamentos y Cosméticos, o una
solicitud de clasificacion De Novo en virtud de la seccion 513(f)(2) de la Ley Federal de
Alimentos, Medicamentos y Cosméticos). La FDA aceptara informacion sobre una
investigacion clinica realizada fuera de los Estados Unidos para respaldar una IDE o una
solicitud o presentacion de comercializacion de un dispositivo si la investigacion estd bien
disefiada y realizada y se cumplen las siguientes condiciones:

(1) Se proporciona una declaracion de que la investigacion se llevo a cabo de acuerdo con las
buenas practicas clinicas (BPC). A los efectos de esta seccion, las BPC se definen como una
norma para el disefio, la realizacion, el desempefio, la supervision, la auditoria, el registro, el
andlisis y la presentacion de informes de las investigaciones clinicas, de forma que se
garantice que los datos y los resultados son creibles y precisos y que se protegen los
derechos, la seguridad y el bienestar de los sujetos. Las BPC incluyen la revision y
aprobacion (o la emision de una opinidn favorable) por parte de un comité de ética
independiente (CEI) antes de iniciar una investigacion, la revision continua de una
investigacion en curso por parte de un CEI, y la obtencion y documentacion del
consentimiento informado libremente otorgado del sujeto (o de un representante legalmente
autorizado del sujeto, si éste no puede dar su consentimiento informado) antes de iniciar una
investigacion. Las BPC no exigen el consentimiento informado en situaciones que pongan en
peligro la vida del sujeto cuando el CEI que revisa la investigacion considere, antes de iniciar
la investigacion, que el consentimiento informado no es factible y que las condiciones
presentes se ajustan a las descritas en § 50.23 o § 50.24(a) de este capitulo, o que las medidas
descritas en el protocolo o en otro lugar protegeran los derechos, la seguridad y el bienestar
de los sujetos.

(2) Ademas de la informacion requerida en otras partes de las partes 807, 812 y 814 de este
capitulo, seglin proceda, se presenta la informacion del parrafo (b) de esta seccion, como
sigue:

(1) Para una investigacion de un dispositivo de riesgo significativo, tal como se define en la
§ 812.3(m), se presenta la informacion de soporte descrita en el parrafo (b) de esta seccion.



(i1) En el caso de una investigacion de un dispositivo que no sea un dispositivo de riesgo
significativo, se presentara la informacion de soporte descrita en los parrafos (b)(1), (4),
(5), (M a9y (11) de esta seccion, y la informacion de soporte descrita en el parrafo
(b)(10) de esta seccion y la justificacion para determinar que la investigacion se refiere a un
dispositivo que no es un dispositivo de riesgo significativo se pondran a disposicion de la
agencia para su revision a peticion de la FDA.

(ii1) En el caso de una investigacion sobre un dispositivo que cumpla los criterios de
exencion establecidos en la § 812.2 (c¢), la informacidn de soporte descrita en los parrafos
(b)(1), (4), (5), (7) a (11) de esta seccion y los motivos por los que se determina que la
investigacion cumple los criterios de exencion establecidos en § 812.2 (¢) se pondran a
disposicion de la FDA para su revision a peticion de ésta.

(3) La FDA puede validar los datos de la investigacion mediante una inspeccion in situ, o por
otros medios apropiados, si la agencia lo considera necesario.

(b) Informacion de soporte. Un patrocinador o solicitante que presente datos de una
investigacion clinica realizada fuera de los Estados Unidos para respaldar una solicitud o
presentacion IDE o una solicitud de comercializacion de un dispositivo, ademads de la
informacion requerida en otras partes de las partes 807, 812 y 814 de este capitulo, segun
corresponda, debera proporcionar una descripcion de las medidas que el patrocinador o
solicitante tomo para garantizar que la investigacion se ajustara a las BPC segtin lo descrito en
el parrafo (a)(1) de esta seccion. No es necesario que la descripcion duplique la informacion ya
presentada en la solicitud o presentacion. En su lugar, la descripcion debe proporcionar la
siguiente informacion, tal como se especifica en el parrafo (a)(2) de esta seccion, o una
referencia cruzada a otra seccion de la solicitud o presentacion donde se encuentre la
informacion:

(1) Los nombres de los investigadores y los nombres y direcciones de las instalaciones y
centros de investigacion donde se conservan los registros relativos a la investigacion;

(2) Las cualificaciones del investigador;
(3) Una descripcion de la(s) instalacion(es) de investigacion;

(4) Un resumen detallado del protocolo y de los resultados de la investigacion y, en caso de
que la FDA 1o solicite, los expedientes de los casos conservados por el investigador o datos
adicionales sobre los antecedentes, como registros hospitalarios u otros registros
institucionales;

(5) Ya sea una declaracion de que el dispositivo utilizado en la investigacion realizada fuera
de Estados Unidos es idéntico al dispositivo objeto de la presentacion o solicitud, o bien una
descripcion detallada del dispositivo y de cada componente importante (incluidos todos los
materiales y especificaciones), ingrediente, propiedad y principio de funcionamiento del
dispositivo utilizado en la investigacion realizada fuera de Estados Unidos y una
comparacion con el dispositivo objeto de la presentacion o solicitud que indique en qué se



parece y/o en qué se diferencia el dispositivo utilizado en la investigacion del dispositivo
objeto de la presentacion o solicitud;

(6) Si la investigacion pretende respaldar la seguridad y eficacia de un dispositivo, una
discusion que demuestre que los datos y la informacidn constituyen pruebas cientificas
vélidas en el sentido de la § 860.7 de este capitulo;

(7) El nombre y la direccion del CEI que revis6 la investigacion y una declaracion de que el
CEI cumple la definicion de la § 812.3(t). El patrocinador o solicitante debera mantener
registros que respalden dicha declaracion, incluidos registros que describan las
cualificaciones de los miembros del CEI, y ponerlos a disposicion de la agencia para su
revision previa solicitud,

(8) Un resumen de la decision del CEI de aprobar o modificar y aprobar la investigacion, o
de emitir un dictamen favorable;

(9) Una descripcion de como se obtuvo el consentimiento informado;

(10) Una descripcion de los incentivos que, en su caso, se ofrecieron a los sujetos para que
participaran en la investigacion;

(11) Una descripcion de como el patrocinador o patrocinadores monitorearon la investigacion
y se aseguraron de que ésta se llevara a cabo de forma coherente con el protocolo; y

(12) Una descripcion de como se capacito a los investigadores para cumplir con las BPC (tal
y como se describe en el parrafo (a)(1) de esta seccion) y para llevar a cabo la investigacion
de acuerdo con el protocolo, y una declaracion sobre si se obtuvieron compromisos por
escrito por parte de los investigadores para cumplir con las BPC y el protocolo. El
patrocinador o solicitante debera conservar todos los compromisos escritos firmados por los
investigadores y ponerlos a disposicion de la agencia para su revision previa solicitud.

(¢) Renuncias.

(1) Un patrocinador o solicitante puede pedir a la FDA que renuncie a cualquier requisito
aplicable en virtud de los parrafos (a)(1) y (b) de esta seccion. Una solicitud de renuncia
puede presentarse en una IDE o en una enmienda o suplemento de una IDE, en una solicitud
o presentacion de comercializacion de un dispositivo (una solicitud conforme a la seccion
515 0 520(m) de la Ley Federal de Alimentos, Medicamentos y Cosméticos, una
presentacion de notificacion previa a la comercializacion conforme a la seccion 510(k) de la
Ley Federal de Alimentos, Medicamentos y Cosméticos, o una solicitud de clasificacion De
Novo conforme a la seccion 513(f)(2) de la Ley Federal de Alimentos, Medicamentos y
Cosméticos) o en una enmienda o suplemento de una solicitud o presentacion de
comercializacidon de un dispositivo, o en una presentacion previa. Una solicitud de renuncia
debe contener al menos uno de los siguientes elementos:




(1) Una explicacion de por qué el cumplimiento del requisito por parte del patrocinador o
solicitante es innecesario o no puede lograrse;

(i1) Una descripcion de una presentacion o curso de accion alternativo que satisfaga el
proposito del requisito; u

(111) Otros datos que justifiquen la renuncia.

(2) La FDA podra conceder una renuncia si considera que hacerlo redundaria en beneficio de
la salud publica.

(d) Registros. Un patrocinador o solicitante debera conservar los registros exigidos por esta
seccion para una investigacion clinica realizada fuera de los Estados Unidos de la siguiente
manera:

(1) Si la investigacion se presenta en apoyo de una IDE, durante 2 afios tras la terminacioén o
finalizacion de la IDE; y

(2) Si la investigacion se presenta como soporte de una solicitud de aprobacion previa a la
comercializacidn, un aviso de finalizacion de un protocolo de desarrollo de producto, una
solicitud de exencion de dispositivo humanitario, una presentacion de notificacion previa a la
comercializacidn o una solicitud de clasificacion De Novo, durante 2 afios después de una
decision de la agencia sobre dicha presentacion o solicitud.

(e) Investigaciones clinicas realizadas fuera de los Estados Unidos que no cumplan las
condiciones. En el caso de las investigaciones clinicas realizadas fuera de los Estados Unidos
que no cumplan las condiciones establecidas en el parrafo (a) de esta seccion, la FDA podra
aceptar la informacion de dichas investigaciones clinicas para respaldar una IDE o una solicitud
o presentacion de comercializacion de un dispositivo si la FDA considera que los datos y
resultados de dicha investigacion clinica son creibles y exactos y que se han protegido
adecuadamente los derechos, la seguridad y el bienestar de los sujetos.



ANEXO C
Introduccion

Las Buenas Practicas de Investigacion Clinica (BPC) son un proceso que incorpora normas de
calidad éticas y cientificas establecidas para el disefio, la realizacion, el registro y la
notificacion de las investigaciones clinicas en las que participan seres humanos. El
cumplimiento de las BPC ofrece la garantia publica de proteccion y respeto de los derechos,
la seguridad y el bienestar de los sujetos de la investigacion, en consonancia con los
principios enunciados en la Declaracion de Helsinki y otras directrices €ticas reconocidas
internacionalmente, y asegura la integridad de los datos de la investigacion clinica. La
realizacion de una investigacion clinica es compleja, y esta complejidad se ve agravada por
la necesidad de involucrar a una serie de personas con diferentes conocimientos, que deben
desempeniar sus tareas con destreza y eficacia.

La responsabilidad de las BPC la comparten todas las partes implicadas, incluidos los
patrocinadores, los investigadores y el personal del sitio, las organizaciones de investigacion
por contrato (CRO, por sus siglas en inglés), los comités de ética, las autoridades reguladoras y
los sujetos de la investigacion.

Antecedentes

A efectos del presente manual, una definicion general de investigacion con seres humanos es la
siguiente:

“Cualquier propuesta relacionada con seres humanos, incluidos voluntarios sanos, que no pueda
considerarse un elemento de gestion clinica o practica de salud publica aceptada y que implique
(1) una intervencidn u observacion fisica o psicolédgica, o

(i1) la recoleccion, almacenamiento y difusion de informacion relativa a las personas. Esta
definicion se refiere no sélo a los ensayos planificados en los que participan seres humanos, sino
también a la investigacion en la que se manipulan factores ambientales de tal manera que podrian
exponer incidentalmente a las personas a riesgos indebidos”. (Organizacion Mundial de la Salud,
Gobernanza, normas y procedimientos, Manual XVII de la OMS).

Antes de que los productos médicos puedan introducirse en el mercado o en los programas de
salud publica, deben someterse a una serie de investigaciones disefiadas para evaluar la seguridad
y la eficacia dentro de los parametros de toxicidad, potencia, determinacion de la dosis y
condiciones de campo. Debe documentarse toda la informacién sobre las indicaciones
terapéuticas, el método de administracion y dosificacion, las contraindicaciones, las advertencias,
las medidas de seguridad, las precauciones, interacciones, efectos en las poblaciones
destinatarias e informacion sobre seguridad.

Durante el proceso de investigacion y desarrollo clinico, la mayoria de los productos médicos
solo habran sido sometidos a pruebas de seguridad y eficacia a corto plazo en un nimero
limitado de individuos cuidadosamente seleccionados. En algunos casos, tan s6lo 100, y
raramente mas de 5000 sujetos, habran recibido el producto antes de su aprobacion para la
comercializacion. Dadas estas circunstancias, y dado que la decision de autorizar la
comercializacién de un nuevo producto tiene una importancia tan amplia para la salud publica, el



proceso y los datos de los ensayos clinicos deben ajustarse a normas rigurosas para garantizar
que las decisiones se basen en datos de la méxima calidad e integridad.

A principios de la década de 1960, surgio una preocupacion generalizada sobre la seguridad y el
control de los medicamentos en proceso de investigacion y el proceso de investigacion clinica
entre los miembros de la profesion médica, la comunidad cientifica, las autoridades reguladoras
y el publico en general. En 1968, la OMS convoc6 un Grupo Cientifico sobre Principios para la
Evaluacion Clinica de Medicamentos. El Grupo Cientifico se encarg6 de revisar y formular
principios para la evaluacion clinica de medicamentos, tanto nuevos como ya comercializados,
incluyendo consideraciones para nuevas indicaciones o formas de dosificacion de productos
comercializados y nuevos productos combinados. En 1975, se convoc6 a otro Grupo Cientifico
de la OMS para considerar especificamente todos los aspectos de la evaluacion y prueba de
medicamentos y para formular propuestas y guias para la investigacion en el campo del
desarrollo de medicamentos. Estos informes constituyeron la base de las “Directrices de buenas
practicas clinicas (BPC) para ensayos con productos farmacéuticos” de la OMS, publicadas en
1995, asi como muchas directrices nacionales e internacionales que se han elaborado
posteriormente, entre ellas:

- la Conferencia Internacional sobre Armonizacion (ICH, por sus siglas en inglés) E6, “Buenas
practicas clinicas: Guia consolidada” (1996)

- la Organizacion Internacional de Normalizacion (ISO, por sus siglas en inglés), “Investigacion
clinica de productos médicos para seres humanos, Parte 1 (Requisitos generales) y Parte 2
(Planes de investigacion clinica)” (2001).

- la Organizacién Panamericana de la Salud (OPS). Red Panamericana de Armonizacion
Regulatoria de Medicamentos (PANDRH, por sus siglas en inglés). “Buenas Practicas Clinicas:
Documento de las Américas” (2005).

La realizacion de investigaciones clinicas de acuerdo con los principios de BPC ayuda a
garantizar que los participantes en la investigacion clinica no estén expuestos a riesgos indebidos
y que los datos generados por la investigacion sean validos y precisos. Al proporcionar una base,
tanto para la integridad cientifica y ética de la investigacion con seres humanos, como para la
generacion de observaciones validas y documentacion solida de los hallazgos, las BPC no sélo
sirven a los intereses de las partes que participan activamente en el proceso de investigacion, sino
que también protege los derechos, la seguridad y el bienestar de los sujetos y garantiza que las
investigaciones sean cientificamente solidas y promuevan los objetivos de salud publica.

Objetivos de este manual
Los objetivos de este Manual de BPC de la OMS son los siguientes:

- apoyar y promover la consecucion de una norma unificada de aplicacion mundial para la
realizacion de todos los estudios de investigacion clinica en seres humanos;

- ofrecer una vision general y consejos practicos sobre la aplicacion y puesta en practica de los
principios internacionalmente aceptados para las BPC y la investigacion clinica en seres
humanos;



- proporcionar una herramienta educativa y de referencia para cualquier persona interesada en la
investigacion clinica, o que tenga la intencion de dedicarse a ella, o que ya participa activamente
en ella, proporcionando los antecedentes y conocimientos necesarios sobre las razones de los
requisitos de las BPC y su aplicacion eficaz;

- ayudar a los editores a evaluar la aceptabilidad de los informes de investigacion para su
publicacion, y a los reguladores a evaluar la aceptabilidad de cualquier estudio que pueda afectar
al uso o a las condiciones de registro de un producto médico.

Este manual puede ser adoptado o referenciado por los Estados Miembros de la OMS. En los
casos en que no existan reglamentos o requisitos nacionales o sea necesario complementarlos, las
autoridades de regulacion pertinentes podran designar o adoptar estos principios y normas de
BPC. Cuando las normas nacionales o internacionales adoptadas sean mas exigentes que las BPC
de la OMS, deberan prevalecer las primeras.

Otros organismos nacionales e internacionales, como la Conferencia Internacional de
Armonizacion (ICH), la Organizacion Internacional de Normalizacion (ISO), el Consejo de
Organizaciones Internacionales de Ciencias Médicas (CIOMS, por sus siglas en inglés), la
Agencia Europea para la Evaluacion de Medicamentos (EMEA, por sus siglas en inglés) y la
Administracion de Alimentos y Medicamentos de Estados Unidos (FDA, por sus siglas en
inglés), también ofrecen orientacion sobre diversos aspectos de la investigacion clinica. (Véase
las referencias).

Ambito de aplicacion de este manual

En este manual se definen catorce principios de BPC y se ofrece orientacion y asistencia para su
aplicacion y puesta en practica por todas las partes implicadas en el proceso de investigacion
clinica. Al describir cada principio, el manual articula los procesos y sistemas de investigacion
que deben establecerse y, dentro de ellos, las funciones y responsabilidades de las distintas partes
interesadas (en particular, patrocinadores, investigadores, comités de ética y autoridades
reguladoras) que participan en la realizacion de estudios de investigacion clinica y médica.

En la medida de lo posible, los principios de las BPC deben aplicarse en general a toda la
investigacion clinica en seres humanos, y no sélo a la investigacion con productos farmacéuticos
u otros productos médicos. Aqui se incluyen:

- estudios de un proceso fisiologico, bioquimico o patologico, o de la respuesta a una
intervencion especifica, ya sea fisica, quimica o psicologica, en sujetos sanos o en pacientes;

- estudios controlados de medidas de diagndstico, preventivas o terapéuticas, disefiados para
demostrar una respuesta especifica generalizable a estas medidas en un contexto de variacion
bioldgica individual,

- estudios disefiados para determinar las consecuencias para las personas y las comunidades de
medidas preventivas o terapéuticas especificas;

- estudios sobre el comportamiento humano relacionado con la salud en diversas circunstancias y
entornos;

- estudios que emplean la observacion o la intervencion fisica, quimica o psicologica. Dichos
estudios pueden generar registros o hacer uso de registros existentes que contengan informacion



biomédica o de otro tipo sobre individuos que pueden o no ser identificables a partir de los
registros o la informacion. El uso de dichos registros y la proteccion de la confidencialidad de los
datos obtenidos a partir de ellos se tratan en las “Directrices internacionales para la revision ética
de los estudios epidemioldgicos” (CIOMS, 1991, actualmente en proceso de actualizacion).

Aunque algunos principios de las BPC pueden no aplicarse a todos los tipos de investigacion en
seres humanos, se recomienda encarecidamente tener en cuenta estos principios siempre que
sean aplicables, como medio de garantizar una realizacion ética, metodologicamente solida y
precisa de la investigacion en seres humanos.

Vision general del proceso de investigacion clinica

En esta seccion se describen las actividades clave implicadas en la realizacion de un ensayo
clinico. Muestra una secuencia posible en la que pueden ocurrir estas actividades; otras
secuencias (por ejemplo, la realizacion simultdnea de una o mas actividades) también son
aceptables. Multiples partes son responsables del éxito de estas actividades y procedimientos; las
responsabilidades individuales de investigadores, patrocinadores, comités de ética y autoridades
reguladoras seran el tema de secciones posteriores de este Manual.

Las actividades clave del ensayo incluyen:

1. Elaboracién del protocolo del ensayo

En el marco de las BPC, los ensayos clinicos deben describirse en un protocolo claro y detallado.
El patrocinador, a menudo tras consultar con uno o mas investigadores clinicos, suele disefar el
protocolo del estudio; los investigadores clinicos también pueden disefiar e iniciar estudios
clinicos, como patrocinadores-investigadores. Los conceptos de identificacion de riesgos, diseiio
del estudio, grupos de control y metodologia estadistica son fundamentales para la elaboracion
del protocolo. El patrocinador y el(los) investigador(es) clinico(s) deben conocer las leyes o
normativas nacionales o locales relativas al disefo, inicio y realizacion del estudio.

2. Desarrollo de procedimientos operativos estandar (POE)

Todas las partes que supervisan, llevan a cabo, o apoyan la investigacion clinica (es decir,
patrocinadores, investigadores clinicos, Comités de Etica Independientes/Juntas de Revision
Institucional [CEI/JRI], las organizaciones de investigacion por contrato (CRO, por sus siglas en
inglés), deben desarrollar y seguir procedimientos operativos estandar (POE) por escrito que
definan las responsabilidades, los registros y los métodos que se utilizaran para las actividades
relacionadas con el estudio.

Véanse los principios de BPC de la OMS 6: Cumplimiento del protocolo; 7: Consentimiento
informado; 11: Registros; 12: Confidencialidad/ Privacidad; y 14: Sistemas de calidad.

Los patrocinadores deben considerar la preparacion de POE que incluyan:

- desarrollar y actualizar el protocolo, el manual del investigador, los formularios de informe de
casos (FIC) y otros documentos relacionados con el estudio;



- la adquisicion de suministros, el envio, la manipulacion y hacer un recuento de todos los
suministros del medicamento en investigacion;

- estandarizar las actividades de los patrocinadores y el personal del estudio (por ejemplo,
revision de los informes de efectos adversos por expertos médicos; analisis de datos por
estadisticos);

- estandarizar las actividades de los investigadores clinicos para garantizar que los datos de los
ensayos se recogen con exactitud;

- monitoreo, para garantizar que los procesos se siguen de forma coherente y que las actividades
se documentan de forma coherente;

- auditoria, para determinar si el monitoreo se lleva a cabo adecuadamente y los sistemas de
control de calidad son operativos y eficaces.

Del mismo modo, los investigadores clinicos deben considerar el desarrollo de POE para los
procedimientos comunes relacionados con el ensayo que no se abordan en el protocolo. Estos
pueden incluir, entre otros, los siguientes: comunicacion con el CEI/JRI; obtencion y
actualizacion del consentimiento informado; notificacion de acontecimientos adversos;
preparacion y mantenimiento de registros adecuados; administracion del medicamento en
investigacion; y contabilizacion y eliminacion del medicamento en investigacion.

Los CEI/JRI deben desarrollar y seguir procedimientos por escrito para sus operaciones,
incluyendo, pero no limitdndose a: requisitos de membresia; revision inicial y continua;
comunicacion con el(los) investigador(es) y la institucion; y minimizacion o eliminacion de
conflictos de interés.

Los reguladores deben considerar el desarrollo de procedimientos escritos para las actividades
relacionadas con la regulacion de la investigacién clinica. Estos pueden incluir, entre otras cosas:
la revision de las solicitudes y los informes de seguridad; la realizacion de inspecciones de BPC
(cuando proceda) y la comunicacion de las conclusiones a las partes inspeccionadas; y el
establecimiento de una infraestructura para el debido proceso y la imposicion de sanciones a las
partes que infrinjan la legislacion o los reglamentos nacionales/locales.

3. Desarrollo de sistemas y herramientas de apoyo

Los sistemas y herramientas de apoyo adecuados facilitan la realizacion del estudio y la
recopilacion de los datos requeridos por el protocolo. Los sistemas y herramientas de apoyo
incluyen, entre otros, los documentos de informacion relacionados con el ensayo (por ejemplo, el
manual del investigador, los formularios de informe de caso [FIC], las listas de comprobacion,
los diagramas de flujo del estudio, los registros de recuento de farmacos; véase el Proceso
general 4: Generacion y aprobacion de documentos de informacion relacionados con el ensayo),
el hardware y software informaticos, los diarios electronicos de los pacientes y otros equipos
especializados.

Por lo general, el patrocinador es responsable de desarrollar, mantener, modificar y garantizar la
disponibilidad de sistemas y herramientas de apoyo para llevar a cabo el ensayo y recopilar y
notificar los datos necesarios.



Por ejemplo, el patrocinador puede plantearse desarrollar/ disefiar/ proporcionar/ designar:

- equipo de diagndstico o de laboratorio requerido por el protocolo del estudio, y
procedimientos/calendarios para el mantenimiento del equipo de acuerdo con las
especificaciones del fabricante;

- sistemas informaticos (hardware y software) que se utilizaran en el ensayo clinico (por ejemplo,
software estadistico o de otro tipo, diarios electronicos de pacientes, codificacion de datos
personales), y sistemas de validacion de software, seglin sea necesario;

- fax u otros equipos de comunicacion para facilitar la notificacion de acontecimientos adversos
graves;

- informacidn y herramientas de formacion para investigadores clinicos y personal de los centros.

4. Generacion y aprobacion de los documentos relacionados con los ensayos

La elaboracion de documentos relacionados con el ensayo puede facilitar la realizacion del
estudio, la recopilacion y notificacion de datos relacionados con el estudio y el analisis de los
resultados del estudio.

Por lo general, el patrocinador elabora, disefia y proporciona diversos formularios y listas de
comprobacion estandarizados para ayudar al investigador clinico y a su personal a recopilar y
notificar los datos exigidos por el protocolo.

Algunos ejemplos de documentos de informacion sobre ensayos son, entre otros:

- manual del investigador;

- listas de comprobacion para identificar y documentar los pasos necesarios para cada una de las
diversas actividades del ensayo clinico (por ejemplo, seleccion del investigador, solicitudes y
autorizaciones, seguimiento, notificacion y evaluacion de acontecimientos adversos, analisis de
datos provisionales);

- Formularios de recuento de los suministros en investigacion para documentar la cantidad y el
origen del producto en investigacion enviado y recibido, la cantidad dispensada a los sujetos y la
devolucion/destruccion, segiin proceda, de cualquier producto no utilizado;

- Registros de firmas y otros formularios para documentar quién realiza las actividades, cudndo y
la secuencia en que se llevan a cabo;

- Formularios de informe de casos (FIC) para cada visita programada del estudio con el fin de
recopilar todos los datos necesarios recopilados y notificados para cada sujeto;

- documentos de consentimiento informado;

- formularios de notificacion de acontecimientos adversos o de seguridad;

- formularios administrativos para el seguimiento de los fondos y gastos de investigacion;

- formularios para revelar informacion sobre los intereses financieros, de propiedad o de otro tipo
del investigador en el producto objeto de estudio, de acuerdo con la legislacion o normativa
nacional/local;

- formatos para los informes de las visitas de control;

- formatos para los informes de situacion, los informes anuales y los informes finales de los
estudios.



5. Seleccion de los centros de ensayo y seleccion de investigadores y personal del estudio
debidamente calificados, capacitados y experimentados.

Los investigadores clinicos deben estar calificados y disponer de recursos suficientes y de
personal debidamente capacitado para llevar a cabo la investigacion y conocer el entorno
nacional y las circunstancias del centro y de la poblacioén o poblaciones del estudio. Los
patrocinadores deberan revisar los requisitos del protocolo del estudio para determinar el tipo o
tipos de conocimientos especializados necesarios e identificar a los investigadores clinicos que
posean los conocimientos médicos particulares necesarios para llevar a cabo el estudio y que
tengan conocimientos, capacitacion y experiencia en la realizacion de ensayos clinicos y en la
proteccion de seres humanos.

6. Revision del comité ético y aprobacion del protocolo

En el marco de las BPC, los estudios deben ser revisados y recibir la aprobacion/opinion
favorable de un Comité de Etica Independiente (CEI)/Junta de Revision Institucional (JRI) antes
de inscribir a los sujetos del estudio.

Por lo general, el investigador asume la responsabilidad de obtener la revision del protocolo del
estudio por parte del CEI/JRI. Las copias de cualquier aprobacion/opinion favorable se entregan
al patrocinador.

7. Revision por parte de las autoridades reguladoras

En el marco de las BPC, los estudios deben someterse a revision por parte de la(s) autoridad(es)
reguladora(s) para el uso del producto o intervencion en investigacion en sujetos humanos y para
garantizar que el estudio estd disefiado adecuadamente para cumplir sus objetivos declarados, de
acuerdo con la legislacion y normativa nacional/regional/local.

Por lo general, el patrocinador es responsable de garantizar que la(s) autoridad(es) reguladora(s)
competente(s) revise(n) y conceda(n) las autorizaciones necesarias para el estudio antes de que
¢éste pueda llevarse a cabo. El patrocinador también debera inscribir el ensayo en los registros de
ensayos clinicos aplicables y/o exigidos.

8. Inscripcidn de sujetos en el estudio: reclutamiento, elegibilidad y consentimiento informado
El investigador clinico es el principal responsable de reclutar a los sujetos, garantizar que solo se
inscriban en el estudio los sujetos elegibles y obtener y documentar el consentimiento informado
de cada sujeto. De acuerdo con las BPC, debe obtenerse el consentimiento informado de cada
sujeto del estudio antes de inscribirlo en el estudio o de realizar cualquier procedimiento
especifico del estudio.

9. Producto(s) en investigacion: calidad, manipulacion y contabilidad

La calidad del producto en investigacion se garantiza mediante el cumplimiento de las Buenas
Précticas de Fabricacion (BPF) y la manipulacion y el almacenamiento del producto de acuerdo
con las especificaciones de fabricacion y el protocolo del estudio. Las BPC exigen que los



patrocinadores controlen el acceso al producto en investigacion y también deben documentar
la(s) cantidad(es) producida(s), a quién se envia el producto y la disposicion (por ejemplo,
devolucion o eliminacion) de cualquier suministro no utilizado. La BPC también requieren que
los investigadores controlen la recepcion, administracion y eliminacion del producto en
investigacion.

10. Obtencion de datos del ensayo: realizacion del ensayo

La investigacion debe llevarse a cabo de acuerdo con el protocolo aprobado y los requisitos
regulatorios aplicables. Los registros del estudio que documentan cada actividad relacionada
con el ensayo proporcionan una verificacion critica de que el estudio se ha llevado a cabo de
acuerdo con el protocolo.

11. Gestion de la seguridad y elaboracion de informes

Todos los ensayos clinicos deben gestionarse para garantizar la seguridad. Aunque todas las
partes que supervisan o llevan a cabo la investigacion clinica tienen un papel/responsabilidad
en la seguridad de los sujetos del estudio, el investigador clinico es el principal responsable
de alertar al patrocinador y al CEI/JRI sobre los acontecimientos adversos, en particular los
acontecimientos imprevistos graves/que ponen en peligro la vida, observados durante el
transcurso de la investigacion. El patrocinador, a su vez, es el principal responsable de
informar de la seguridad del estudio a las autoridades reguladoras y a otros investigadores,
asi como de la evaluacion global de la seguridad del medicamento en investigacion. El
patrocinador puede constituir un comité de supervision de datos y seguridad (CSDS) para
ayudar en la gestion global de la seguridad.

12. Seguimiento del ensayo

Por lo general, los patrocinadores llevan a cabo el monitoreo del sitio de un ensayo clinico para
garantizar la alta calidad de su realizacion. El patrocinador puede realizar dicha supervision
directamente o puede utilizar los servicios de una persona u organizacion externa (por ejemplo,
una organizacidn de investigacion por contrato [OIC]). El patrocinador determina el alcance y la
naturaleza adecuados del monitoreo en funcion del objetivo, la finalidad, el disefio, la
complejidad, el tamafio, el cegamiento y los criterios de valoracion del ensayo, asi como de los
riesgos que plantea el medicamento en investigacion.

Los monitores “in situ” revisan las historias clinicas individuales para verificar el cumplimiento
del protocolo, garantizar la aplicacion continua de procedimientos adecuados de introduccion de
datos y control de calidad, y verificar el cumplimiento de las BPC. En los estudios ciegos, estos
monitores permanecen ciegos a la asignacion del brazo del estudio.

En el caso de un estudio iniciado por el investigador, el patrocinador-investigador debera
considerar las ventajas de organizar una supervision externa independiente del estudio, en
particular cuando el estudio incluya productos nuevos o riesgos potenciales significativos para
los sujetos.

13. Gestion de los datos del ensayo



Dentro de las BPC, la gestion adecuada de los datos de los ensayos clinicos garantiza que los
datos estén completos, sean fiables y se procesen correctamente, y que se preserve la integridad
de los datos. La gestion de datos incluye todos los procesos y procedimientos de recopilacion,
manejo, manipulacion, analisis y almacenamiento/ archivado de datos desde el inicio del estudio
hasta su finalizacion.

El patrocinador es el principal responsable del desarrollo de sistemas apropiados de gestion de
datos. El patrocinador y el investigador comparten la responsabilidad de implementar dichos
sistemas para garantizar la integridad de los datos del ensayo.

Los sistemas de gestion de datos deben abordar (segun proceda):

- la adquisicion de datos;

- la confidencialidad de los datos/privacidad de los datos;

- la captura electronica de datos (si procede);

- la capacitacion en gestion de datos para investigadores y personal;

- la cumplimentacion de los FIC y otros documentos relacionados con los ensayos, asi como los
procedimientos para corregir errores en dichos documentos;

- la codificacion/terminologia de acontecimientos adversos, medicacion, historias médicas;

- la gestion y notificacion de datos de seguridad;

- el ingreso y el procesamiento de datos (incluidos datos de laboratorio y externos);

- el cierre de la base de datos;

- la validacion de la base de datos;

- el almacenamiento de datos seguro, eficiente y accesible;

- la medicidn de la calidad de los datos (es decir, su fiabilidad) y garantia de calidad,

- la gestion de proveedores (por ejemplo, CRO, farmacias, laboratorios, proveedores de software,
almacenamiento externo) que participan directa o indirectamente en la gestion de los datos y
materiales del ensayo.

14. Garantia de calidad de los resultados y los datos del ensayo

La garantia de calidad (GC) verifica, mediante auditorias sistematicas e independientes, que los
sistemas de control de calidad existentes (por ejemplo, el monitoreo del estudio: véase Proceso
general 12: Monitoreo del ensayo; los sistemas de gestion de datos: véase Proceso general 13:
Gestion de los datos del ensayo) funcionan y son eficaces. Las auditorias de garantia de calidad
pueden realizarse durante el transcurso del ensayo clinico y/o al finalizarlo.

Los patrocinadores son los principales responsables de establecer sistemas de calidad y realizar
auditorias de garantia de calidad.

15. Informe del ensayo

Los resultados de cada estudio controlado con un medicamento en investigacion deberan
resumirse y describirse en un informe clinico integrado que contenga datos clinicos y
descripciones, presentaciones y analisis estadisticos. El informe debera ser completo, oportuno,
bien organizado, libre de ambigiiedades y facil de revisar.



El patrocinador es responsable de preparar los informes de los estudios clinicos. Por lo general,
dichos informes deben incluir:

- una descripcion de los aspectos éticos del estudio (por ejemplo, confirmacion de que el estudio
se ha realizado de acuerdo con los principios éticos basicos);

- una descripcion de la estructura administrativa del estudio (es decir, identificacion y
calificacion de los investigadores, sitios y otras instalaciones);

- una introduccion que explique las caracteristicas criticas y el contexto del estudio (por ejemplo,
justificacion y objetivos, poblacion objetivo, duracion del tratamiento, criterios de valoracion
primarios);

- un resumen de los objetivos del estudio;

- una descripcion del disefio y el plan general del estudio;

- una descripcion de las posibles modificaciones del protocolo;

- un recuento de todos los sujetos que participaron en el estudio, incluidas todas las desviaciones
importantes de los criterios de inclusion/exclusion y una descripcion de los sujetos que
abandonaron después de la inscripcion;

- un recuento de las violaciones del protocolo;

- una discusion de cualquier analisis intermedio;

- una evaluacion de eficacia, que incluya descripciones especificas de los sujetos que se
incluyeron en cada andlisis de eficacia y una lista de todos los sujetos que se excluyeron del
analisis de eficacia y los motivos de dicha exclusion;

- una evaluacion de la seguridad, que incluya el grado de exposicion, los acontecimientos
adversos comunes y los cambios en las pruebas de laboratorio, asi como los acontecimientos
adversos graves o imprevistos u otros acontecimientos adversos significativos, incluida la
evaluacion de los sujetos que abandonaron el estudio prematuramente debido a un
acontecimiento adverso o que fallecieron;

- una discusion y conclusiones generales sobre los resultados de eficacia y seguridad y la
relacion de riesgos y beneficios;

- tablas, figuras y graficos que resuman visualmente los resultados importantes o para aclarar
resultados que no se entienden facilmente;

- una lista de referencias.

Cuando esté permitido, podran aceptarse informes abreviados o menos detallados para
estudios no controlados o abortados.

Principios de BPC de la OMS

Principio 1: La investigacion que involucra a seres humanos debe ser cientificamente s6lida y
llevarse a cabo de acuerdo con los principios éticos basicos, que tienen su origen en la
Declaracion de Helsinki. Tres principios éticos basicos de igual importancia, a saber, el respeto a
las personas, la beneficencia y la justicia, impregnan todos los demas principios de las BPC.
Principio 2: La investigacion con seres humanos debe justificarse cientificamente y describirse
en un protocolo claro y detallado.

Principio 3: Antes de iniciar una investigacion con seres humanos, deben identificarse los riesgos
y molestias previsibles, asi como los beneficios previstos para el sujeto de la investigacion y para



la sociedad. La investigacion de productos o procedimientos en fase de investigacion debe estar
respaldada por informacion adecuada no clinica y, en su caso, clinica.

Principio 4: La investigacion que involucra a seres humanos solo debe iniciarse si los beneficios
previstos para el sujeto de la investigacion y la sociedad superan claramente los riesgos. Aunque
debe tenerse en cuenta el beneficio de los resultados del ensayo para la ciencia y la sociedad, las
consideraciones mas importantes son las relacionadas con los derechos, la seguridad y el
bienestar de los sujetos de la investigacion.

Principio 5: La investigacion con seres humanos debe contar con la aprobacion o el dictamen
favorable de un comité de ética independiente o una junta de revision institucional antes de
Iniciarse.

Principio 6: La investigacion con seres humanos debe llevarse a cabo de conformidad con el
protocolo aprobado.

Principio 7: Debe obtenerse el consentimiento informado y libre de cada sujeto antes de su
participacion en la investigacion, de acuerdo con la(s) cultura(s) y requisitos nacionales. Cuando
un sujeto no sea capaz de dar su consentimiento informado, debera obtenerse el permiso de un
representante legalmente autorizado, de conformidad con la legislacion aplicable.

Principio 8: La investigacion con seres humanos sélo debe continuar si el perfil beneficio-riesgo
sigue siendo favorable.

Principio 9: El personal médico calificado y debidamente autorizado (es decir, médico o, en su
caso, dentista) debe ser responsable de la atenciéon médica de los sujetos de investigacion y de
cualquier decision médica que se tome en su nombre.

Principio 10: Cada persona que participe en la realizacion de un ensayo debera estar calificada
por su educacion, formacion y experiencia para llevar a cabo su(s) tarea(s) respectiva(s) y estar
actualmente autorizada para ello, cuando sea necesario.

Principio 11: Toda la informacién del ensayo clinico debe registrarse, manejarse y almacenarse
de forma que permita su notificacion, interpretacion y verificacion precisas.

Principio 12: Debe protegerse la confidencialidad de los registros que puedan identificar a los
sujetos, respetando las normas de privacidad y confidencialidad de acuerdo con los requisitos
reglamentarios aplicables.

Principio 13: Los productos en investigacion deben fabricarse, manejarse y almacenarse de
acuerdo con las Buenas Practicas de Fabricacion (BPF) aplicables y deben utilizarse de acuerdo
con el protocolo aprobado.

Principio 14: Deben implantarse sistemas con procedimientos que garanticen la calidad de todos
los aspectos del ensayo.

PRINCIPIO 1: CONDUCTA ETICA

La investigacion con seres humanos debe ser cientificamente sélida y realizarse de acuerdo con
los principios éticos basicos, que tienen su origen en la Declaracion de Helsinki. Tres principios
¢ticos basicos de igual importancia, a saber, el respeto a las personas, la beneficencia y la
justicia, impregnan todos los demas principios de las BPC que se enumeran a continuacion.
Numerosos organismos nacionales e internacionales han establecido principios éticos,
incluyendo a:

1) La Asociacion Médica Mundial. Declaracion de Helsinki;

2) El Consejo de Organizaciones Internacionales de Ciencias Médicas (CIOMS), Directrices
¢ticas internacionales para la investigacion biomédica en seres humanos;

3) Otras directrices (ver Referencias).



Aplicacion

El principio 1 se aplica a través de:

- disefio y aprobacion del protocolo;

- consentimiento informado;

- revision cientifica y ética;

- una evaluacion favorable de los riesgos y beneficios;

- procedimientos y resultados justos y transparentes en la seleccion de los sujetos de la
investigacion;

- el cumplimiento de las leyes, regulaciones y normas nacionales e internacionales.

Preguntas y respuestas:

(Qué se entiende por “respeto a las personas” y como se aplica mas directamente en las BPC?

“ El respeto a las personas incorpora al menos dos convicciones éticas: en primer lugar, que los
individuos deben ser tratados como agentes autébnomos y, en segundo lugar, que las personas con
autonomia disminuida tienen derecho a proteccion”. (Informe Belmont; CIOMS, Guias éticas
internacionales)

“ El respeto a las personas exige que los sujetos, en la medida en que sean capaces, tengan la
oportunidad de elegir lo que les sucedera o no. Esta oportunidad se brinda cuando se cumplen las
normas adecuadas para el consentimiento informado”. (Informe Belmont)

En general, todos los individuos, incluidos los voluntarios sanos, que participan como sujetos de
investigacion deben considerarse intrinsecamente vulnerables.

Cuando sea probable que algunos o todos los sujetos, como nifios, presos, mujeres embarazadas,
personas discapacitadas o con discapacidades mentales, o personas desfavorecidas econdmica o
educativamente, sean mas vulnerables a la coercion o la influencia indebida, deben incluirse
salvaguardias adicionales en el estudio para proteger los derechos y el bienestar de estos sujetos.
Estas salvaguardias pueden incluir, entre otras, las siguientes: justificacion especial ante el
comité de revision ética de que la investigacion no podria llevarse a cabo de igual manera con
sujetos menos vulnerables; solicitud de permiso a un tutor legal u otro representante legalmente
autorizado cuando el posible sujeto sea sustancialmente incapaz de dar su consentimiento
informado; inclusion de un testigo imparcial que asista al proceso de consentimiento informado
si el sujeto o su representante legalmente autorizado no saben leer; y/o supervision adicional de
la realizacion del estudio.

Dentro de las BPC, el principio de “respeto a las personas” se implementa mas directamente a
través del proceso de consentimiento informado. Aqui se incluye la disposicion de que el sujeto
(o su representante legalmente autorizado) sera informado oportunamente si se dispone de
informacion que pueda ser relevante en cuanto a la voluntad del sujeto de continuar participando
en el ensayo. (Véase el principio 7 de las BPC de la OMS: Consentimiento informado).

(Qué se entiende por “beneficencia” y cdmo se aplica mas directamente dentro de las BPC?

“ La beneficencia se refiere a la obligacion ética de maximizar el beneficio y minimizar el dafio.
Este principio da lugar a normas que exigen que los riesgos de la investigacion sean razonables
en vista de los beneficios esperados, que el disefio de la investigacion sea solido y que los
investigadores sean competentes tanto para llevar a cabo la investigacion como para salvaguardar
el bienestar de los sujetos de la investigacion. La beneficencia prohibe ademads causar dafio



deliberadamente a las personas; este aspecto de la beneficencia se expresa a veces como un
b

principio separado, la no maleficencia “no hacer dafio”. (CIOMS, Directrices éticas

internacionales)

El principio de “beneficencia” guarda una estrecha relacion con las (BPC) “exigencia de que la
investigacion se justifique sobre la base de una evaluacion favorable de riesgos y beneficios”.
(Informe Belmont)

“ Los riesgos y beneficios de la investigacion pueden afectar a los sujetos individuales, ... y la
sociedad en general (o grupos especiales de sujetos de la sociedad)”. “Al sopesar estos diferentes
elementos, los riesgos y beneficios que afectan al sujeto inmediato de la investigacion tendran
normalmente un peso especial.” (Informe Belmont)

Dentro de las BPC, el principio de “beneficencia” se aplica mas directamente mediante la
evaluacion de riesgos y beneficios durante el disefio y la revision (revision inicial y revision
continua) del protocolo del estudio. (Véase también los principios de las BPC de la OMS 3:
Identificacion de riesgos; 4: Evaluacion de riesgos y beneficios; 8: Revision continua/evaluacion
continua de riesgos y beneficios).

(Qué se entiende por “justicia” y como se aplica mas directamente en el marco de las BPC?

“... el principio de justicia da lugar a exigencias morales de que haya procedimientos y resultados
justos en la seleccion de los sujetos de investigacion”. (Informe Belmont)

La justicia en la seleccion de sujetos de investigacion requiere atencion en dos aspectos: el
individual y el social.

“La justicia individual en la seleccion de sujetos exige que los investigadores muestren
imparcialidad; asi, no deben ofrecer investigaciones potencialmente beneficiosas s6lo a algunos
pacientes que estén a favor ni seleccionar s6lo a personas “indeseables” para investigaciones
arriesgadas”. (Informe Belmont)

La justicia social se refiere a grupos de sujetos, incluida la participacion de sujetos vulnerables o
poblaciones de sujetos. “Ciertos grupos, como las minorias raciales, los economicamente
desfavorecidos, los muy enfermos y los institucionalizados pueden ser buscados continuamente
como sujetos de investigacion debido a su facil disponibilidad en los entornos en los que se lleva
a cabo la investigacion” (Informe Belmont). “La equidad exige que ningln grupo o clase de
personas soporte mas de la parte que le corresponde de las cargas de la participacion en la
investigacion. Del mismo modo, ningiin grupo debe verse privado de la parte que le corresponde
de los beneficios de la investigacion, a corto o largo plazo.

... Los sujetos deben proceder de la poblacion cualificada de la zona geografica general del
ensayo, sin distincidon de raza, etnia, situacién econdmica o sexo, a menos que exista una razon
cientifica solida para proceder de otro modo”. (CIOMS, Directrices éticas internacionales,
Comentario a la directriz 12)

Dentro de las BPC, el principio de “justicia” se pone en practica de forma mas directa al
considerar los procedimientos y resultados para la seleccion de sujetos durante el disefio y la
revision del protocolo del estudio, asi como durante el reclutamiento y la inscripcion de los
sujetos del estudio. (Véase también los principios de las BPC de la OMS 2: Protocolo, y 7:
Consentimiento informado).

Aplicacion



Los principios éticos basicos de la investigacion biomédica se reflejan en todos los principios y
procesos de las BPC, lo que repercute en el papel y las responsabilidades de cada parte dentro de
las BPC. Cada una de las partes que participan en la investigacion clinica tiene la responsabilidad
de garantizar que la investigacion se lleve a cabo de manera ética y cientifica de acuerdo con las
normas mas estrictas. Esto incluye al investigador y al personal del sitio, al patrocinador y al
personal del patrocinador (incluidos los supervisores y auditores), a los comités de ética, a las
autoridades reguladoras y a los sujetos individuales de la investigacion.

Para més informacion (incluidas las funciones y responsabilidades):
Para CEI/JRI, consulte: Responsabilidades (ICH E6, Seccion 3.1)
Elementos de la Revision (Directrices Operativas de la OMS para los Comités de Etica que
Revisan la Investigacion Biomédica, 2000, Seccion 6.2)
Seguimiento (Directrices Operativas de la OMS para los Comités de Etica que Revisan la
Investigacion Biomédica, 2000, Seccion 9)
Revision ética de la investigacion patrocinada externamente (CIOMS, Directrices Eticas
Internacionales, Directriz 3)

Para investigadores clinicos, consulte:

Comunicaciones con el JRI/CEI (ICH E6, seccion 4.4) Consentimiento informado de los sujetos
del ensayo (ICH E6, seccion 4.8)

Informes de seguridad (ICH E6, seccion 4.11)

Para los patrocinadores, consulte:

Disefio del ensayo (ICH E6, seccion 5.4)

Notificacion/presentacion a la(s) autoridad(es) reguladora(s) (ICH E6, Seccion 5.10)
Informacion de seguridad (ICH E6, secciéon 5.16)

Para las autoridades reguladoras, consulte:

Directrices de la OMS sobre buenas practicas clinicas (BPC) para ensayos con productos
farmacéuticos, 1995

Véase también:

Debate sobre los principios de las BPC de la OMS Principio 2 de las BPC: Protocolo
Principio 3 de las BPC: Identificacion de riesgos

Principio 4 de las BPC: Evaluacion beneficio-riesgo

Principio 7 de las BPC: Consentimiento informado

Principio 8 de las BPC: Revision continua/evaluacion continua de beneficios y riesgos
Definiciones para:

Testigo imparcial (ICH E6, 1.26)

Consentimiento informado (ICH E6, 1.28)

Representante legalmente aceptable (ICH E6, 1.37) Sujetos vulnerables (ICH E6, 1.61)
Bienestar [de los sujetos del ensayo] (ICH E6, 1.62)

Protocolo de ensayo clinico y enmienda(s) al protocolo:

Seleccion y retirada de sujetos (ICH E6, Seccion 6.5)

Etica (ICH E6, Seccién 6.12)



PRINCIPIO 2: INVESTIGACION DESCRITA EN UN PROTOCOLO

La investigaciéon con seres humanos debe justificarse cientificamente y describirse en un
protocolo claro y detallado.

“El experimento debe ser tal que produzca resultados fructiferos ... improbables por otros
métodos o medios de estudio, y no de naturaleza aleatoria e innecesaria”. (Codigo de Nuremberg)

“El disefio y la realizacion de cada procedimiento experimental en el que participen seres
humanos deben formularse claramente en un protocolo experimental”. (Declaracion de Helsinki)

Aplicacion

El Principio 2 se aplica mediante el desarrollo de un protocolo claro, detallado, cientificamente
justificado y éticamente soélido que (1) cumpla los requisitos establecidos por las leyes y
normativas nacionales y locales, y (2) se someta a una revision cientifica y ética antes de su
aplicacion.

Preguntas y respuestas
(Qué se entiende por “cientificamente justificado™?

El protocolo debe disefiarse cuidadosamente para generar respuestas estadistica y cientificamente
solidas a las preguntas que se plantean y cumplir el objetivo u objetivos del estudio. El objetivo
u objetivos también deben justificar el riesgo; es decir, los beneficios potenciales (si los hay) de
la participacion en el estudio deben ser mayores que los riesgos.

“Un ensayo clinico no puede justificarse éticamente a menos que sea capaz de producir resultados
cientificamente fiables”. (CIOMS, Directrices éticas internacionales, Directriz 11)

(Qué es un protocolo claro y detallado?

Un protocolo “describe los objetivos, el disefo, la metodologia, las consideraciones estadisticas
y la organizacién de un ensayo”. El protocolo suele incluir también los antecedentes y la
justificacion del ensayo, pero éstos pueden ser proporcionados en otros documentos a los que se
hace referencia en el protocolo “. (ICH E6, Seccion 1.44)

Un protocolo “proporciona los antecedentes, la justificacion y el objetivo u objetivos de un
proyecto de investigacion biomédica y describe su disefio, metodologia y organizacion, incluidas
las consideraciones éticas y estadisticas. Algunas de estas consideraciones pueden figurar en
otros documentos a los que se hace referencia en el protocolo”. (Directrices Operativas de la
OMS para los Comités de Etica que Revisan la Investigacion Biomédica, Glosario)

(Qué informacién debe incluirse en un protocolo de estudio?

El protocolo del estudio es el documento basico que comunica los requisitos del ensayo a todas
las partes responsables de la aprobacion, realizacion, supervision y analisis de la investigacion.
Las BPC reconocen que el protocolo del estudio debe incluir ciertos elementos esenciales. Estos
incluyen, entre otros, los siguientes:



- informacién general;

- antecedentes;

- descripcion de los objetivos y la finalidad del ensayo;

- descripcion del disefio del ensayo;

- criterios de inclusidn, exclusion y retirada de los sujetos del estudio;

- informacion sobre el tratamiento;

- los métodos y el calendario para evaluar, registrar y analizar los datos recogidos sobre el
producto en investigacion;

- métodos para obtener informacion sobre seguridad, incluidos los planes de control de la
seguridad;

- descripcion de los métodos estadisticos que se emplearan;

- descripcion de las consideraciones éticas relativas al ensayo;

- una declaracion relativa a permitir la supervision, las auditorias y la inspeccion relacionadas
con el ensayo por parte del promotor, el CEI/JRI y los reguladores, incluido el acceso directo a
los datos/documentos fuente;

- medios para obtener el consentimiento informado y la comunicacion de la informacion a los
posibles sujetos.

(Qué es una “modificacion de protocolo™?
“Una modificacion de protocolo es una descripcion escrita de uno mas cambio(s) o aclaraciones
formales de un protocolo”. (ICH E6, seccion 1.45)

(Qué tipos de cambios pueden requerir una modificacioén formal del protocolo?

Las leyes y normativas regionales, nacionales o locales pueden exigir a los patrocinadores que
preparen modificaciones formales al protocolo para describir cualquier cambio que afecte
significativamente a la seguridad de los sujetos, al alcance de la investigacion o a la calidad
cientifica del estudio.

Ejemplos de cambios que generalmente requieren una modificacion formal incluyen, pero no se
limitan a:

- Cambios en la dosis del farmaco o en la duracion de la exposicion de los sujetos individuales a
un producto en investigacion mas alla de lo descrito en el protocolo actual;

- aumento significativo del nimero de sujetos en estudio o de la duracion del estudio;

- un cambio significativo en el disefio del estudio, como afiadir o eliminar una rama del estudio;
y

- la adiciéon de una nueva prueba o procedimiento destinado a mejorar el monitoreo o reducir el
riesgo de un efecto secundario o adverso, o la supresion de una prueba destinada a vigilar la
seguridad.

En este documento, “regional” se refiere a leyes, reglamentos o requisitos supranacionales, como
los adoptados por la Unién Europea.

(Qué es el “manual del investigador” y como se relaciona con el protocolo?

El manual del investigador es una “recopilacion de los datos clinicos y no clinicos sobre el
medicamento en investigacion que son relevantes para el estudio del medicamento en
investigacion en seres humanos”. (ICH E6, 1.36)



En general, el manual del investigador proporciona informacion basica mas completa sobre el
producto en investigacion que la proporcionada en el protocolo. El manual del investigador
ayuda al investigador a interpretar y aplicar el protocolo del estudio, y puede ser de especial
importancia para ayudarle a determinar si determinados acontecimientos adversos son
imprevistos y, en consecuencia, cuando y como deben notificarse al patrocinador, al CEI/JRI y a
las autoridades reguladoras.

(Qué se entiende por un estudio bien controlado?

Un estudio bien controlado utiliza un disefio que permite comparar a los sujetos tratados con el
agente o la intervencion en investigacion con una poblacion de control adecuada, de modo que el
efecto del agente o la intervencidn en investigacion pueda determinarse y distinguirse de otras
influencias, como cambios espontaneos, efectos “placebo”, terapias o intervenciones
concomitantes o expectativas del observador.

(Cuales son algunos disefos de estudios clinicos controlados?

Los disefios comunmente utilizados para los estudios clinicos controlados incluyen: control
concurrente placebo; control concurrente sin tratamiento; control concurrente dosis-respuesta;
control concurrente activo (positivo); control externo (incluido el control histérico); y disefios
combinados (grupo de control multiple). (Véase ICH E10: Eleccion del grupo de control y
cuestiones relacionadas en los ensayos clinicos).

“Como norma general, los sujetos de investigacion del grupo de control de un ensayo de una
intervencion diagnostica, terapéutica o preventiva deben recibir una intervencion eficaz
establecida. En algunas circunstancias puede ser éticamente aceptable utilizar un comparador
alternativo, como placebo o “ningun tratamiento”.” (CIOMS, Directrices éticas internacionales,
Directriz 11)

(Qué se puede hacer para minimizar los sesgos en una investigacion clinica?

El sesgo implica una distorsion subjetiva o injusta del juicio a favor o en contra de una persona o
cosa. El proposito de realizar un ensayo clinico de un producto en investigacion es distinguir el
efecto del producto en investigacion de otros factores, como cambios espontaneos en el curso de
la enfermedad, efectos placebo u observacion sesgada/subjetiva. El sesgo puede minimizarse en
un ensayo clinico disefiando estudios bien controlados, utilizando procedimientos para asignar
aleatoriamente a los sujetos a los distintos brazos del estudio basandose en la generacion de una
secuencia de asignacion aleatoria, y utilizando la ocultacion y el cegamiento.

(Qué se entiende por “cegamiento” o “enmascaramiento”?

El cegamiento o enmascaramiento es “[un] procedimiento por el cual una o mas partes del
ensayo desconocen la asignacion o asignaciones al tratamiento”. El cegamiento simple suele
referirse al desconocimiento por parte del sujeto o sujetos, y el doble cegamiento suele referirse
al desconocimiento por parte del sujeto o sujetos, el investigador o investigadores, el monitor v,
en algunos casos, el analista o los analistas de datos, de la asignacion o asignaciones al
tratamiento”. (ICH E6, 1.10)

(Cuéando esta permitido el desenmascaramiento del ensayo por parte del investigador? ;Coémo
debe llevarse a cabo el desenmascaramiento (en aquellas situaciones en las que estaria
permitido)?



El desenmascaramiento puede ser necesario en caso de emergencia médica de un sujeto de
investigacion. Por lo general, el desenmascaramiento implica procedimientos especificados en el
protocolo del estudio que permiten al investigador y/o al patrocinador averiguar si un sujeto
concreto recibio el producto de la investigacion, o recibio un producto de comparacion o
placebo, en su caso, mientras participaba en el estudio.

“El investigador... debera asegurarse de que el c6digo se rompe sélo de acuerdo con el protocolo.
Si el ensayo es ciego, el investigador debera documentar y explicar sin demora al patrocinador
cualquier desenmascaramiento prematuro (por ejemplo, desenmascaramiento accidental,
desenmascaramiento debido a un acontecimiento adverso grave) del producto en investigacion”.
(ICH E6, Seccion 4.7)

(Qué se entiende por “aleatorizacion”?

La aleatorizacion es el “proceso de asignacion de los sujetos del ensayo a los grupos de
tratamiento o control utilizando un elemento de azar para determinar las asignaturas con el fin de
reducir el sesgo”. (ICH E6, 1.48)

“La aleatorizacion es el método preferido para asignar a los sujetos a los distintos brazos del
ensayo clinico, a menos que pueda justificarse cientifica y éticamente otro método, como los
controles histdricos o bibliograficos. La asignacion a los brazos de tratamiento mediante
aleatorizacion, ademas de su habitual superioridad cientifica, ofrece la ventaja de tender a hacer
equivalentes para todos los sujetos los beneficios y riesgos previsibles de la participacion en un
ensayo.” (CIOMS, Directrices éticas internacionales, Directriz 11)

“El investigador debe seguir los procedimientos de aleatorizacion del ensayo, si los hay, y debe
asegurarse de que el codigo se rompa so6lo de acuerdo con el protocolo”. (ICH E6, seccion 4.7)

(Como debe abordar el protocolo la notificacion de acontecimientos adversos?

El protocolo debe especificar los procedimientos para obtener informes de acontecimientos
adversos y enfermedades intercurrentes, asi como para registrarlos y notificarlos; el tipo y la
duracion del seguimiento de los sujetos tras los acontecimientos adversos; y los métodos que se
utilizaran y el calendario para evaluar, registrar y analizar los parametros de seguridad.

El protocolo y el manual del investigador ayudaran al investigador y al patrocinador a determinar
si un acontecimiento adverso es “inesperado” y como debe notificarse. Las reacciones adversas
graves e inesperadas deben notificarse a la(s) autoridad(es) reguladora(s) y a otros investigadores
implicados en el ensayo de acuerdo con los requisitos reguladores aplicables.

Aplicaciéon

Los patrocinadores son los principales responsables de (1) disefiar la investigacion clinica, (2)
elaborar el protocolo del estudio, el manual del investigador y los materiales relacionados para
describir los procedimientos que se seguiran, los criterios de valoracion del estudio, la recogida
de datos y otros requisitos del estudio, y (3) garantizar que el protocolo cumple las leyes y
normativas nacionales y locales aplicables.

Los investigadores pueden ser consultados por el patrocinador durante el desarrollo del protocolo
o0, en algunos casos, pueden contribuir personalmente al disefio del protocolo. Los investigadores
son responsables de familiarizarse con el protocolo del estudio, el manual del investigador y los
materiales relacionados para asegurarse de que son capaces de llevar a cabo el estudio de
acuerdo con las especificaciones del protocolo.



Los CEI/JRI son responsables de llevar a cabo la revision ética del protocolo del estudio. Esto
también incluye organizar una revision cientifica o verificar que un organismo competente haya
determinado que la investigacion es cientificamente solida. (Véase el Principio de las BPC de la
OMS 5: Revision por el CEI/JRI)

Los reguladores tienen la responsabilidad de permitir que un protocolo siga adelante de acuerdo
con las leyes y regulaciones aplicables. Esto puede incluir la revision prospectiva del protocolo,
del manual del investigador y de otra informacion pertinente. Cuando el protocolo o el manual
del investigador sean inexactos o materialmente incompletos, cuando el protocolo no garantice
adecuadamente la proteccion de los derechos y la seguridad de los sujetos, o cuando el disefio del
protocolo sea deficiente para cumplir sus objetivos declarados, la autoridad reguladora podra
exigir la modificacion del protocolo o tomar medidas para impedir que el protocolo siga adelante
de conformidad con las leyes y reglamentos aplicables.

Para méas informacion (incluidas las funciones y responsabilidades)
Para CEI/JRI, consulte:

Protocolo de ensayo clinico (ICH E6, Seccion 6)

Manual del investigador (ICH E6, Seccion 7)

Documentacion (Directrices Operativas de la OMS para los Comités de Etica que Revisan la
Investigacion Biomédica, Seccion 5.3)

Elementos del examen (Directrices practicas de la OMS para los comités de ética que examinan
investigaciones biomédicas, seccion 6.2)

Para los investigadores clinicos, consulte:

Calificaciones y acuerdos del investigador (ICH E6, Seccion 4.1) Recursos adecuados (ICH E6,
Seccion 4.2)
Cumplimiento del protocolo (ICH E6, seccion 4.5)

Procedimientos de aleatorizacion y desenmascaramiento (ICH E6, Seccion 4.7)
Informes de seguridad (ICH E6, Seccion 4.11)

Protocolo de ensayo clinico (ICH E6, Seccion 6)

Manual del investigador (ICH E6, Seccion 7)

Para los patrocinadores, consulte:
Disefio del ensayo (ICH E6, seccion 5.4)

Gestion de ensayos, manejo de datos, mantenimiento de registros y comité independiente de
supervision de datos (ICH E6, seccion 5.5)

Notificacién/presentacion a las autoridades reguladoras (ICH E6, seccion 5.10)

Protocolo de ensayo clinico (ICH E6, Seccion 6)

Manual del investigador (ICH E6, Seccion 7)

Elementos que deben incluirse en un protocolo (o documentos asociados) de investigacion
biomédica en seres humanos (CIOMS, Directrices éticas internacionales, Apéndice 1)
Directrices de la OMS sobre buenas practicas clinicas (BPC) para ensayos con productos
farmacéuticos, 1995 (Seccion 2)

Para las autoridades reguladoras, consulte:

Programas de Monitoreo del Cumplimiento de las BPC por las Autoridades Reguladoras (Buenas
Practicas Clinicas: Documento de las Américas, OPS, Capitulo 7)
Directrices de la OMS sobre buenas practicas clinicas (BPC) para ensayos con productos



farmacéuticos, 1995

Véase también:

Discusion de los Principios de las BPC de la OMS
Principio 3 de las BPC: Identificacion de riesgos
Principio 4 de las BPC: Evaluacion beneficio-riesgo
Principio 5 de las BPC: Revision por CEI/JRI
Principio 6 de las BPC: Cumplimiento del protocolo
Principio 11 de las BPC: Registros

PRINCIPIO 3: IDENTIFICACION DERIESGOS

Antes de iniciar una investigacion con seres humanos, deben identificarse los riesgos y molestias
previsibles, asi como los beneficios previstos para el sujeto de la investigacion y para la
sociedad. La investigacion de productos o procedimientos en fase de investigacion debe estar
respaldada por informacion adecuada no clinica y, en su caso, clinica.

“El experimento debe disefiarse y basarse en los resultados de la experimentacion animal y en el
conocimiento de la historia natural de la enfermedad u otro problema objeto de estudio, de modo
que los resultados previstos justifiquen la realizacion del experimento.” (Codigo de Nuremberg)
“La investigacion médica en seres humanos debe ajustarse a los principios cientificos
generalmente aceptados, basarse en un conocimiento profundo de la literatura cientifica, en otras
fuentes de informacion pertinentes y en una experimentacion adecuada en laboratorio y, en su
caso, en animales”. (Declaracion de Helsinki)

“La evaluacion de los riesgos y beneficios requiere una cuidadosa recopilacion de los datos
pertinentes, incluidos, en algunos casos, métodos alternativos para obtener los beneficios que se
persiguen con la investigacion. [L]a evaluacion presenta tanto la oportunidad como la
responsabilidad de reunir informacion sistematica y exhaustiva sobre la investigacion
propuesta”. (Informe Belmont)

Aplicacion

El Principio 3 se aplica a través de:

- realizar una buisqueda exhaustiva de la informacion cientifica disponible sobre el producto o
procedimiento en investigacion (incluidos los resultados de ensayos en animales de laboratorio y
cualquier experiencia humana previa);

- elaborar el manual del investigador, el protocolo del estudio y el documento de consentimiento
informado para que reflejen de forma adecuada, precisa y objetiva la informacion cientifica
disponible sobre los riesgos previsibles y los beneficios esperados.

Preguntas y respuestas:
(Qué se entiende por “riesgo(s)” y “beneficio(s)”?

“El término “riesgo” se refiere a la posibilidad de que se produzca un dafio. Sin embargo, cuando
se utilizan expresiones como “riesgo bajo” o “riesgo alto”, suelen referirse (a menudo de forma
ambigua) tanto a la posibilidad (probabilidad) de experimentar un dafio y la gravedad (magnitud)
del dano previsto. El término “beneficio” se utiliza en el contexto de la investigacion para
referirse a algo de valor positivo relacionado con la salud o el bienestar”. (Informe Belmont)



“Hay que tener en cuenta muchos tipos de posibles dafios y beneficios. Existen, por ejemplo,
riesgos de dafio psicolédgico, dao fisico, dafo legal, dafo social y dafio econdomico, asi como los
beneficios correspondientes. Aunque los tipos de dafios més probables para los sujetos de la
investigacion son los de dolor o lesiones psicoldgicas o fisicas, no deben pasarse por alto otros
posibles tipos”. (Informe Belmont)

“Los riesgos y beneficios de la investigacion pueden afectar a los sujetos individuales, a las
familias de los sujetos individuales y a la sociedad en general (o a grupos especiales de sujetos
de la sociedad)”. “... Al sopesar estos diferentes elementos, los riesgos y beneficios que afecten
al sujeto inmediato de la investigacion tendran normalmente un peso especial”. (Informe

Belmont) (Véase el Principio de las BPC de la OMS 1: Conducta ética)

(Como se lleva a cabo la identificacion de riesgos y beneficios en el marco de las BPC y donde
puede obtenerse informacion sobre riesgos y beneficios?

Dentro de las BPC, la identificacion de riesgos y beneficios se lleva a cabo como parte de la
revision cientifica que acompana al desarrollo del protocolo.

“... [L]a investigaciéon médica con seres humanos debe ajustarse a los principios cientificos
generalmente aceptados y basarse en un conocimiento exhaustivo de la literatura cientifica, otras
fuentes de informacion pertinente y una experimentacion adecuada en laboratorio y, cuando esté
indicado, en animales. La revision cientifica debe tener en cuenta, entre otras cosas, el disefio del
estudio, incluidas las disposiciones para evitar o minimizar el riesgo y para monitorear la
seguridad”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz 2)

En toda revision cientifica es importante la seleccion y evaluacion criticas de la bibliografia
obtenida de las publicaciones cientificas disponibles. Sin embargo, también puede ser importante
revisar datos relevantes no publicados, en particular cuando dichos datos suscitan preocupacion
por la seguridad de los sujetos.

(Qué es la informacion no clinica?

La informacion no clinica es la derivada de estudios no clinicos, definidos como “Estudios
biomédicos no realizados en seres humanos”. (ICH, E6, 1.41)

El término incluye experimentos in vivo (estudios con animales o plantas) o in vitro (laboratorio)
en los que los productos en investigacion se estudian en sistemas de prueba en condiciones de
laboratorio para determinar su seguridad. Las autoridades reguladoras y otros organismos pueden

exigir que los estudios no clinicos cumplan las normas de Buenas Practicas de Laboratorio
(BPL).

(Qué son las BPL (Buenas Practicas de Laboratorio) y cudl es la relacion entre las BPL y el
Principio 3 de las BPC?

El objetivo de las BPL es garantizar la calidad y la integridad de los datos no clinicos (en
particular sobre animales) presentados como apoyo de los permisos de investigacion o las
solicitudes de comercializacién. De conformidad con las leyes y regulaciones nacionales y
locales, las autoridades reguladoras pueden establecer normas de BPL para la realizacion y
notificacion de estudios no clinicos. Las normas de BPL incluyen requisitos relativos a:
organizacion y gestion de las instalaciones de ensayo, cualificaciones del personal y del director
del estudio, unidades de garantia de calidad, caracteristicas de las instalaciones para el cuidado
de los animales, areas de funcionamiento del laboratorio e instalaciones de almacenamiento de



muestras y datos, mantenimiento del equipo, procedimientos operativos estandar, caracterizacion
de los articulos de ensayo y de control, protocolos, realizacion del estudio, informes y
mantenimiento de registros.

De conformidad con las leyes y regulaciones nacionales o locales, el cumplimiento de las BPL
puede ser un requisito para la aceptacion de estudios de toxicologia animal como apoyo de
ensayos con seres humanos. Cuando no lo exijan las leyes y regulaciones nacionales/locales, las
normas BPL proporcionan una orientacion importante para la realizacion de estudios de
toxicologia animal de calidad.

(Qu¢ incluye el término “informacion clinica”?

La informacion clinica se refiere aqui a la informacion derivada de un estudio o experiencia
clinica previa. Un estudio clinico se define como “cualquier investigacion en seres humanos
destinada a descubrir o verificar los efectos clinicos, farmacoldgicos y/u otros efectos
farmacodinamicos de uno o varios productos en investigacion, y/o a identificar cualquier
reaccion adversa a uno o varios productos en investigacion, y/o a estudiar la absorcion,
distribucion, metabolismo y excrecion de uno o varios productos en investigacion con el fin de
determinar su seguridad y/o eficacia. Los términos ensayo clinico, y estudio clinico, son
sinébnimos”. (ICH E6, 1.12)

(Qué se entiende por “previsible” y “anticipado”?

Los términos “previsible” y “anticipado” se refieren a los conocimientos disponibles o
previsibles en el momento de la revision del protocolo. Estos términos llevan implicita la
obligacion de realizar una biisqueda exhaustiva de la literatura cientifica en el momento de la
revision inicial del protocolo y la obligacion de mantenerse al corriente de los nuevos
descubrimientos significativos sobre riesgos y/o beneficios que vayan apareciendo a medida que
avanza el protocolo.

Aplicaciéon

La responsabilidad de aplicar este principio es compartida por los patrocinadores, los
investigadores, los CEI/JRI y los reguladores:

Por lo general, el patrocinador lleva a cabo la revision bibliografica para asegurarse de que se
dispone de informacion suficiente para respaldar el ensayo clinico propuesto en la poblacion que
se va a estudiar y de que hay suficientes datos de seguridad y eficacia para respaldar la
exposicion humana al producto. El patrocinador puede necesitar realizar estudios preclinicos
para garantizar que existen suficientes datos de seguridad y eficacia para apoyar la exposicion en
humanos. El patrocinador debera resumir la informacion disponible sobre el
procedimiento/producto en el manual del investigador y exponer de forma acorde el disefio del
estudio en el protocolo. En general, es importante que el patrocinador elabore un manual del
investigador exhaustivo, preciso y completo, ya que es el principal medio para comunicar
informacion cientifica y de seguridad vital al investigador y, a su vez, al CEI/JRI.

La revision del protocolo, el manual del investigador y otra informacion relevante permite a los
CEI/JRI (1) determinar si los beneficios superan a los riesgos, (2) comprender los
procedimientos del estudio u otras medidas que se tomaran para minimizar los riesgos y (3)
garantizar que el documento de consentimiento informado establece con precision los riesgos y



beneficios potenciales de forma que facilite la comprension por parte de todos los sujetos del
estudio, con especial atencion a los grupos vulnerables.

Los investigadores deben conocer el protocolo, el manual del investigador y otra informacion
relevante sobre los riesgos y beneficios potenciales, y deben ser capaces de identificar de forma
adecuada, precisa y objetiva los riesgos y beneficios potenciales para los sujetos. Es posible que
los investigadores necesiten hacer alguna busqueda bibliografica adicional a la proporcionada
por el patrocinador. Los investigadores también deben estar completamente familiarizados con el
uso apropiado del (de los) producto(s)/procedimiento(s) del ensayo y deben tomar las medidas
necesarias para mantenerse al tanto de todos los nuevos datos relevantes sobre el producto,
procedimiento o método en investigacion que estén disponibles durante el curso del ensayo
clinico.

Los reguladores tienen la responsabilidad de permitir que un protocolo siga adelante de acuerdo
con las leyes/regulaciones nacionales vigentes o las normas aceptadas internacionalmente. Esto
puede incluir la revision prospectiva del protocolo, del manual del investigador y otra
informacion pertinente para garantizar que los riesgos y beneficios se identifiquen con exactitud
y justifiquen que el protocolo siga adelante. Cuando proceda, las normas nacionales adoptadas
deberan abordar otras normas o cuestiones raciales, culturales o religiosas nacionales o
regionales que no estén contempladas en las normas internacionales. De conformidad con las
leyes y regulaciones nacionales/locales, los reguladores pueden establecer normas para la
realizacion de estudios no clinicos, la revision de los datos no clinicos y clinicos presentados
como apoyo de los permisos de investigacion o las solicitudes de comercializacion, y/o
inspeccionar las instalaciones que realizan estudios no clinicos y clinicos.

Para méas informacién (incluidas las funciones y responsabilidades)

Para CEI/JRI, consulte: Responsabilidades (ICH E6, Seccion 3.1) Procedimientos (ICH E6,
Seccion 3.3)

Elementos del examen (Directrices practicas de la OMS para los comités de ética que examinan
investigaciones biomédicas, seccion 6.2)

Seguimiento (Directrices practicas de la OMS para los comités de ética que examinan
investigaciones biomédicas, Seccion 9)

Para investigadores clinicos, consulte:

Manual para investigadores (ICH E6, Seccion 7)

Protocolo de ensayo clinico, informacion general (ICH E6, seccion 6)

Para los patrocinadores, consulte:

Manual del investigador (ICH E6, Seccion 7) Protocolo de ensayo clinico (ICH E6, Seccion 6)
PNUD/Banco Mundial Programa Especial de la OMS para la Investigacion y la Formacion en
Enfermedades Tropicales (TDR) “ Manual de buenas practicas de laboratorio (BPL): Practicas de
calidad para la investigacion y desarrollo no clinico regulado” (septiembre de 2000)

Estudios no clinicos de seguridad para la realizacion de ensayos clinicos en humanos de
productos farmacéuticos (ICH M3)

Ensayos preclinicos de productos farmacéuticos derivados de la biotecnologia (ICH S6)
Revision bibliografica (“Investigacion clinica de productos médicos en seres humanos”, ISO
14155-1, Parte 1, Anexo A).



Para las autoridades reguladoras, consulte:

Guia de buenas practicas clinicas (BPC) para ensayos con productos farmacéuticos, 1995
PNUD/Banco Mundial Programa Especial de la OMS de Investigaciones y Ensefianzas sobre
Enfermedades Tropicales (TDR) “ Manual de buenas practicas de laboratorio (BPL): Practicas de
calidad para la investigacion y el desarrollo no clinicos regulados” (septiembre de 2000)
Estudios no clinicos de seguridad para la realizacion de ensayos clinicos en humanos de
productos farmacéuticos (ICH M3)

Ensayos preclinicos de productos farmacéuticos derivados de la biotecnologia (ICH S6)

Véase también:

Discusion de los Principios de las BPC de la OMS

Principio 1 de las BPC: Conducta ética

Principio 2 de las BPC: Protocolo

Principio 4 de las BPC: Evaluacion beneficio-riesgo

Principio 7 de las BPC: Consentimiento informado

Definiciones para:

Manual del investigador (ICH E6, 1.36) Estudio no clinico (ICH E6, 1.41) Protocolo (ICH E6,
1.44)

Modificacion al Protocolo (ICH E6, 1.45)

PRINCIPIO 4: EVALUACIONBENEFICIO-RIESGO

La investigacion con seres humanos sélo debe iniciarse si los beneficios previstos para el sujeto
de la investigacion y la sociedad superan claramente los riesgos. Aunque debe tenerse en cuenta
el beneficio de los resultados del ensayo para la ciencia y la sociedad, las consideraciones mas
importantes son las relacionadas con los derechos, la seguridad y el bienestar de los sujetos de la
investigacion.

“El grado de riesgo que debe asumirse nunca debe exceder el determinado por la importancia
humanitaria del problema que debe resolverse con el experimento”. (Codigo de Nuremberg)
“Todo proyecto de investigacion médica en seres humanos debe ir precedido de una evaluacion
cuidadosa de los riesgos y cargas previsibles en comparacion con los beneficios previsibles para
el sujeto o para terceros. Esto no excluye la participacion de voluntarios sanos en la investigacion
médica.” (Declaracion de Helsinki)

“En toda investigacion biomédica en seres humanos, el investigador debe asegurarse de que los
beneficios y riesgos potenciales estén razonablemente equilibrados y de que los riesgos se
reduzcan al minimo”. (CIOMS, Directrices éticas internacionales, Directriz 8)

“Se suele decir que los beneficios y los riesgos deben estar ‘equilibrados’ y demostrar que se
encuentran ‘en una proporcion favorable’. ... Asi pues, en primer lugar, debe determinarse la
validez de las presuposiciones de la investigacion; a continuacion, debe distinguirse con la mayor
claridad posible la naturaleza, la probabilidad y la magnitud del riesgo. El método de
determinacion de los riesgos debe ser explicito.

... las estimaciones de la probabilidad de dafios o beneficios son razonables, a juzgar por los
hechos conocidos u otros estudios disponibles”. (Informe Belmont)

“... Los riesgos deben reducirse a los necesarios para alcanzar el objetivo de la investigacion.
Debe determinarse si es realmente necesario utilizar seres humanos. Tal vez nunca pueda



eliminarse por completo el riesgo, pero a menudo puede reducirse prestando especial atencion a
los procedimientos alternativos... Cuando la investigacion implique un riesgo significativo de
dafio grave, los comités de revision deben ser extraordinariamente insistes en cuanto a la
justificacion del riesgo (por lo general, atendiendo a la probabilidad de beneficio para el sujeto o,
en algunos casos excepcionales, a la voluntariedad manifiesta de la participacion) ...” (Informe
Belmont).

“La revision cientifica debe considerar, entre otras cosas, el disefio del estudio, incluidas las
disposiciones para evitar o minimizar el riesgo y para controlar la seguridad”. (CIOMS,
Directrices éticas internacionales, Comentario a la Directriz 2)

“Los riesgos y beneficios de la investigacion pueden afectar a los sujetos individuales, a las
familias de los sujetos individuales y a la sociedad en general (o a grupos especiales de sujetos
de la sociedad). ... A la hora de sopesar estos diferentes elementos, los riesgos y beneficios que
afectan al objeto inmediato de la investigacion tendran normalmente un peso especial”. (Informe
Belmont)

“En la investigacion médica en seres humanos, las consideraciones relacionadas con el bienestar
del ser humano deben primar sobre los intereses de la ciencia y de la sociedad”. (Declaracion de
Helsinki)

Aplicacion
El Principio 4 se aplica mediante un disefio adecuado del estudio y mediante la revision ética,
cientifica y, en su caso, regulatoria del protocolo del estudio antes de su inicio.

Preguntas y respuestas

(Quién es el responsable de determinar que el perfil de riesgo/beneficio de un estudio es
aceptable o inaceptable?

En el marco de las BPC, el patrocinador del estudio, el investigador, los CEI/JRI y las
autoridades reguladoras tienen la responsabilidad de evaluar el perfil de riesgo/beneficio de un
estudio (véase Implementacion, mas adelante). De acuerdo con las leyes y regulaciones
aplicables, la autoridad reguladora puede detener el desarrollo de un estudio o exigir
modificaciones en el protocolo si el perfil de riesgo/beneficio es inaceptable. EI CEI/JRI tiene
autoridad para emitir una aprobacion/opinion favorable; exigir modificaciones antes de la
aprobacion/opinion favorable; emitir una desaprobacion/opinion negativa; o terminar/suspender
una aprobacidn/opinion favorable previa. Un investigador puede decidir participar o no en un
estudio basandose en su evaluacion del perfil de riesgo/beneficio. El patrocinador puede decidir
no iniciar o terminar/suspender un ensayo cuando el perfil de riesgo/beneficio sea inaceptable.

(Cuando debe realizarse una determinacion de riesgos/beneficios?

Debe realizarse una determinacion del riesgo/beneficio antes de iniciar el estudio, asi como
periodicamente durante el mismo (véase también el Principio de las BPC de la OMS 8: Revision
continua/evaluacion continua del riesgo/beneficio).

(Qué ocurre si el perfil de riesgo-beneficio de un estudio parece favorable desde un punto de
vista nacional, social, institucional o cientifico, pero desfavorable para los sujetos participantes
en la investigacion?

Las consideraciones mas importantes en un estudio son las relacionadas con los derechos, la
seguridad y el bienestar de los sujetos de la investigacion. “En la investigacion médica en seres



humanos, las consideraciones relacionadas con el bienestar del sujeto humano deben tener
prioridad sobre los intereses de la ciencia y la sociedad”. (Declaracion de Helsinki)

(Qué pasa con los reembolsos financieros a los sujetos de la investigacion?

Los reembolsos financieros a los sujetos son distintos de cualquier beneficio que contribuya al
analisis riesgo-beneficio.

Cuando las leyes y regulaciones aplicables lo permitan, se podran ofrecer reembolsos financieros
a los sujetos por su participacion en un estudio. Cuando no existan requisitos, se debe
proporcionar una compensacion justa de manera apropiada tras consultar con las
instituciones/organizaciones pertinentes. Por lo general, estos reembolsos se consideran parte del
proceso de reclutamiento y no beneficios del estudio. Sin embargo, en el momento de la revision
inicial, los CEI/JRI deben examinar tanto el importe del reembolso financiero como el método y
el momento de desembolso propuestos para asegurarse de que ninguno de ellos sea coercitivo o
gjerza una influencia indebida. Los reembolsos no deben ser tan elevados que induzcan
indebidamente a los sujetos a inscribirse en el estudio o que permanezcan en el estudio cuando,
de lo contrario, se retirarian. Cualquier crédito para el pago debe acumularse a medida que avanza
el estudio y no depender de que el sujeto complete todo el estudio. Los reembolsos no deben
sustituir al seguro adecuado que debe proporcionar el patrocinador contra reclamaciones por
lesiones relacionadas con el ensayo.

Aplicacion

La responsabilidad de aplicar este principio es compartida por los patrocinadores, los
investigadores, los CEI/JRI y los reguladores.

El patrocinador debe disefiar los estudios de investigacion de modo que se minimicen los riesgos
para los sujetos.

El(los) investigador(es) debe(n) revisar el manual del investigador y otra informacién relevante
sobre riesgos y beneficios al tomar la decision de realizar el estudio. El investigador también es
responsable de proporcionar informacion adecuada, precisa y objetiva sobre los riesgos y
beneficios durante el consentimiento informado de los sujetos del estudio.

Antes del inicio del estudio, los CEI/JRI deben revisar el protocolo, el manual del investigador
y otra informacion relevante para (1) comprender los procedimientos del estudio u otras medidas
que se tomaran para minimizar los riesgos, (2) comprender los beneficios potenciales (si los hay)
y determinar si esos beneficios superan los riesgos previstos, y determinar si los riesgos son
mayores que los beneficios, y (3) garantizar que el documento de consentimiento informado
exponga con precision los posibles riesgos y beneficios de forma que los sujetos del estudio
puedan comprender a qué se estan comprometiendo.

Los reguladores tienen la responsabilidad de permitir que un protocolo siga adelante de
conformidad con las leyes y regulaciones aplicables. Esto puede incluir la revision prospectiva
del protocolo, el manual del investigador y otra informacioén pertinente para garantizar que los
riesgos y beneficios se identifiquen con exactitud y justifiquen que el protocolo siga adelante. La
autoridad reguladora puede exigir la modificacién de un protocolo como condicién para su
tramitacion y/o puede suspender o terminar un protocolo basado en un perfil inaceptable de



riesgo/beneficio de acuerdo con las leyes y reglamentos aplicables.

Para mas informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, consulte:

Responsabilidades (ICH E6, Seccion 3.1)

Procedimientos (ICH E6, Seccién 3.3)

Elementos del examen (Directrices practicas de la OMS para los comités de ética que
examinan investigaciones biomédicas, seccion 6.2)

Comunicar una decision (Directrices practicas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 8)

Seguimiento (Directrices practicas de la OMS para los comités de ética que examinan
investigaciones biomédicas, Seccion 9)

Inducir a participar en la investigacion (Directrices éticas internacionales del CIOMS,
2002, Directriz 7)

Para investigadores clinicos, consulte:

Calificaciones y acuerdos del investigador (ICH EG6, secciéon 4.1) Protocolo de ensayo
clinico, informacién general (ICH E6, seccién 6) Manual del investigador (ICH E6, seccion
7)

Inducir a participar en la investigacion (Directrices éticas internacionales del CIOMS,
2002, Directriz 7)

Para los patrocinadores, consulte:

Notificacion/presentacion a la(s) autoridad(es) reguladora(s) (ICH E6, Sec- cion 5.10)
Protocolo de ensayo clinico, Informacion general (ICH E6, Seccion 6) Manual del
investigador (ICH E6, Seccion 7)

Para las autoridades reguladoras, consulte:

Directrices de la OMS sobre buenas practicas clinicas (BPC) para ensayos con productos
farmacéuticos, 1995

Véase también:

Debate sobre los principios de las BPC de la OMS

Principio 2 de las BPC: Protocolo

Principio 3 de las BPC: Identificacion de riesgos

Principio 7 de las BPC: Consentimiento informado

Principio 8 de las BPC: Revisidon continua/evaluacion continua de beneficios y riesgos

Definiciones para:

Requisito(s) regulatorio(s) aplicable(s) (ICH E6, 1.4)

Aprobacidn (en relacion con las juntas de revision institucional [JRI]) (ICH E6, 1.5)
Consentimiento informado (ICH E6, 1.28) Manual del investigador (ICH E6, 1.36)



PRINCIPIO 5 REVISION POR CEI/JRI

La investigacion con seres humanos debe contar con la aprobacion/opinion favorable de un
comité ético independiente/junta de revision institucional (CEI/JRI) antes de iniciarse.

El “... protocolo debe someterse a la consideracidon, comentario, orientacién y, en su caso,
aprobacion de un comité de revision ética especialmente designado, que debe ser independiente
del investigador, del patrocinador o de cualquier otro tipo de influencia indebida. Este comité
independiente debe estar en conformidad con las leyes y reglamentos del pais en el que se realiza
el experimento de investigacion...” (Declaracion de Helsinki)

“No presentar un protocolo al comité debe considerarse una violacion clara y grave de las
normas éticas”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz 2)

Aplicacion
El Principio 5 se aplica mediante la revision del protocolo por parte de un CEI/JRI que esté
constituido y funcione de acuerdo con las BPC y las leyes y regulaciones nacionales/locales
aplicables.

Preguntas y respuestas
(Cuadl es el objetivo de obtener la revision del protocolo por parte del CEI/JRI?

Es el CEI/JRI “... cuya responsabilidad es velar por la proteccion de los derechos, la seguridad y
el bienestar de los sujetos humanos que participan en un ensayo y proporcionar una garantia
publica de dicha proteccion, entre otras cosas, mediante la revision y la aprobacidén/opinion
favorable sobre el protocolo del ensayo...” (ICH E6, 1.27)

El principal objetivo del CEI/JRI es la revision ética del protocolo. Sin embargo, ... la revision
cientifica y el examen ético no pueden separarse: una investigacion cientificamente poco sélida
en la que participen seres humanos es ipso facto contraria a la ética, ya que puede exponerlos a
riesgos o incomodidades sin ningun proposito; incluso si no hay riesgo de lesiones, la pérdida de
tiempo de los sujetos y de los investigadores en actividades improductivas representa la pérdida
de un recurso valioso. Por lo tanto, normalmente un comité de revision ética considera tanto los
aspectos cientificos como los éticos de la investigacion propuesta. Debe llevar a cabo u organizar
una revision cientifica adecuada o verificar que un organismo experto competente ha
determinado que la investigacion es cientificamente soélida...” (CIOMS, Directrices éticas
internacionales, Comentario a la Directriz 2).

La revision por parte del CEI/JRI también ayuda a garantizar que la investigacion sea evaluada
por una parte independiente del ensayo. “Los comités de revision deben ser independientes del
equipo de investigacion, y cualquier beneficio econdmico directo u otro beneficio material que
puedan obtener de la investigacion no debe depender del resultado de su revision”. (CIOMS,
Directrices éticas internacionales, Directriz 2)

(Como promueven su independencia la composicion y el funcionamiento del CEI/JRI dentro de
las BPC?

Dentro de las BPC, “el CEI/JRI debe estar formado por un niimero razonable de miembros, que
colectivamente tengan las calificaciones y la experiencia para revisar y evaluar la ciencia, los
aspectos médicos y la ética del ensayo propuesto”. Se recomienda que el CEI/JRI incluya:

(a) al menos cinco miembros, (b) al menos un miembro cuya principal area de interés sea un area



no cientifica, (¢) al menos un miembro que sea independiente de la institucion/sede del ensayo”.
(ICH E6, seccion 3.2)

En su funcionamiento, “s6lo los miembros del CEI/JRI independientes del investigador y del
patrocinador del ensayo deben votar/opinar sobre un asunto relacionado con el ensayo”. (ICH
E6, Seccion 3.2).

“Para mantener la independencia del comité de revision respecto a los investigadores y
patrocinadores y evitar conflictos de intereses, ningin miembro que tenga un interés especial o
particular, directo o indirecto, en una propuesta debe participar en su evaluacion si dicho interés
puede subvertir el juicio objetivo del miembro. Los miembros de los comités de revision ética
deben estar sujetos a las mismas normas de divulgaciéon que el personal de investigacion
cientifica y médica en lo que respecta a intereses financieros o de otro tipo que puedan
interpretarse como conflictos de intereses. En la practica, una forma de evitar este tipo de
conflicto de intereses es que la comision insista en una declaracion de posible conflicto de
intereses por parte de cualquiera de sus miembros. El miembro que haga tal declaracion debera
retirarse, si hacerlo es claramente la accion apropiada, ya sea a discrecion del propio miembro o
a peticion de los demas miembros. Antes de retirarse, el miembro debe poder hacer comentarios
sobre el protocolo o responder a las preguntas de los deméas miembros”. (CIOMS, Directrices
éticas internacionales, Comentario a la Directriz 2)

“El investigador puede proporcionar informacion sobre cualquier aspecto del ensayo, pero no
debe participar en las deliberaciones del CEI/JRI ni en la votacion/opinion del CEI/JRI . (ICH
E6, Seccion 3.2)

“Debe haber un método predefinido para llegar a una decision (por ejemplo, por consenso, por
votacion); se recomienda que las decisiones se tomen por consenso, siempre que sea posible;
cuando el consenso parezca improbable, se recomienda que el CE vote”. (Directrices operativas
de la OMS para comités de ética que revisan investigaciones biomédicas, Seccion 7, Toma de
decisiones)

Dentro de las BPC, ;qué se entiende por dictamen “previo” del CEI/JRI?

Las BPC exigen que “[a]ntes de iniciar un ensayo, el investigador/la institucién debe contar con
la aprobacion/opinion favorable por escrito y fechada del CEI/JRI para el protocolo del ensayo,
el formulario de consentimiento informado escrito, las actualizaciones del formulario de
consentimiento, los procedimientos de reclutamiento de sujetos (por ejemplo, anuncios) y
cualquier otra informacion escrita que se vaya a proporcionar a los sujetos”. (ICH E6, Seccion
4.4)

“El CEI/JRI debe establecer, documentar por escrito y seguir sus procedimientos, que deben
incluir: ... especificar que ninglin sujeto debe ser admitido en un ensayo antes de que el CEI/JRI
emita su aprobacion/opinion favorable por escrito del ensayo.” (ICH E6, Seccion 3.3)

(Cual es la autoridad del CEI/JRI para emitir una decisién/opinién sobre el protocolo?

El CEI/JRI puede emitir una decision/opinién que puede ser positiva, condicional o negativa.
Independientemente de la naturaleza de la decision/opinion, debe documentarse y comunicarse
por escrito al solicitante.

Aprobacidn/opinion favorable. Esta decision/opinion positiva es necesaria antes de iniciar un
nuevo protocolo y antes de realizar cambios en un protocolo que haya recibido previamente una



aprobacion/opinion favorable. Al comunicar esta decision/opinion al solicitante, el CEI/JRI
debera incluir una declaracion de las responsabilidades del solicitante.

Modificaciones necesarias antes de su aprobacion/opinién favorable. Se trata de una
decision/opinioén condicional que requiere la respuesta del solicitante y la consideracion de la
respuesta del solicitante por parte del CEI/JRI. La aplicacion del protocolo/cambio(s) de
protocolo no podra tener lugar hasta que se realicen las modificaciones requeridas y el CEI/JRI
haya emitido una aprobacioén/opinion favorable basada en dichas modificaciones. En el caso de
una decision/opinioén condicional, cualquier requerimiento del CEI/JRI, incluyendo sugerencias
claras para la revision y el procedimiento para que la solicitud sea revisada nuevamente, debera
especificarse en una comunicacion escrita al solicitante. La comunicacidn escrita debe enfatizar
que ninguna actividad de estudio que requiera la aprobacidén/opinion favorable del CEI/JRI podra
llevarse a cabo en virtud de una decision condicional.

Desaprobacion/opiniéon negativa. Esta decision/opinion negativa puede aplicarse a la
desaprobacion/opinion negativa de un nuevo protocolo o a la desaprobacidén/opinioén negativa de
cambios en un protocolo en curso. La comunicacion de una desaprobacién/opinion negativa debe
incluir la(s) razén(es) claramente expuesta(s) de la decision/opinion negativa.
Terminacioén/suspension de cualquier aprobacion previa/opinion favorable. Esta decision/opinion
negativa constituye una accioén del CEI/JRI para dar por terminada o suspender su
aprobacion/opinion favorable previa. La comunicacion escrita del CEI/JRI debe incluir las
razones claramente expuestas de esta decision/opinion.

Aplicacion

La responsabilidad de aplicar este principio es compartida por los CEI/JRI, los investigadores,
los patrocinadores y los reguladores.

Un CEI/JRI debidamente constituido y operativo revisa el protocolo (y/o cualquier cambio
propuesto al protocolo) y proporciona al investigador una decision/opinidon por escrito. Los
procedimientos escritos del CEI/JRI deben garantizar que no se admita a ningin sujeto en un
ensayo ni se inicien desviaciones o cambios en el protocolo antes de que el CEI/JRI emita su
aprobacion/opinion favorable.

Los investigadores presentan el protocolo del estudio a su(s) CEI/JRI y son responsables de
obtener una aprobacion/opinioén favorable antes de enviar a cualquier sujeto al ensayo. Los
investigadores no deben realizar ninguna desviacion o cambio en el protocolo sin el acuerdo del
patrocinador y la revision previa y la aprobacioén/opinidn favorable documentada del CEI/JRI de
una modificacion, excepto cuando sea necesario para eliminar un peligro inmediato para los
sujetos de la investigacion. (Véase el Principio 6 de las BPC de la OMS: Cumplimiento del
protocolo)

El patrocinador desarrolla el protocolo, selecciona a los investigadores/instituciones calificadas
y confirma que cada investigador ha hecho que el protocolo del estudio sea revisado por un
CEI/JRI y ha recibido la aprobacion/opinion favorable del CEI/JRI.

De acuerdo con las leyes/regulaciones aplicables, los reguladores pueden consultar a los
investigadores, patrocinadores y/o CEI/JRI para asegurar el cumplimiento de los requisitos de
revision de los CEI/JRI. Los reguladores también deben alentar a los CEI/JRI a que se
comuniquen directamente con ellos sobre los problemas o inquietudes que puedan encontrar en



su revision de los ensayos en seres humanos.

Para més informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, refiérase a: Responsabilidades (ICH E6, Seccion 3.1)

Composicion, funciones y operaciones (ICH E6, Seccion 3.2) Procedimientos (ICH E6, Seccion
3.3)

Registros (ICH E6, Seccién 3.4)

Constitucion de un CE (Directrices operativas de la OMS para los comités de €tica que examinan
investigaciones biomédicas, Seccion 4)

Revision (Directrices operativas de la OMS para los comités de ética que revisan investigaciones
biomédicas, Seccion 6)

Toma de decisiones (Directrices operativas de la OMS para los comités de ética que revisan la
investigacion biomédica, Seccion 7)

Comunicar una decision (Directrices operativas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 8)

Seguimiento (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, Seccion 9)

Documentacion y archivo (Directrices operativas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 10)

Comités de revision ética (Directriz 2) y Revision ética de la investigacion patrocinada
externamente (Directriz 3), (Directrices Eticas Internacionales del CIOMS, 2002)

Para investigadores clinicos, consulte

Comunicacion con el CEI/JRI (ICH E6, seccion 4.4)

Para los patrocinadores, consulte:

Confirmacion de la revision por el CEIC (ICH E6, seccion 5.11)

Para las autoridades reguladoras, consulte:

Sondeo y evaluacion de las practicas de revision ética (guia complementaria a las Directrices
operativas para los comités de ética que examinan investigaciones biomédicas), OMS, 2002.

Véase también:

Discusion sobre los Principios de las BPC de la OMS:

Principio 2 de las BPC: Protocolo

Principio 4 de las BPC: Evaluacion beneficio-riesgo

Principio 6 de las BPC: Cumplimiento del protocolo

Principio 8 de las BPC: Revision continua/evaluacion continua de beneficios y riesgos

Definiciones para:
Aprobaci(')n (en relacion con las juntas de revision institucional (JRI)) (ICH E6, 1.5) Comité de
Etica Independiente (CEI) (ICH E6, 1.27)

Junta de Revision Institucional (JRI) (ICH E6, 1.31)
Dictamen (en relacioén con el Comité Etico Independiente) (ICH E6, 1.42)



PRINCIPIO 6 CUMPLIMIENTO DELPROTOCOLO
La investigacion con seres humanos debe realizarse de conformidad con el protocolo aprobado.

Una vez que el CEI/JRI otorga su aprobacion/decision favorable sobre el protocolo, es esencial
que el ensayo se lleve a cabo de conformidad con dicho protocolo para que la decision sobre la
aceptabilidad ética del ensayo siga siendo valida.

“El investigador no debe aplicar ninguna desviacion o cambio del protocolo sin el acuerdo del
patrocinador y la revision previa y la aprobacion/opinion favorable documentada del CEI/JRI de
una modificacion, excepto cuando sea necesario para eliminar un peligro o peligros inmediatos
para los sujetos del ensayo, o cuando el cambio o cambios s6lo afecten a aspectos logisticos o
administrativos del ensayo (por ejemplo, cambio de monitor o monitores, cambio de nimero o
nameros de teléfono)” (ICH E6, Seccion 4.5).

Aplicacion

El Principio 6 se aplica mediante: (1) el cumplimiento verificable por parte del investigador de
los requisitos del protocolo; (2) la presentacion de cualquier cambio en el protocolo al
patrocinador y al CEI/JRI (con aprobacion/opinion favorable) antes de su aplicacion; y (3) la
supervision efectiva del estudio por parte del patrocinador.

Preguntas y respuestas
(Qué significa realizar el ensayo conforme al protocolo?

Cumplir el protocolo significa realizar todas las actividades del estudio contempladas en el
protocolo (es decir, identificar, informar, seleccionar, tratar, observar, registrar, retirar, finalizar,
notificar, analizar) de la manera precisa especificada en el protocolo aprobado.

Es especialmente importante que las actividades del estudio mas criticas para garantizar los
derechos y el bienestar de los sujetos y la calidad e integridad de los datos de seguridad y eficacia
se lleven a cabo estrictamente de acuerdo con el protocolo aprobado, incluyendo, entre otras, las
siguientes:

- informar plenamente a los sujetos y obtener su acuerdo y consentimiento documentado antes
de inscribirlos en el estudio;
- seleccionar a los sujetos de acuerdo con los criterios de inclusion y exclusion;

- tratar a los sujetos con el producto en investigacion segun lo especificado en el protocolo;

- Observar y registrar con precision los datos clave de seguridad y eficacia;
notificar inmediatamente al patrocinador todos los acontecimientos adversos graves, excepto
aquellos que el protocolo u otro documento (por ejemplo, el manual del investigador) indique
que no requieren notificacion inmediata.

(Como se garantiza y documenta el cumplimiento del protocolo dentro de la BPC?

El primer paso para promover el cumplimiento de los protocolos es la elaboracion de un
protocolo bien disefiado y claramente redactado. (Véase el Principio de las BPC de la OMS 2:
Protocolo).

Para garantizar y documentar la comprension del protocolo, “[e]l patrocinador debe obtener el
consentimiento del investigador/institucion para: (a) Realizar el ensayo de conformidad con las



BPC, con los requisitos normativos aplicables y con el protocolo acordado por el patrocinador y
aprobado/opinion favorable del CE/JRI...” (ICH E6, Seccién 5.6).

“El investigador/institucion y el patrocinador deben firmar el protocolo, o un contrato alternativo,
para confirmar que estdn de acuerdo” en realizar el estudio de acuerdo con el protocolo. (ICH
E6, seccion 4.5; véase también la seccion 5.6)

Una vez que el estudio estd en marcha, el cumplimiento del protocolo se garantiza, en principio,
mediante la supervision del investigador y el seguimiento del estudio por parte del patrocinador.
Dentro de las BPC, los objetivos de la supervision del ensayo incluyen explicitamente la
verificacion de que “... [l]a realizacion del ensayo se ajusta al protocolo/modificacion(es)
aprobado(s) en ese momento”, con las BPC y con los requisitos regulatorios aplicables”. (ICH
E6, seccion 5.18)

“El monitor debe presentar un informe escrito al patrocinador después de cada visita al sitio de
ensayo o comunicacion relacionada con el ensayo”. (ICH E6, seccion 5.18)

“El incumplimiento del protocolo, de los POE, de las BPC y/o de los requisitos reglamentarios
aplicables por parte de un investigador/institucion o por parte de miembros del personal del
patrocinador debera dar lugar a una accion rapida por parte del patrocinador para garantizar el
cumplimiento”. (ICH E6, Seccion 5.20)

“... Si el monitoreo y/o la auditoria identifican un incumplimiento grave y/o persistente por parte
de un investigador/institucion, el patrocinador debe poner fin a la participacion del
investigador/institucion en el ensayo...” (ICH E6, seccion 5.20).

El CEI/JRI también puede dar por terminada o suspender cualquier aprobacién previa/opinion
favorable. Dentro de las BPC, esto incluiria la autoridad para terminar o suspender una
aprobacion/opinion favorable cuando se reciba informacion de que el estudio no se esta llevando
a cabo de conformidad con el protocolo u otros requisitos del CEI/JRI.

(Quién es responsable del cumplimiento del protocolo?

El investigador tiene contacto directo con los sujetos del estudio y es el principal responsable del
cumplimiento de las disposiciones del protocolo. El investigador también tiene Ia
responsabilidad de supervisar personalmente a todo el personal del estudio y de garantizar su
cumplimiento del protocolo.

El patrocinador tiene la responsabilidad de supervisar el estudio y asegurarse de que el
investigador y el personal del sitio cumplen el protocolo.

Aplicacion

La responsabilidad de aplicar este principio es compartida por los CEI/JRI, los investigadores,
los patrocinadores y los reguladores.

Los procedimientos escritos del CEI/JRI deben garantizar que no se admita a ninglin sujeto en
un ensayo y que no se inicien desviaciones o cambios del protocolo antes de que el CEI/JRI emita
su aprobacién/opinion favorable.

Los investigadores deben estar completamente familiarizados con el protocolo y son
responsables de realizar el ensayo de acuerdo con el protocolo. Los investigadores no deben
implementar ninguna desviacion o cambio del protocolo sin el acuerdo del patrocinador y la



revision previa y la aprobacion documentada/opinion favorable de la(s) JRI/CEI de una
modificacion, excepto cuando sea necesario para eliminar un peligro inmediato para los sujetos
de investigacion.

El patrocinador supervisa el estudio para asegurar el cumplimiento del protocolo por parte del
investigador y toma medidas para asegurar el cumplimiento o finalizar el ensayo en caso de
incumplimiento. Si el seguimiento y/o la auditoria identifican un incumplimiento grave y/o
persistente por parte de un investigador/institucion, el patrocinador deberd poner fin a la
participacion del investigador/institucion en el ensayo. Todas las partes, incluido el CEI/JRI,
deberan ser notificadas en tales casos.

De acuerdo con las leyes/regulaciones aplicables, los reguladores podran solicitar al investigador
o patrocinador que garantice el cumplimiento de los requisitos de adhesion al protocolo. Los
reguladores deberan ser notificados con prontitud cuando un patrocinador identifique un
incumplimiento grave y/o persistente por parte de un investigador/institucion que lleve a la
terminacion de la participacion del investigador/institucion en un estudio.

Para més informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, consulte:

Responsabilidades (ICH E6, Seccion 3.1)
Procedimientos (ICH E6, Seccion 3.3)

Para investigadores clinicos, consulte:
Cumplimiento del protocolo (ICH E6, Seccion 4.5)

Para los patrocinadores, consulte:

Acceso a registros (ICH E6, Seccion 5.15)
Supervision (ICH E6, Seccion 5.18)
Incumplimiento (ICH E6, Seccion 5.20)

Para las autoridades reguladoras, consulte:

Directrices de la OMS sobre buenas practicas clinicas (BPC) para ensayos con productos
farmacéuticos, 1995

Véase también:
Debate sobre los Principios de las BPC de la OMS: Principio de las BPC 2: Protocolo

Definiciones para:
Cumplimiento (en relacion con los ensayos) (ICH E6, 1.15) Seguimiento (ICH E6, 1.38)



PRINCIPIO 7 CONSENTIMIENTO INFORMADO

Se debe obtener el consentimiento informado y libre de cada sujeto antes de su participacion en
la investigacion, de acuerdo con la(s) cultura(s) y requisitos nacionales. Cuando un sujeto no sea
capaz de dar su consentimiento informado, deberd obtenerse el permiso de un representante
legalmente autorizado de acuerdo con la legislacion aplicable.

“En particular, nadie serd sometido, sin su libre consentimiento, a experimentos médicos o
cientificos”. (Pacto Internacional de Derechos Civiles y Politicos de las Naciones Unidas)

“Los sujetos deben ser voluntarios y participantes informados en el proyecto de investigacion”.
(Declaracion de Helsinki)

“Existe un amplio consenso en que el proceso de consentimiento puede analizarse como un
proceso que contiene tres elementos: informacion, comprension y voluntariedad”. (Informe
Belmont)

“Para toda investigacion biomédica en seres humanos, el investigador debe obtener el
consentimiento informado voluntario del posible sujeto o, en el caso de un individuo que no sea
capaz de dar su consentimiento informado, el permiso de un representante legalmente autorizado
de acuerdo con la legislacion aplicable. La renuncia al consentimiento informado debe
considerarse poco comun y excepcional, y en todos los casos debe ser aprobada por un comité
de revision ética”. (CIOMS, Directrices éticas internacionales, Directriz 4)

“La obtencion del consentimiento informado es un proceso que comienza cuando se establece el
contacto inicial con un posible sujeto y continua a lo largo de todo el estudio. Informando a los
posibles sujetos, repitiendo y explicando, respondiendo a sus preguntas a medida que surgen y
asegurandose de que cada individuo comprende cada procedimiento, los investigadores obtienen
su consentimiento informado y, al hacerlo, mantienen el respeto por su dignidad y autonomia”.
(CIOMS, Directrices éticas internacionales, Comentario a la Directriz 4)

Aplicacion

El Principio 7 se aplica a través de un proceso de informacion y garantia de comprension por
parte de los sujetos del estudio (y/o sus representantes legalmente autorizados) sobre la
investigacion y la obtencion de su consentimiento, incluido el consentimiento informado por
escrito.

Preguntas y respuestas
(Qué se entiende por consentimiento “libremente otorgado” o participacion “voluntaria” en una
investigacion? ;Coémo se aplica en el marco de las BPC?

“El consentimiento informado se basa en el principio de que las personas competentes tienen
derecho a decidir libremente si desean participar en una investigacion. El consentimiento
informado protege la libertad de eleccion del individuo y respeta su autonomia”. (CIOMS,
Directrices éticas internacionales, Comentario a la Directriz 4)

“Un acuerdo para participar en una investigacion solo constituye un consentimiento valido
si se da voluntario. Este elemento del consentimiento informado requiere condiciones libres
de coaccidn e influencia indebida”. (Informe Belmont)

“Las presiones injustificables suelen producirse cuando personas en posiciones de autoridad



o influencia dominante -especialmente cuando hay posibles sanciones de por medio- instan
a un sujeto a seguir un curso de accidn. ... [L]a influencia indebida incluiria acciones como
manipular la eleccion de un individuo mediante la influencia controladora de un pariente
cercano y amenazar con retirar servicios médicos a los que, de otro modo, tendria derecho.”
(Informe Belmont)

“La calidad del consentimiento de los posibles sujetos que son miembros subalternos o
subordinados de un grupo jerarquico requiere una cuidadosa consideracidén, ya que su
aceptacion como voluntarios puede estar indebidamente influida, justificada o no, por la
expectativa de un trato preferente si aceptan o por el temor a la desaprobacion o a represalias
si se niegan”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz 13)

“... El investigador no debe dar garantias injustificables sobre los beneficios, riesgos o
inconvenientes de la investigacion, por ejemplo, ni inducir a un pariente cercano o a un lider de
la comunidad a influir en la decision de un posible sujeto”. (CIOMS, Directrices éticas
internacionales, Comentario a la Directriz 6)

(Qué se entiende por “de acuerdo con la(s) cultura(s) y requisitos nacionales”?

“En algunas culturas, un investigador s6lo puede entrar en una comunidad para realizar
una investigacion o acercarse a posibles sujetos para obtener su consentimiento individual
después de obtener el permiso de un lider de la comunidad, un consejo de ancianos u otra
autoridad designada. Estas costumbres deben respetarse. Sin embargo, en ningiin caso el
permiso de un lider comunitario u otra autoridad puede sustituir al consentimiento
individual informado”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz
4)

(Qué se entiende por consentimiento “informado”?

“El consentimiento informado es la decision de participar en una investigacion, tomada por
una persona competente que ha recibido la informacion necesaria, que ha comprendido
adecuadamente la informacion y que, tras considerar la informacion, ha llegado a una
decision sin haber sido sometida a coercion, influencia o induccion indebidas o
intimidacion”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz 4)

(Quién puede administrar el consentimiento informado?

La persona que realice la entrevista de consentimiento debe tener conocimientos sobre el
estudio y ser capaz de responder preguntas. Algunos patrocinadores y algunos CEI/JRI requieren
que el investigador clinico realice personalmente la entrevista de consentimiento. Si alguien que
no sea el investigador clinico realiza la entrevista y obtiene el consentimiento, el investigador
clinico debe asegurarse de que esta responsabilidad se delega formalmente y que la persona
delegada esté calificada y reciba la formacion adecuada para llevar a cabo esta actividad.

(Qué “informacion” debe darse a los sujetos del estudio de acuerdo con la BPC?

Las BPC reconocen que ciertos elementos esenciales del consentimiento informado deben
incluirse en la discusion sobre el consentimiento informado, en el formulario escrito de
consentimiento informado y en cualquier otra informacion que se proporcione a los sujetos
que participen en el estudio. Toda la informacion debe comunicarse de forma exhaustiva y



comprensible para el sujeto de la investigacion. Esto incluye, pero no se limita a:

titulo del protocolo;
identidad del patrocinador;

identidad del investigador clinico y afiliacion institucional del investigador;

fuente de financiacion de la investigacion (por ejemplo, publica, privada o ambas);
que el ensayo implica investigacion;

que la participacion del sujeto en el ensayo es voluntaria y que el sujeto puede negarse
a participar o retirarse del ensayo, en cualquier momento, sin penalizacion ni pérdida de
los beneficios a los que tenga derecho;

la finalidad del ensayo;

el tratamiento o tratamientos del ensayo y la probabilidad de asignacion aleatoria a
cada tratamiento;

los procedimientos que se seguiran en el ensayo, incluidos todos los procedimientos
Invasivos;

las responsabilidades del sujeto;

aquellos aspectos del ensayo que sean experimentales;

los riesgos o inconvenientes razonablemente previsibles para el sujeto y, en su caso,
para el embrion, el feto o el lactante;

los beneficios razonablemente esperados. Cuando no exista un beneficio clinico previsto
para el sujeto, éste debera ser informado de ello;

los procedimientos o tratamientos alternativos que pueden estar a disposicion del sujeto,
asi como sus importantes beneficios y riesgos potenciales;

la indemnizacion y/o el tratamiento disponible para el sujeto en caso de lesion
relacionada con el ensayo;

el dinero prorrateado anticipado u otras formas de pago (por ejemplo, bienes materiales),
en su caso, al sujeto por participar en el ensayo;

los gastos previstos, en su caso, para el sujeto por participar en el ensayo. Esto puede
incluir gastos para el sujeto por atencion médica rutinaria por condiciones que no estan
dentro del alcance de la investigacion;

que el monitor o monitores, el auditor o auditores, el CEI/JRI y las autoridades
reguladoras tendran acceso directo a los historiales médicos originales del sujeto para
verificar los procedimientos y/o datos del ensayo clinico, sin violar la confidencialidad
del sujeto, en la medida en que lo permitan las leyes y reglamentos aplicables y que, al
firmar un formulario de consentimiento informado por escrito, el sujeto o su
representante legalmente autorizado autoriza dicho acceso;

que los registros que identifiquen al sujeto seran confidenciales y, en la medida en que



lo permitan las leyes y/o reglamentos aplicables, no se haran publicos. Si se publican los
resultados del ensayo, la identidad del sujeto seguira siendo confidencial;

- los riesgos potenciales en caso de que se comprueben las medidas de confidencialidad
(por ejemplo, estigmatizacién, pérdida de reputacion, posible pérdida de capacidad de
ser asegurado);

- que el sujeto o su representante legalmente autorizado seran informados oportunamente
si se dispone de informacidon que pueda ser relevante para la voluntad del sujeto de
continuar participando en el ensayo;

- la(s) persona(s) de contacto para obtener mas informacion sobre el ensayo y los derechos
de los sujetos de investigacion, y a quién dirigirse en caso de lesiones relacionadas con
el ensayo;

- las circunstancias y/o razones previsibles por las que se puede poner fin a la participacion
del sujeto en el ensayo;

- la duracioén prevista de la participacion del sujeto en el ensayo;
- el nimero aproximado de sujetos implicados en el ensayo.

“Nunca debe ocultarse informacién sobre los riesgos con el fin de obtener la cooperacion
de los sujetos, y siempre deben darse respuestas sinceras a las preguntas directas sobre la
investigacion. Se debe tener cuidado de distinguir los casos en los que la revelacion
destruiria o invalidaria la investigacion de los casos en los que la revelacion simplemente
incomodaria al investigador.” (Informe Belmont)

Debe prestarse la debida atencion a la obtencion del consentimiento para la recopilacion y/o
utilizacion de especimenes biologicos, incluidos los fines futuros. Se estan elaborando
orientaciones en este ambito (véanse las Directrices Eticas Internacionales de la CIOMS; el
Informe de la CIOMS sobre Farmacogenética - Hacia la mejora del tratamiento con
medicamentos, 2005; los Protocolos Adicionales del Consejo de Europa [CDBI] al Convenio
de Oviedo, 2005).

(Qué se entiende por “comprension”? Es decir, ;como se aseguran los investigadores de que los
sujetos comprenden la informacion sobre el estudio y como se aplica esto de acuerdo con las
BPC?

“La forma y el contexto en que se transmite la informacién son tan importantes como la
propia informacion. Por ejemplo, presentar la informacion de forma desorganizada y rapida,
conceder muy poco tiempo para la reflexion o restringir las oportunidades de formular
preguntas pueden afectar negativamente a la capacidad del sujeto para tomar una decision
informada”. (Informe Belmont)

“Informar al sujeto individual no debe consistir simplemente en una recitacion ritual del
contenido de un documento escrito. Mas bien, el investigador debe transmitir la
informacion, ya sea oralmente o por escrito, en un lenguaje que se adapte al nivel de
comprension del individuo. El investigador debe tener en cuenta que la capacidad del
posible sujeto para comprender la informacion necesaria para dar su consentimiento
informado depende de su madurez, inteligencia, educacion y sistema de creencias...
Seguidamente, el investigador debe asegurarse de que el posible sujeto ha comprendido



adecuadamente la informacion. El investigador debe dar a cada uno plena oportunidad de
hacer preguntas y debe responderlas de forma honesta, sin demora y completa. En algunos
casos, el investigador puede administrar una prueba oral o escrita o determinar de otro modo
si la informacion ha sido comprendida adecuadamente”. (CIOMS, Directrices éticas
internacionales, Comentario a la Directriz 4)

(Qué se entiende por “personas vulnerables™?

En general, todos los individuos, incluidos los voluntarios sanos, que participan como sujetos de
investigacion deben considerarse intrinsecamente vulnerables porque:

1) durante el transcurso del estudio estan (o pueden estar) expuestos a un producto en
investigaciéon cuya seguridad y eficacia se desconocen o no se comprenden
completamente; y

2) puede haber otros factores (sociales, culturales, econdomicos, psicolégicos, médicos) que
afecten negativamente a la capacidad de los sujetos para tomar decisiones racionales y
objetivas que protejan sus propios intereses, pero que pueden no ser evidentes para el
investigador.

Algunas vulnerabilidades pueden identificarse facilmente porque son obvias (por ejemplo,
sujetos institucionalizados, individuos con capacidades mentales disminuidas) o relevantes
para la investigacion (por ejemplo, nifios que participan en un ensayo de vacunas pediatricas).
Otras vulnerabilidades de los sujetos pueden no identificarse tan facilmente (por ejemplo,
sujetos sin hogar o econdmicamente desfavorecidos). Los sujetos también pueden volverse mas
o menos vulnerables a lo largo de un estudio a medida que cambian las circunstancias sobre
su estado de salud y sus vidas.

“Las personas vulnerables son aquellas que son relativamente (o absolutamente) incapaces
de proteger sus propios intereses. En términos mas formales, pueden carecer de suficiente
poder, inteligencia, educacion, recursos, fuerza, u otros atributos necesarios para proteger sus
propios intereses”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz
13)

Ejemplos de personas vulnerables son, entre otros: los nifios, las personas con capacidad
mental disminuida, los presos, las personas internadas (incluidos los huérfanos), los
pacientes en situaciones de emergencia, las personas economicamente desfavorecidas y las
personas que no pueden dar su consentimiento.

“Un caso especial de injusticia es la participacion de sujetos vulnerables. Ciertos grupos,
como las minorias raciales, los econdémicamente desfavorecidos, los muy enfermos y los
institucionalizados, pueden ser buscados continuamente como sujetos de investigacion
debido a su facil disponibilidad en los entornos donde se lleva a cabo la investigacion. Dada
su situacion de dependencia y su capacidad de libre consentimiento, que a menudo se ve
comprometida, se les debe proteger contra el peligro de que participen en la investigacion
unicamente por conveniencia administrativa o porque son faciles de manipular debido a su
enfermedad o condicion socioecondmica”. (Informe Belmont)

(Qué protecciones especiales se requieren para que las poblaciones vulnerables puedan participar
en la investigacion?

“En el caso de un sujeto de investigacion que sea legalmente incompetente, fisica o



mentalmente incapaz de dar su consentimiento o sea un menor legalmente incompetente, el
investigador debe obtener el consentimiento informado del representante legalmente
autorizado de acuerdo con la legislacion aplicable. Estos grupos no deben ser incluidos en
la investigacion a menos que la investigacion sea necesaria para promover la salud de la
poblacion representada y esta investigacion no pueda realizarse de otra manera, en personas
legalmente competentes.” (Declaracion de Helsinki)

“Es posible que haya que adoptar medidas especiales cuando la comprension esté muy
limitada... por ejemplo, por condiciones de inmadurez o discapacidad mental. Cada clase de
sujetos que podrian considerarse incompetentes (por ejemplo, los bebés y los nifios
pequenos, los pacientes con discapacidad mental, los enfermos terminales y los comatosos)
debe considerarse en sus propios términos. Sin embargo, incluso para estas personas, el
respeto exige darles la oportunidad de elegir, en la medida de sus posibilidades, si desean o
no participar en la investigacion. Las objeciones de estos sujetos a participar deben ser
respetadas, a menos que la investigacién implique proporcionarles una terapia no disponible
en otro lugar. El respeto a las personas también exige solicitar el permiso de otras partes
para proteger a los sujetos de cualquier dano. Asi pues, se respeta a esas personas tanto
reconociendo sus propios deseos como recurriendo a terceros para protegerlas de cualquier
dafio”. (Informe Belmont)

“Los terceros elegidos deben ser aquellos que tengan mas probabilidades de comprender la
situacion del sujeto incompetente y de actuar en el mejor interés de esa persona. La persona
autorizada para actuar en nombre del sujeto debe tener la oportunidad de observar la
investigacion a medida que avanza para poder retirar al sujeto de la investigacion, si tal
accion parece que es para el mejor interés del sujeto.” (Informe Belmont)

(Como se documenta el consentimiento informado? ;Es suficiente con conseguir que el sujeto (o
su representante) firme un documento de consentimiento? ;Cémo debe documentarse el proceso
a lo largo del estudio?

“La obtencion del consentimiento informado es un proceso que comienza cuando se
establece el contacto inicial con un posible sujeto y contintia a lo largo de todo el estudio.
Informando a los posibles sujetos, repitiendo y explicando, respondiendo a sus preguntas a
medida que surgen y asegurandose de que cada individuo comprende cada procedimiento,
los investigadores obtienen su consentimiento informado y, al hacerlo, manifiestan respeto
por su dignidad y autonomia. Cada persona debe disponer del tiempo necesario para tomar una
decision, incluido el tiempo para consultar con sus familiares u otras personas. Deben
reservarse tiempo y recursos adecuados para los procedimientos de consentimiento
informado”. (CIOMS, Directrices éticas internacionales, Comentario a la Directriz 4)

“El consentimiento puede manifestarse de varias maneras. El sujeto puede dar a entender su
consentimiento mediante acciones voluntarias, expresarlo oralmente o firmar un formulario
de consentimiento. Por regla general, el sujeto debe firmar un formulario de consentimiento
0, en caso de que sea incompetente, debe hacerlo un tutor legal u otro representante
debidamente autorizado ... Cuando el consentimiento se haya obtenido oralmente, los
investigadores son responsables de proporcionar documentacion o prueba del
consentimiento”. (CIOMS, Directrices €ticas internacionales, Comentario a la Directriz 4)
Cuando se produzcan cambios materiales en las condiciones o los procedimientos de un
estudio, y también periddicamente en los estudios a largo plazo, el investigador debera



solicitar de nuevo el consentimiento informado de los sujetos...” (CIOMS, Directrices éticas
internacionales, Comentario a la Directriz 4).

(Es ético incluir a sujetos que no pueden dar su consentimiento?

“La investigacion en individuos de los que no es posible obtener el consentimiento, incluido
el consentimiento por poder o anticipado, so6lo debe realizarse si la condicién fisica o mental
que impide obtener el consentimiento informado es una caracteristica necesaria de la poblacion
objeto de la investigacion. Las razones especificas para involucrar a sujetos de investigacion
con una condicion que los incapacita para dar su consentimiento informado deben indicarse
en el protocolo del experimento para consideracion y aprobacion del comité de revision...”
(Declaracion de Helsinki)

“Cuando exista una justificacion ética y cientifica para llevar a cabo investigaciones con
personas incapaces de dar su consentimiento informado, el riesgo de las intervenciones de
investigacion que no ofrezcan perspectivas de beneficio directo para el sujeto individual no
debe ser mas probable ni mayor que el riesgo asociado a la examinacién médica o
psicologica rutinaria de dichas personas. Pueden permitirse aumentos leves o menores por
encima de dicho riesgo cuando exista una justificacion cientifica o médica imperiosa para
dichos aumentos y cuando un comité de revision ética los haya aprobado”. (CIOMS,
Directrices éticas internacionales, Guia 9)

(Cuando debe obtenerse el consentimiento informado? ;Qué se entiende por “antes de la
participacion en el ensayo”?

Debe obtenerse el consentimiento informado de cada sujeto o de su representante legal antes
de involucrar al sujeto en cualquier actividad especifica del estudio. Esto incluye las pruebas
diagnosticas o de otro tipo que se administran unicamente para determinar la idoneidad del
sujeto para participar en la investigacion.

Aplicacion

La responsabilidad de aplicar y supervisar el proceso de consentimiento informado la comparten
los patrocinadores, los investigadores clinicos, los CEI/JRI y las autoridades reguladoras.

Los CEI/JRI son responsables de:

Revisar el documento de consentimiento informado para asegurarse de que es correcto, completo
y estd redactado en un lenguaje comprensible para los posibles sujetos del estudio y traducido a
otros idiomas, si procede;

solicitar modificaciones del documento de consentimiento informado, segiin proceda; y a su
discrecion, observar el proceso de consentimiento y la investigacion.

Los investigadores son responsables de garantizar que:

El personal encargado de obtener el consentimiento informado reciba una capacitacion adecuada,
tanto en ética de la investigacion como en los requisitos del protocolo especifico del estudio;

el CEI/JRI revisa y aprueba el formulario de consentimiento informado y demas informacion por
escrito que se utilizara en el estudio antes de su uso; y

se obtenga el consentimiento informado de cada sujeto o de su representante antes de involucrar
al sujeto en cualquier actividad relacionada con el estudio, incluidas las pruebas diagnosticas o
de otro tipo que se administren inicamente para determinar la idoneidad del sujeto para
participar en la investigacion.



Los patrocinadores son responsables de supervisar la investigacion en los sitios de estudio para
garantizar que €stos obtienen el consentimiento informado de todos los sujetos de estudio antes
de su inclusion en el estudio de investigacion.

De acuerdo con las leyes y reglamentos nacionales y locales, los reguladores pueden
inspeccionar a las distintas partes que realizan o supervisan la investigacion para asegurarse de
que cumplen las leyes y reglamentos aplicables y subsanar los incumplimientos. Por ejemplo, los
reguladores pueden inspeccionar los CEI/JRI para asegurarse de que los documentos y
procedimientos de consentimiento informado se revisan adecuadamente; pueden inspeccionar a
los investigadores clinicos para determinar si se obtuvo el consentimiento informado antes de la
inclusion de los sujetos en el estudio; pueden inspeccionar a los patrocinadores para comprobar
si los estudios se supervisan adecuadamente.

Para méas informacion (incluidas las funciones y responsabilidades)

Para todas las partes:

Directrices éticas internacionales del CIOMS para la investigacion biomédica en seres humanos,
directrices 4, 5, 6, 13, 14, 15 y 16 Investigacion clinica de medicamentos en la poblacion
pediatrica.

tion (ICH E11)

Para IECs/IRBs, refiérase a: Responsabilidades (ICH E6, Seccion 3.1)

Documentacion (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, seccion 5.3)

Elementos del examen (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, seccion 6.2)

Comunicar una decision (Directrices operativas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 8)

Encuesta y evaluacion de las practicas de revision ética (directriz complementaria de las
Directrices operativas para los comités de ética que revisan la investigacion biomédica), OMS,
2002

Para los investigadores clinicos, consulte Comunicacion con el CEIC (ICH E6, Seccion 4.4)
Consentimiento informado de los sujetos del ensayo (ICH E6, seccion 4.8)

Para los patrocinadores, consulte:

Confirmacion de la revision por el CEIC (ICH E6, seccion 5.11) Seguimiento (ICH E6, seccion
5.18)

Para las autoridades reguladoras, consulte

Encuesta y evaluacion de las practicas de revision é€tica (directriz complementaria de las
Directrices operativas para los comités de ética que revisan la investigacion biomédica), OMS,
2002

Guia para las inspecciones de investigadores clinicos (Buenas practicas clinicas: Documento de
las Américas, OPS, Anexo 4)

Véase también:

Discusion de los Principios de BPC de la OMS Principio 1 de BPC: Conducta ética

Principio 4 de BPC: Evaluacion beneficio-riesgo

Definiciones para:

Consentimiento informado (ICH E6, 1.28)



Representante legalmente aceptable (ICH E6, 1.37) Sujetos vulnerables (ICH E6, 1.61)
Bienestar (de los sujetos del ensayo) (ICH E6, 1,62)

La investigacion con seres humanos sélo debe continuar si el perfil beneficio-riesgo sigue
siendo favorable.

“Durante el transcurso del experimento, el cientifico a cargo debe estar preparado para terminar
el experimento en cualquier etapa, si tiene causa probable para creer, en el ejercicio de la buena
fe, la habilidad superior y el juicio cuidadoso que se le exige, que una continuacion del
experimento probablemente resulte en lesiones, incapacidad o muerte del sujeto experimental”.
(El Cédigo de Nuremberg)

“... El comité de revision ética debe realizar las revisiones adicionales que sean necesarias en el
transcurso de la investigacion, incluido el seguimiento de su progreso”. (CIOMS, Directrices
¢ticas internacionales, directriz 2)

“... El comit¢ tiene derecho a supervisar los ensayos en curso...” (Declaracion de Helsinki)

“... Los patrocinadores de ensayos clinicos deben desarrollar un proceso para valorar, evaluar y
actuar sobre la informacién de seguridad durante el desarrollo del farmaco de forma continua,
con el fin de garantizar la identificacion lo antes posible de los problemas de seguridad y tomar
las medidas adecuadas para minimizar los riesgos. Tales pasos pueden incluir la modificacion de
los protocolos de estudio, para incorporar estrategias que garanticen que los participantes en los
ensayos clinicos no estan expuestos a riesgos indebidos.” (Gestion de la informacion sobre
seguridad de los ensayos clinicos, Informe del Grupo de Trabajo VI del CIOMS. Identificacion y
evaluacion de riesgos a partir de datos de ensayos clinicos)

Aplicacion

El Principio 8 se aplica mediante el desarrollo y la puesta en marcha de procesos para evaluar los
riesgos y beneficios de la investigacion a medida que se dispone de informacion adicional
durante el transcurso del estudio. El Principio 8 abarca (1) la supervision de la seguridad del
estudio por parte del investigador o investigadores y del patrocinador (incluido el uso de un
comité de supervision de datos y seguridad [CEIS], cuando proceda); (2) la notificacion de
acontecimientos adversos graves e inesperados u otros riesgos imprevistos al patrocinador, al
CEI/CIR y a los organismos reguladores; (3) la revision por parte del CEI/CEI de cualquier
riesgo imprevisto a medida que se produzca, o a intervalos programados adecuados al grado de
riesgo; (4) la revision del protocolo, el manual del investigador y/o el documento de
consentimiento informado segun sea necesario, y la suspension o finalizacion de los estudios si
fuera necesario para proteger los derechos y el bienestar de los sujetos del estudio.

Preguntas y respuestas:

(Como se identifican los riesgos imprevistos en el transcurso de un estudio?

Los investigadores y el personal del centro suelen ser los primeros en descubrir u observar
riesgos imprevistos para los sujetos (por ejemplo, acontecimientos adversos graves inesperados;
violaciones significativas de la confidencialidad) durante el transcurso de un estudio. Los
patrocinadores también pueden identificar riesgos imprevistos para los sujetos en el transcurso de
la supervision del estudio o a partir de andlisis provisionales de datos planificados.

“La revision frecuente de los acontecimientos adversos graves y de interés especial, asi como la
evaluacion general de todos los EA, independientemente de su gravedad, causalidad o



previsibilidad, debe realizarse periddicamente: (1) ad hoc, para los EA graves y de interés
especial, (2) revision general periddica y rutinaria de todos los datos, cuya frecuencia variara de
un ensayo a otro y de un programa de desarrollo a otro y dependerd de muchos factores, y (3)
revisiones desencadenadas por hitos especificos establecidos para un ensayo o un programa (por
ej.p. €j. nimero de pacientes completados, fin del ensayo, fin del programa, preparacion del
resumen integrado de seguridad y una solicitud de comercializacién”. (Gestion de la informacion
sobre seguridad de los ensayos clinicos, Informe del grupo de trabajo VI del CIOMS. Frecuencia
de revision de la informacion sobre seguridad)

(Como deben comunicarse los acontecimientos adversos graves e inesperados (EAG) y a quién?
“Todos los acontecimientos adversos graves (EAS) deben notificarse inmediatamente al
promotor, excepto aquellos EAS que el protocolo u otro documento (por ejemplo, el folleto del
investigador) identifique como que no necesitan notificacion inmediata. Los informes inmediatos
deben ser seguidos con prontitud mediante informes escritos detallados. ... El investigador
también debe cumplir con el/los requisito(s) reglamentario(s) aplicable(s) relacionado(s) con la
notificacion de reacciones adversas graves e inesperadas a la(s) autoridad(es) reguladora(s) y al
CEIC”. (ICH E6, Seccion 4.11)

“Ademas de los criterios habituales para un informe acelerado, los acontecimientos adversos que
no se consideren relacionados con el fAirmaco pero si con el protocolo también deben notificarse
de forma acelerada si son graves”. (Gestion de la informacion sobre seguridad de los ensayos
clinicos, Informe del Grupo de Trabajo VI del CIOMS. Notificacion reglamentaria y otras
comunicaciones de la informacion sobre seguridad de los ensayos clinicos)

(Quién es el responsable de revisar el perfil beneficio-riesgo del producto o productos en
investigacion mientras dure el estudio?

Dentro de la BPC, el promotor es el principal responsable de la evaluacion continua de la
seguridad del medicamento o medicamentos en investigacion y debe notificar con prontitud a
todos los investigadores, instituciones y autoridades reguladoras implicados cualquier
informacion que pudiera afectar negativamente a la seguridad de los sujetos, a la realizacion del
ensayo o alterar la aprobacion/opinion favorable del CEI/CEI para continuar con el ensayo.
Dichas revisiones pueden ser realizadas por el personal del promotor (por ejemplo, médicos,
estadisticos) o por una junta independiente de supervision de datos y seguridad (DSMB), si se ha
establecido una (véase mas adelante).

El CEI/CIR también es responsable de “... seguir el progreso de todos los estudios para los que se
haya tomado una decision positiva, desde el momento en que se tomo la decision hasta la
finalizacion de la investigacion”. (Véase “Seguimiento”, Seccion 9, Directrices operativas de la
OMS para los comités de ética que revisan la investigacion biomédica)

( Como se llevan a cabo las revisiones de seguimiento?

Por lo general, los patrocinadores supervisan los ensayos para asegurarse de que (1) el estudio se
esta llevando a cabo de acuerdo con el protocolo aprobado, las BPC y los requisitos normativos
aplicables, y (2) todos los datos, incluidos los informes sobre acontecimientos adversos, se
registran y comunican de forma precisa y completa. El patrocinador también emplea a personas
cualificadas (por ejemplo, médicos, estadisticos), segun proceda, a lo largo de todas las fases del
proceso del ensayo, para analizar los datos y preparar informes provisionales sobre el progreso
del ensayo y los beneficios y riesgos del medicamento en investigacion. El promotor también



puede establecer una junta independiente de supervision de datos y seguridad (DSMB, véase mas
adelante) para revisar los datos acumulados. El promotor debe asegurarse de que la nueva
informacion significativa que surja sobre un ensayo clinico se comparta con prontitud con todos
los investigadores, las autoridades reguladoras y los CEI/CIE.

Por lo general, el CEI/CIR establece procedimientos para (1) garantizar que la nueva
informacion que pueda afectar negativamente a la seguridad de los sujetos o a la realizacion del
ensayo (por ejemplo, acontecimientos adversos graves/inesperados; riesgos imprevistos) se
comunique al CEI/CIR; (2) llevar a cabo la revision de seguimiento; y (3) comunicar las
decisiones/opiniones al investigador.

(Cuéando o con qué frecuencia debe realizarse una determinacion beneficio-riesgo?

Debe llevarse a cabo una evaluacion sin demora tras la recepcion de nueva informacion
significativa que pueda afectar negativamente a la seguridad de los sujetos o a la realizacion del
ensayo. Por lo general, esta nueva informacion procede del investigador o investigadores
clinicos, pero también puede proceder de un DSMB o del patrocinador del estudio.

“Un principio importante en la evaluacion de los datos de seguridad de los ensayos clinicos es
que, si bien los datos estan disefiados para ser analizados de forma exhaustiva al final de un
ensayo o programa de desarrollo, también deben ser evaluados de forma continua, de modo que
las sefiales de seguridad importantes puedan detectarse a tiempo y que los participantes en el
ensayo estén protegidos.” (Gestion de la informacion sobre seguridad de los ensayos clinicos,
Informe del Grupo de Trabajo VI del CIOMS. Identificacion y evaluacion de riesgos a partir de
datos de ensayos clinicos)

Un patrocinador puede establecer un calendario de analisis provisionales. Por lo general, el
protocolo del estudio describira este calendario y también el enfoque estadistico para el analisis
intermedio de los datos del ensayo. Para minimizar el potencial de sesgo, estas descripciones
deben completarse antes de la realizacion de cualquier analisis intermedio.

El CEI/JRI debera realizar revisiones de seguimiento de acuerdo con los procedimientos
establecidos. En general, el CEI/JRI debe realizar revisiones de seguimiento de cada ensayo en
curso a intervalos programados adecuados al grado de riesgo, pero, en general, al menos una vez
al afio.

(Qué debe hacerse si el perfil beneficio-riesgo de un estudio se vuelve desfavorable?

El promotor debe notificar al investigador(es), al CEI/JRI y, de acuerdo con las leyes y
reglamentos nacionales/locales, a la autoridad reguladora nacional si el perfil beneficio-riesgo de
un estudio pasa a ser desfavorable. En consulta con el(los) CEI/JRI, el(los) investigador(es) y
la(s) autoridad(es) reguladora(s), el promotor puede necesitar modificar el protocolo del estudio
y/o revisar el folleto del investigador y el(los) documento(s) de consentimiento informado para
reflejar la nueva informacion.

“Si se identifica un problema de seguridad significativo, ya sea a partir del informe de un caso
individual o de la revision de los datos agregados, el promotor debe emitir una notificacién
inmediata a todas las partes, es decir, a las autoridades reguladoras, los investigadores y los CEI/
JRI. Un problema de seguridad importante podria definirse como aquel que tiene un impacto
significativo en el curso del ensayo clinico o del programa (incluida la posibilidad de suspension
del programa del ensayo o la modificacion de los protocolos), o que justifica la actualizacion
inmediata del consentimiento informado.” (Gestion de la informacion sobre seguridad de los



ensayos clinicos, Informe del Grupo de Trabajo VI del CIOMS. Informes reglamentarios y otros
tipos de comunicacion de la informacion sobre seguridad de los ensayos clinicos)

(Qué ocurre si el CEI/JRI determina que debe retirar su aprobacion/opinion favorable del
ensayo?

El CEI/JRI debe notificar por escrito todas las decisiones (favorables o desfavorables) al
investigador clinico y al promotor del estudio. Dado que un estudio no puede proseguir sin la
aprobacion/opinion favorable de un CEI/JRI, en algunos casos, puede ser necesario terminar o
suspender prematuramente el estudio (Véase ICH E6, Seccion 4.12). Si un estudio finalizase
prematuramente, se debe notificar a los sujetos que estén participando en ese momento y los
procedimientos para la retirada de los sujetos inscritos deben tener en cuenta los derechos y el
bienestar de los sujetos.

En otros casos, los riesgos imprevistos podrian gestionarse adecuadamente mediante un cambio
en el protocolo (por ejemplo, eliminando una rama del estudio, introduciendo controles o
pruebas de seguridad adicionales, etc.). No obstante, tenga en cuenta que, salvo cuando sea
necesario para eliminar un peligro inmediato para los sujetos de la investigacion, el investigador
no debe aplicar ninguna desviacién o cambio del protocolo sin el acuerdo del promotor y la
revision previa y la aprobacion/opinion favorable documentada del CEI/CIR de una
modificacion del protocolo (véase ICH E6, seccion 4.5).

“Por lo general, los comités de revision ética no tienen autoridad para imponer sanciones a los
investigadores que violen las normas éticas en la realizacion de investigaciones con seres
humanos. Sin embargo, pueden retirar la aprobacion ética de un proyecto de investigacion si lo
consideran necesario”. (CIOMS, Directrices éticas internacionales, Comentario a la directriz 2)

Si cambia el perfil beneficio-riesgo del estudio y/o se introducen modificaciones sustanciales en
el protocolo, ;como debe comunicarse la informacién a los sujetos del estudio?

( Como se documenta esto?

“Los patrocinadores e investigadores tienen el deber de... renovar el consentimiento informado
de cada sujeto si se producen cambios significativos en las condiciones o procedimientos de la
investigacion o si se dispone de nueva informacion que pueda afectar a la voluntad de los sujetos
de seguir participando...” (CIOMS, Directrices éticas internacionales, directriz 6).
Periodicamente, en los estudios a largo plazo, el investigador también debe considerar la
posibilidad de renovar el consentimiento (por ejemplo, en estudios a largo plazo con sujetos de
edad avanzada).

La comunicacion de la nueva informacion a los sujetos del estudio debe seguir los
procedimientos habituales para obtener y documentar el consentimiento informado.

(Qué es un Comité Independiente de Monitorizacion de Datos y Seguridad (DSMB, también
conocido como Comité de Monitorizacion de Datos [DMC] independiente)?

Una junta independiente de supervision de datos y seguridad (DSMB, por sus siglas en inglés) es
un grupo de personas con la experiencia pertinente que revisa de forma periodica los datos
acumulados de uno o mas ensayos clinicos en curso. El DSMB asesora al patrocinador sobre la
seguridad continuada de los participantes actuales del ensayo y de los que atin no han sido
reclutados para el mismo, asi como sobre la validez continuada y el mérito cientifico del ensayo.
“A intervalos definidos por el protocolo, el DSMB revisa y evalta los datos sobre eficacia clinica
y seguridad recogidos durante el estudio, y evaltia los informes sobre acontecimientos adversos



graves (SAE) acumulados. El patrocinador también puede solicitar al DSMB que realice
revisiones de emergencia de los datos para evaluar cuestiones relacionadas con la seguridad. ...
Al concluir la revision, el DSMB proporciona una recomendacion por escrito al patrocinador
sobre si debe modificarse un protocolo y/o debe proseguir un estudio basdndose en su revision de
los datos y en el informe de progreso presentado por el patrocinador.” (Directrices operativas
para el establecimiento y el funcionamiento de los comités de supervision de datos y de
seguridad, TDR de la OMS).

Una funcion importante de un DSMB “... es proteger a los sujetos de la investigacion de
reacciones adversas previamente desconocidas; otra es evitar una exposicion innecesariamente
prolongada a una terapia inferior”. (CIOMS, Directrices éticas internacionales, Comentario a la
directriz 11)

(Deben crearse DSMB para todos los estudios?

Todos los ensayos clinicos requieren una supervision de la seguridad, pero no todos requieren la
supervision de un comité formal que puede ser externo a los organizadores, patrocinadores e
investigadores del ensayo. Por lo general, los DSMB se han establecido para estudios grandes,
aleatorizados y multicéntricos que evaluan tratamientos destinados a prolongar la vida o reducir
el riesgo de un resultado adverso importante para la salud, como un acontecimiento
cardiovascular o la recurrencia de un cancer. Por lo general, se recomiendan los DSMB para
cualquier ensayo controlado de cualquier tamafio que vaya a comparar tasas de mortalidad o
morbilidad importante, pero no se requiere ni se recomienda un DSMB para la mayoria de los
estudios clinicos.

Por lo general, los DSMB no son necesarios, por ejemplo, para los ensayos que se encuentran en
las primeras fases de desarrollo del producto. Tampoco suelen ser necesarios para los ensayos
que abordan resultados menores, como el alivio de los sintomas, a menos que la poblacion del
ensayo presente un riesgo elevado de resultados mas graves.

“En la mayoria de los casos de investigacion en seres humanos, no es necesario nombrar un
DSMB. Para garantizar que la investigacion se supervisa cuidadosamente para la deteccion
precoz de acontecimientos adversos, el patrocinador o el investigador principal nombran a una
persona que se encargue de asesorar sobre la necesidad de considerar la modificacion del sistema
de supervision de acontecimientos adversos o del proceso de consentimiento informado, o
incluso de considerar la finalizacion del estudio.” (CIOMS, Directrices €ticas internacionales,
Comentario a la directriz 11)

“... Los DSMB son valiosos en las siguientes situaciones:

- grandes ensayos aleatorizados y multicéntricos de alta morbimortalidad,

- estudios en los que los datos podrian justificar la finalizacién anticipada del estudio o en los
que el disefio o la acumulacion de datos ejecutados son complejos;

- primeros estudios de una intervencion de alto riesgo;

- estudios realizados en situaciones de emergencia en los que se renuncia al consentimiento
informado;

- estudios en los que participen poblaciones vulnerables; o,

- estudios en las fases iniciales de una intervencion novedosa con informacion muy limitada
sobre la seguridad clinica o en los que la informacion previa puede haber suscitado dudas sobre
la seguridad.”



(Gestion de la informacion sobre seguridad de los ensayos clinicos, Informe del Grupo de
Trabajo VI del CIOMS. Apéndice 5, Juntas de supervision de datos y seguridad)

Aplicacion

Los patrocinadores, los CEI/CIR, los DSMB (si procede) y los reguladores comparten la
responsabilidad de las evaluaciones continuas de la seguridad de los productos en investigacion.
El investigador informa de los problemas imprevistos que impliquen riesgos para los sujetos y
proporciona informes periddicos de progreso a intervalos adecuados al grado de riesgo para los
patrocinadores y los CEI/JRI de acuerdo con las leyes y reglamentos nacionales/locales. El
investigador proporciona informacion adecuada, precisa y objetiva sobre los riesgos y beneficios
durante el consentimiento informado de los sujetos del estudio, y renueva el consentimiento del
sujeto para continuar en el estudio, segin proceda.

El promotor supervisa el estudio y realiza evaluaciones de seguridad del (de los) producto(s) en
investigacion analizando los datos recibidos del (de los) investigador(es) y del DSMB (si se ha
designado uno). El promotor también asegura la notificacion (incluida la notificacion acelerada
al investigador(es), CEI/JRI y a la(s) autoridad(es) reguladora(s) de las reacciones adversas que
sean tanto graves como inesperadas.

A medida que el estudio avanza, los CEI/CIR realizan revisiones de seguimiento adecuadas al
grado de riesgo, pero generalmente al menos una vez al afio, incluyendo la revision de los
informes de progreso del investigador para determinar si los beneficios siguen siendo mayores
que los riesgos.

La autoridad reguladora revisa los datos presentados en los permisos de investigacion o
comercializacion y puede exigir la modificacion de un protocolo como condicion para su
tramitacion y/o puede suspender o finalizar un protocolo basandose en un perfil beneficio-riesgo
inaceptable de acuerdo con las leyes y reglamentos aplicables.

Para mas informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, refiérase a: Responsabilidades (ICH E6, Seccion 3.1) Procedimientos (ICH E6,
Seccion 3.3)

Comunicar una decision (Directrices operativas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 8)

Seguimiento (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, Seccion 9)

Para los investigadores clinicos, consulte: Informes de progreso (ICH E6, Seccion 4.10)
Informes de seguridad (ICH E6, Seccion 4.11)

Terminacion prematura o suspension de un ensayo (ICH E6, seccion 4.12) Protocolo de ensayo
clinico y enmienda(s) del protocolo, informacién general (ICH E6, Seccion 6)

Manual del investigador (ICH E6, Seccion 7)

Para los patrocinadores, consulte:

Gestion de ensayos, manejo de datos, mantenimiento de registros y comité independiente de
supervision de datos (ICH E6, seccion 5.5)

Notificacion/Sometimiento a las autoridades reguladoras (ICH E6, Seccion 5.10)

Notificacion de reacciones adversas a medicamentos (ICH E6, Seccion 5.17) Vigilancia (ICH E6,
Seccién 5.18)

Terminacién prematura o suspension de un ensayo (ICH E6, seccion 5.21)



Protocolo de ensayo clinico, informacion general (ICH E6, Seccion 6) Folleto del investigador
(ICH E6, Seccion 7)

Para los reguladores, consulte:

Encuesta y evaluacion de las practicas de revision ética, directriz complementaria de las
Directrices operativas para los comités de ética que revisan la investigacion biomédica, OMS,
2002

Véase también:

El Consejo de Organizaciones Internacionales de Ciencias Médicas (CIOMS) Gestion de la
informacion sobre seguridad de los ensayos clinicos: Informe del Grupo de Trabajo VI del
CIOMS, Ginebra, 2005

Discusion de los Principios de BPC de la OMS Principio 4 de BPC: Evaluacion beneficio-riesgo
Principio 5 de BPC: Revision por IEC/IRB

Definiciones para:

Reaccion adversa al medicamento (RAM) (ICH E6, 1.1) Acontecimiento adverso (EA) (ICH E6,
1.2)

Aprobacion (en relacion con las Juntas de Revision Institucional) (ICH E6, 1.5) Comité
Independiente de Monitorizacion de Datos (IDMC) (Datos y Seguridad

Junta de Seguimiento, Comité de Seguimiento, Comité de Seguimiento de Datos) (ICH E6, 1.25)
Comité Etico Independiente (CEI) (ICH E6, 1.27) Consentimiento informado (ICH E6, 1.28)
Efecto adverso grave (EFG) o reaccion adversa grave al medicamento (RAM grave) (ICH E6,
1.50)

Reaccion adversa inesperada al farmaco (ICH E6, 1.60)

PRINCIPIO 9 CUALIFICACIONES DEL INVESTIGADOR

El personal médico cualificado y debidamente autorizado (es decir, el médico o, en su caso, el
dentista) debe ser responsable de la atencion médica de los sujetos de la investigacion y de
cualquier decision médica que se tome en su nombre.

“El experimento debe ser realizado inicamente por personas cientificamente cualificadas. Debe
exigirse el mayor grado de destreza y cuidado en todas las fases del experimento a quienes lo
realicen o participen en €l.” (El Codigo de Nuremberg)

“La investigacion médica en seres humanos sélo debe ser realizada por personas cientificamente
cualificadas y bajo la supervision de un médico clinicamente competente...” (Declaracion de
Helsinki)

Aplicaciéon

El Principio 9 se aplica a través de las responsabilidades del investigador clinico para con el
sujeto del estudio y a través de la seleccion por parte del patrocinador de investigador(es)
cualificado(s). (Véase también el Principio 10 de las BPC de la OMS: Cualificaciones del
personal)

Preguntas y respuestas

(Donde se puede obtener informacion sobre las cualificaciones de un investigador clinico?

El curriculum vitae del investigador u otra declaracion de educacion, formacion y experiencia
puede proporcionar informacion inicial sobre las cualificaciones del investigador para prestar
asistencia médica y realizar investigacion clinica. Otras fuentes de informacion sobre las
cualificaciones de un investigador pueden ser las juntas de licencias médicas, los registros de



mala praxis y/o los organismos disciplinarios que puedan tener informacion sobre el historial de
practica médica del investigador. Las referencias de personas familiarizadas con la préctica
clinica y/o investigadora del investigador pueden proporcionar informacion complementaria util.

(Puede una persona no médica actuar como investigador principal?

“Investigador” se define como la “persona responsable de la realizacion del ensayo clinico en un
centro de ensayo. Si un ensayo lo realiza un equipo de personas en un centro de ensayo, el
investigador es el lider responsable del equipo y puede denominarse investigador principal”.
(ICH E6, Seccion 1.34)

En la mayoria de las investigaciones clinicas, el investigador sera un médico, un dentista o (de
acuerdo con las leyes, normativas y disposiciones sobre licencias nacionales/locales) un
profesional médico equivalente.

Cuando las leyes y normativas nacionales/locales lo permitan, una persona que no sea médico
podra actuar como investigador principal. Sin embargo, esta designacion lleva implicito: (1) que
el no médico esté cualificado para dirigir o supervisar personalmente la investigacion; y (2) que
el no médico necesite asegurarse los servicios de un médico como subinvestigador para realizar
aquellas funciones del estudio que requieran conocimientos médicos. (Por ejemplo, un
farmacologo doctorado puede figurar como investigador principal en un estudio farmacocinético
con un subinvestigador médico. Otro ejemplo podria ser un psicologo clinico investigador
principal con un médico subinvestigador).

Dentro de las BPC, ;cudl es la responsabilidad del investigador en la atencién médica de los
sujetos de investigacion?

El investigador es responsable de proteger los derechos, la seguridad y el bienestar de los sujetos
bajo su cuidado durante un ensayo clinico. Esto implica que (1) el investigador sea capaz de
garantizar el acceso a un nivel razonable de atencion médica a los sujetos del estudio para los
problemas médicos que surjan durante la participacion en el ensayo y que estén, o pudieran estar,
relacionados con la intervencion del estudio, y (2) que el investigador u otras personas
médicamente cualificadas estén facilmente disponibles para proporcionar dicha atencion durante
el estudio.

“Aunque, en general, los patrocinadores no estan obligados a proporcionar servicios sanitarios
mas alla de los necesarios para la realizacion de la investigacion, es moralmente loable hacerlo.
Dichos servicios suelen incluir el tratamiento de enfermedades contraidas en el transcurso del
estudio.

Podria acordarse, por ejemplo, el tratamiento de casos de una enfermedad infecciosa contraida
durante un ensayo de una vacuna disefiada para proporcionar inmunidad contra esa enfermedad,
o el tratamiento de afecciones incidentales no relacionadas con el estudio. ... Cuando se descubra
que los sujetos potenciales o reales padecen enfermedades no relacionadas con la investigacion o
no pueden inscribirse en un estudio porque no cumplen los criterios de salud, los investigadores
deben, segin proceda, aconsejarles que obtengan atencion médica o remitirlos a ella”. (CIOMS,
Directrices €ticas internacionales, Comentario a la directriz 21)

Aplicaciéon



El investigador es responsable de proporcionar, o asegurarse de que los sujetos tengan acceso a,
atencion médica para los problemas médicos que surjan durante su participacion en el ensayo y
que estén o puedan estar relacionados con la intervencion del estudio, y de hacer un seguimiento
del estado de los sujetos hasta que se resuelva el problema.

“Se recomienda que el investigador informe al médico de cabecera del sujeto sobre la
participacion de éste en el ensayo si el sujeto tiene un médico de cabecera y si el sujeto esta de
acuerdo en que se informe al médico de cabecera”. (ICH E6, Seccion 4.3)

La responsabilidad principal de la seleccion de investigadores clinicos cualificados para llevar a
cabo un estudio recae en el patrocinador.

El CEI/JRI es responsable de garantizar la proteccion de los derechos y el bienestar de los sujetos
del estudio. La consideracion de las cualificaciones y experiencia del investigador y de la
idoneidad del centro (incluido el personal de apoyo, las instalaciones disponibles y los
procedimientos de emergencia) por parte del CEI/JRI garantizara que los sujetos tengan acceso a
una atencion adecuada para los problemas médicos que surjan durante su participacion en el
ensayo.

Las autoridades reguladoras nacionales y/o locales tienen una responsabilidad indirecta
relacionada con las cualificaciones de los investigadores clinicos. Los reguladores (1) establecen
normas de licencia y practica para los médicos y otro personal médico, (2) hacen cumplir dichas
normas y

(3) imponer medidas disciplinarias, segiin proceda, a los médicos y otro personal médico que no
cumpla dichas normas. Diferentes agencias y autoridades reguladoras pueden ser responsables de
la supervision de la investigacion clinica frente a la autorizacion y supervision de los
profesionales médicos; en tales circunstancias, se fomenta el intercambio de informacion entre
las agencias reguladoras.

Para mas informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, refiérase a: Responsabilidades (ICH E6, Seccion 3.1)

Documentacion (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, seccion 5.3)

Elementos del examen (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, seccion 6.2)

Para los investigadores clinicos, consulte:

Cualificaciones y acuerdos del investigador (ICH E6, seccion 4.1) Cuidados médicos de los
sujetos del ensayo (ICH E6, seccion 4.3)

Informes de seguridad (ICH E6, seccion 4.11)

Para los patrocinadores, consulte:

Experiencia médica (ICH E6, Seccion 5.3) Seleccion del investigador (ICH E6, Seccion 5.6)
Asignacion de deberes y funciones (ICH E6, Seccion 5.7)

Obligaciones éticas de los patrocinadores externos de la prestacion de servicios sanitarios
(CIOMS, Directrices éticas internacionales para la investigacion biomédica en seres humanos,
directriz 21)

Para las autoridades reguladoras, consulte:

Directrices de la OMS sobre buenas practicas clinicas (BPC) para ensayos con productos
farmacéuticos, 1995



Programas de vigilancia del cumplimiento de las BPC por parte de las autoridades reguladoras
(Buenas practicas clinicas: Documento de las Américas, OPS, Capitulo 7)

Obligaciones éticas de los patrocinadores externos de la prestacion de servicios sanitarios
(CIOMS, Directrices €ticas internacionales para la investigacion biomédica en seres humanos,
directriz 21)

Véase también:

Discusion de los Principios de BPC de la OMS Principio 10 de BPC: Cualificacion del personal
Definiciones para:

Investigador (ICH E6, 1.34) Subinvestigador (ICH E6, 1.56)

Bienestar (de los sujetos del ensayo) (ICH E6, 1,62)

PRINCIPIO 10: CUALIFICACION DEL PERSONAL

Cada persona que participe en la realizacion de un ensayo debe estar cualificada por su
educacion, formacion y experiencia para llevar a cabo su(s) tarea(s) respectiva(s) y contar con la
licencia vigente para hacerlo, cuando sea necesario.

La BPC exige que el investigador clinico esté debidamente cualificado por educacion, formacion
y experiencia para llevar a cabo el ensayo clinico. La BPC también exige que cada investigador
clinico disponga de los recursos adecuados, incluido el personal suficiente, que también esté
debidamente cualificado por educacion, formacion y experiencia, para ayudarle con el ensayo y
garantizar la seguridad de los sujetos del estudio.

Aplicacion
El Principio 10 se aplica principalmente a través de la seleccion por parte del investigador clinico
del personal adecuado para ayudar en la realizacion del estudio.

Preguntas y respuestas

(Qué significa estar “cualificado” para llevar a cabo una investigacion clinica y como se aplica
esto dentro de la BPC?

En general, las BPC exigen que las personas que lleven a cabo la investigacion tengan la
educacion, la formacion y la experiencia adecuadas para asumir la responsabilidad de la
realizacion del ensayo. El investigador debe tener conocimiento de las leyes y reglamentos
aplicables y un amplio conocimiento de los principios y practicas internacionalmente aceptados
para la realizacion de investigaciones clinicas dentro de las BPC, incluidos los requisitos éticos
para la proteccion de los seres humanos que participen en la investigacion. El investigador
también debe tener la formacion o experiencia adecuadas para llevar a cabo los requisitos del
protocolo especifico del estudio.

El investigador debe comprender y estar cualificado para ejecutar la responsabilidad de
supervisar personalmente a cualquier individuo en el que se delegue una tarea del estudio. El
investigador debe asegurarse ademas de que cualquier individuo en quien se delegue una tarea
del estudio esté cualificado por educacion, formacion y experiencia para realizar la tarea
delegada, por ejemplo, que la tarea asignada entra dentro del &mbito de la(s) licencia(s)
profesional(es) del individuo. A la hora de delegar tareas, el investigador debera considerar, entre
otras cosas, si las tareas requieren una formacion médica formal y si los requisitos de licencia
nacionales o locales se aplican a dichas tareas. (Las tareas que justifican tal consideracion
incluyen, entre otras, las siguientes: evaluaciones de cribado, incluidas las historias clinicas y la



evaluacion de los criterios de inclusidon/exclusion; examenes fisicos; evaluacion de
acontecimientos adversos; evaluaciones de los criterios de valoracion primarios del estudio (por
ejemplo, respuesta tumoral, escalas de evaluacion global); control de los productos en
investigacion).

El investigador debe asegurarse de que el personal esté (1) familiarizado con el protocolo del
estudio y el producto en investigacion; (2) adecuadamente formado para llevar a cabo las tareas
relacionadas con el ensayo; (3) informado/consciente de sus obligaciones para proteger los
derechos, la seguridad y el bienestar de los sujetos del estudio; y (4) informado de cualquier
requisito impuesto por la autoridad reguladora nacional para la BPC y la realizacion de estudios
clinicos.

(Qué significa estar cualificado por “educacion, formacion y experiencia”; es decir, qué abarca
cada uno de estos términos?

La educacidn se refiere a los titulos, certificaciones y/o licencias obtenidas como resultado de la
escolarizacion formal o de cursos de estudio en una institucion de ensefianza superior (por
ejemplo, doctorado, doctorado, enfermero diplomado, certificacion de la junta en un campo
especifico, licencias médicas). La formacion se refiere generalmente a programas breves y
centrados en temas especificos (por ejemplo, un programa de formacion de dos semanas sobre
ética de la investigacion, un curso en linea sobre BPC, “formacion del investigador”
proporcionada por el patrocinador del estudio en relacion con un protocolo especifico) y/o la
tutoria por parte de un profesional con la educacion, la formacion y la experiencia adecuadas. La
experiencia incluye la participacion directa en actividades que aporten conocimientos adicionales
en un area especifica (por ejemplo, diversos cargos que un médico haya desempefiado durante su
ejercicio de la medicina, trabajo previo asistiendo a otro investigador en la realizacion de una
investigacion clinica, experiencia como investigador en un estudio anterior).

(Donde puede obtenerse informacion sobre las cualificaciones de un investigador o de su
personal?

Un curriculum vitae u otra declaracion de educacion, formacion y experiencia de cada miembro
del personal puede proporcionar informacion inicial sobre las cualificaciones del mismo. Otras
fuentes de informacion pueden ser las juntas de licencias médicas, los registros de mala praxis
y/o los 6rganos disciplinarios. Las referencias de personas familiarizadas con la experiencia
clinica y/o investigadora pasada del individuo pueden proporcionar informacidon complementaria
util.

(Como debe informar un investigador a un patrocinador sobre las personas en las que se han
delegado funciones?

Mantener una lista de las personas a las que el investigador ha asignado cada tarea relacionada
con el ensayo puede ayudar tanto al promotor como a los reguladores a determinar qué miembros
del personal estaban autorizados a llevar a cabo tareas especificas durante el transcurso del
ensayo.

Aplicaciéon
El investigador es el principal responsable de (1) seleccionar al personal cualificado que le
ayudara en la realizacion de la investigacion; (2) asegurarse de que el personal del estudio recibe



la formacion adecuada, relacionada con los procedimientos éticos y de consentimiento, asi como
con los requisitos del protocolo especifico;

(3) establecer procedimientos claros para las actividades relacionadas con la realizacion del
estudio; (4) asignar tareas al personal, basandose en sus cualificaciones, experiencia y licencias
profesionales; y (5) supervisar personalmente al personal para asegurarse de que cumplen
satisfactoriamente sus obligaciones relacionadas con el estudio. Aunque el investigador puede
delegar tareas en miembros de su personal, no obstante, el investigador conserva la
responsabilidad general del estudio y de asegurarse de que su personal cumple las leyes y
reglamentos aplicables para la proteccion de los seres humanos y la realizacion de la
investigacion clinica.

El CEI/JRI es responsable de garantizar la proteccion de los derechos y el bienestar de los sujetos
del estudio. La consideracion de las caracteristicas del centro (por ejemplo, nimero y
cualificacion del personal de apoyo, instalaciones y equipos disponibles y procedimientos de
emergencia) permitira al CEI/JRI evaluar la idoneidad del centro y garantizar que el bienestar de
los sujetos no se vea comprometido durante el ensayo.

Los patrocinadores tienen la responsabilidad de seleccionar investigadores debidamente
cualificados para llevar a cabo el estudio; parte de esa consideracion consiste en garantizar que
los investigadores dispongan de personal suficiente (también con la cualificacion adecuada), que
esté debidamente formado para realizar todas las actividades relacionadas con el estudio y que
entienda como captar y documentar las observaciones y los datos requeridos.

De acuerdo con las leyes y normativas nacionales y/o locales, las autoridades reguladoras pueden
inspeccionar los centros de estudio para determinar si la realizacion del estudio se ajusta a las
leyes/reglamentos locales. Dichas inspecciones incluirian averiguar a quién se asigno la
responsabilidad de llevar a cabo diversas actividades relacionadas con el estudio (por ejemplo,
seleccionar a los sujetos para determinar si cumplen los criterios de inclusion/exclusion; obtener
el consentimiento informado; realizar exdmenes fisicos; recopilar y analizar los datos del estudio;
registrar, transcribir o comunicar los datos al promotor; administrar el producto en investigacion
a los sujetos), y determinar si estas actividades se asignaron adecuadamente y dentro del ambito
de la(s) licencia(s) profesional(es) del miembro del personal.

Para mas informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, consulte:

Elementos de la revision (Directrices operativas de la OMS para los comités de ética que revisan
la investigacion biomédica, seccion 6.2)

Para los investigadores, consulte:

Cualificaciones y acuerdos del investigador (ICH E6, Seccion 4.1) Recursos adecuados (ICH E6,
Seccion 4.2)

Producto(s) en investigacion (ICH E6, Seccion 4.6)

Para los patrocinadores, consulte:

Experiencia médica (ICH E6, seccion 5.3) Diseno de ensayos (ICH E6, seccion 5.4)

Gestion de ensayos, manejo de datos, mantenimiento de registros y comité de seguimiento
independiente (ICH E6, seccion 5.5)

Seleccion del investigador (ICH E6, seccion 5.6)
Asignacion de deberes y funciones (ICH E6, Seccion 5.7)
Para las autoridades reguladoras, consulte



Realizacion de la inspeccion (Guia para las inspecciones de investigadores clinicos, OPS, Anexo
4, Seccion 2)

Véase también:

Discusion de los Principios de BPC de la OMS Principio 9 de BPC: Cualificaciones del
investigador

Definiciones para:

Investigador (ICH E6, 1.34) Subinvestigador (ICH E6, 1.56)

Bienestar (de los sujetos del ensayo) (ICH E6, 1,62)

PRINCIPIO 11 REGISTROS

Toda la informacién del ensayo clinico debe registrarse, manejarse y almacenarse de forma que
permita su notificacion, interpretacion y verificacion precisas.

El principio 11 engloba los conceptos de calidad e integridad de los datos, asi como los
procedimientos adecuados para su manejo y mantenimiento de registros. También estd implicito
en este principio la preparacion y el mantenimiento de los documentos esenciales: es decir, los
documentos (incluidos los documentos fuente) que individual y colectivamente permiten evaluar
la realizacion de un ensayo y la calidad de los datos producidos.

Aplicacion

El Principio 11 se aplica mediante: (1) la comprension y la aplicacion de los elementos basicos
de la calidad y la integridad de los datos; (2) el cumplimiento del protocolo del estudio, asi como
de los procedimientos escritos aplicables para la recopilacion, el registro, la notificacion, el
mantenimiento y el andlisis de la informacion del ensayo clinico; y (3) la preparacion de los
documentos esenciales (incluidos los documentos fuente), en todas las fases a lo largo de la
realizacion del ensayo clinico.

Preguntas y respuestas

(Qué se entiende por “informacion del ensayo clinico”? ;Qué se entiende por “documentos
esenciales”?

El término “informacion del ensayo clinico” abarca todos los datos, materiales y documentos
relacionados con el estudio. El término incluye “[t]Jodos los registros, en cualquier forma
(incluidos, entre otros, los registros escritos, electronicos, magnéticos y opticos; y los escaneres,
radiografias y electrocardiogramas) que describan o registren los métodos, la realizacion y/o los
resultados de un ensayo, los factores que afectan a un ensayo y las medidas adoptadas.” (ICH E6,
1.22)

Los documentos esenciales son “... aquellos documentos que individual y colectivamente
permiten evaluar la realizacion de un estudio y la calidad de los datos producidos. Estos
documentos sirven para demostrar el cumplimiento por parte del investigador, el patrocinador y
el monitor de las normas de BPC y de todos los requisitos reglamentarios aplicables”. Los
documentos esenciales son “... generalmente auditados por la funcion de auditoria independiente
del patrocinador e inspeccionados por la(s) autoridad(es) reguladora(s) como parte del proceso
para confirmar la validez de la realizacion del ensayo y la integridad de los datos recogidos”.
(ICH E6, Seccion 8)

Algunos ejemplos son:

- Datos de origen: “Toda la informacidn en registros originales y copias certificadas de registros
originales de hallazgos clinicos, observaciones u otras actividades en un ensayo clinico necesaria



para la reconstruccion y evaluacion del ensayo. Los datos fuente estan contenidos en los
documentos fuente (registros originales o copias certificadas)”. (ICH E6, 1.51)

- Documentos originales: “Documentos, datos y registros originales (por ejemplo, historiales
hospitalarios, graficos clinicos y de consultorio, notas de laboratorio, memorandos, diarios de los
sujetos o listas de control de evaluacion, registros de dispensacion de farmacia, datos registrados
de instrumentos automatizados, copias o transcripciones certificadas tras su verificaciéon como
exactas y completas, microfichas, negativos fotograficos, microfilmes o soportes magnéticos,
radiografias, archivos de los sujetos y registros conservados en la farmacia, en los laboratorios y
en los departamentos médico-técnicos implicados en el ensayo clinico)”. (ICH E6, 1.52)

- Formularios de informe de casos: “... Documento[s] impreso[s], Optico[s] o electronico[s]
disefiado[s] para registrar toda la informacidn requerida por el protocolo que debe comunicarse
al promotor sobre cada sujeto del ensayo”. (ICH E6, 1.11)

- Correspondencia entre cualquiera de las partes que realizan o supervisan la investigacion (por
ejemplo, aprobacion/decision favorable del CEI/CIR; informes de acontecimientos adversos
presentados a los patrocinadores, CEI/CIR y reguladores; informes del monitor al patrocinador).
- Otros documentos y materiales relacionados con el estudio (por ejemplo, el protocolo del
estudio, las enmiendas al protocolo, el folleto del investigador, el curriculum vitae del
investigador clinico, el formulario de consentimiento aprobado, los formularios de
consentimiento firmados por los sujetos, los registros de cribado de los sujetos, la documentacion
de la destruccion del producto en investigacion, los anuncios utilizados para reclutar sujetos, los
informes de los comités independientes de supervision de datos).

(Qué se entiende por “registro”?

“Registro” es el acto de anotar o plasmar de otro modo en un soporte duradero (por ejemplo,
papel, soporte electronico, etc.) informacion o datos para aportar pruebas de lo que ha ocurrido o
se ha observado. Todas las partes que realizan o supervisan ensayos clinicos son responsables de
preparar registros (es decir, “documentos esenciales”) que documenten sus actividades y los
datos u observaciones relacionados con el ensayo.

(Qué se entiende por “calidad de los datos”? ;Qué se entiende por “integridad de los datos”?

( Como se relacionan estos términos y como se logran la calidad y la integridad de los datos en el
marco de la BPC?

“Calidad de los datos” se refiere a las caracteristicas esenciales de cada dato; en concreto, los
datos de calidad deben ser:

- preciso;

- legible;

- completa y contemporanea (registrada en el momento en que se produce la actividad);

- original;

- atribuibles a la persona que genero los datos.

“Integridad de los datos” se refiere a la solidez del cuerpo de datos en su conjunto. En concreto,
el cuerpo de datos debe ser creible, coherente internamente y verificable.

Tanto la calidad como la integridad son esenciales para que se pueda confiar en los datos a la
hora de tomar decisiones reglamentarias. La calidad y la integridad de los datos se consiguen
cuando cada dato se recoge de acuerdo con el protocolo y los procedimientos del estudio,
prestando atencion a cada una de las caracteristicas de calidad mencionadas anteriormente, y
posteriormente se manipula (por ejemplo, se transcribe, se analiza, se interpreta y se comunica)



de forma que se conserven las caracteristicas de calidad de los datos originales (es decir,
exactitud, legibilidad, integridad, etc.).

(Qué se entiende por “manipulacion”? ;Coémo se preservan “la calidad y la integridad” a medida
que se “manipulan” los datos y los documentos?

El manejo se refiere a como se mantienen, analizan, interpretan y comparten, transmiten o
comunican los datos a otras personas. Por ejemplo, los datos de origen suelen ser transcritos por
el investigador a un formulario de informe de caso (CRF), que a su vez se presenta al
patrocinador para su posterior manipulacion.

El establecimiento de PNT para identificar los distintos pasos en el manejo de los datos (tanto en
los centros del investigador como del patrocinador) y para articular las funciones y
responsabilidades asociadas del personal del investigador y del patrocinador puede ayudar a
preservar la calidad y la integridad a medida que se manejan los datos.

La supervision del estudio también ayuda a garantizar que la calidad y la integridad de los datos
se mantengan durante todo el estudio, por ejemplo, verificando que los datos transmitidos al
patrocinador en cada CRF reflejen con exactitud la informacion sobre el sujeto del estudio que se
registrd en las historias clinicas o los historiales clinicos.

“Cualquier cambio o correccion en un CRF debe estar fechado, rubricado y explicado (si es
necesario) y no debe ocultar la entrada original (es decir, debe mantenerse una pista de
auditoria); esto se aplica tanto a los cambios y correcciones escritos como a los electrénicos. ...
Los patrocinadores deben tener procedimientos escritos para asegurar que los cambios o
correcciones en los FRC realizados por los representantes designados por el patrocinador estén
documentados, sean necesarios y estén avalados por el investigador. El investigador debera
conservar registros de los cambios y correcciones”. (ICH E6, Seccion 4.9)

(Quién debe conservar la informacion de los ensayos clinicos y durante cuanto tiempo? ;Qué se
entiende por “almacenamiento”?

Se espera que todas las partes que lleven a cabo o supervisen investigaciones con seres humanos
conserven los registros y materiales relacionados con sus responsabilidades y actividades
especificas en los ensayos durante el periodo de tiempo exigido por las leyes y normativas
nacionales/locales o, si no existen tales leyes, de acuerdo con las normas de BPC.

Dentro de la BPC, en general, “[IJos documentos esenciales deben conservarse hasta al menos 2
afios después de la ultima aprobacion de una solicitud de comercializacion... y hasta que no haya
solicitudes de comercializacién pendientes o contempladas... o hasta que hayan transcurrido al
menos 2 afios desde la interrupcion formal del desarrollo clinico del producto en investigacion.
No obstante, estos documentos deberan conservarse durante un periodo mas largo si asi lo exigen
los requisitos reglamentarios aplicables o un acuerdo con el promotor.” (ICH E6, Seccion 4.9)
“Almacenamiento” (o “archivo”) implica que los registros se guardan adecuadamente para su
uso futuro, por ejemplo, para garantizar su conservacion y permitir el acceso directo a los
registros cuando lo requieran el promotor, el CEI/CIR, el monitor o las autoridades reguladoras.
“El investigador/la institucién debe tomar medidas para evitar la destruccion accidental o
prematura de estos registros”. (ICH E6, Seccion 4.9)



(Por qué es necesario que los CEI/JRI, los investigadores, los patrocinadores y los monitores
mantengan la informacion de los ensayos clinicos?

La informacién de los ensayos clinicos debe conservarse para permitir una reconstruccion y
evaluacion precisas de la realizacion del ensayo y la verificacion de sus resultados.

(Como saben los investigadores qué registros deben conservarse y los métodos para hacerlo?
Por lo general, el protocolo del estudio especifica la informacidon que se va a captar y los
métodos que se van a utilizar (por ejemplo proporcionando “[e]jemplos de los formularios
normalizados de notificacion de casos que se utilizaran...” , describiendo “... los métodos de
registro de la respuesta terapéutica (descripcion y evaluacion de los métodos y frecuencia de
medicion), los procedimientos de seguimiento y, si procede, las medidas propuestas para
determinar el grado de cumplimiento del tratamiento por parte de los sujetos... , [m]étodos de
registro y notificacion de acontecimientos o reacciones adversas...” (CIOMS, Directrices éticas
internacionales, Apéndice 1).

Los requisitos de conservacion y mantenimiento de registros también pueden estar especificados
por la legislacion y los reglamentos nacionales o locales.

(Qué se entiende por “informar”? ;Coémo se combinan los documentos y datos esenciales para
informar del resultado del ensayo?

Informar es el acto de proporcionar informacion o datos a otra parte. Las leyes y normativas
nacionales pueden exigir que se notifique cierta informacion en plazos especificos, por ejemplo,
los informes sobre acontecimientos adversos graves imprevistos.

La responsabilidad de comunicar la informacion y los resultados de los ensayos clinicos es
compartida por:

- el patrocinador del estudio, que informa de los acontecimientos adversos a los organismos
reguladores y prepara informes resumidos sobre los estudios clinicos para incluirlos en las
solicitudes para obtener permisos de investigacion o para comercializar un producto en
investigacion;

- el monitor, que prepara y presenta al promotor informes escritos de las visitas de
monitorizacion y de las comunicaciones relacionadas con el ensayo;

- el investigador clinico que presenta, por ejemplo, formularios de informe de casos (CRF) al
promotor; informes de progreso o resimenes escritos del estado del ensayo a la institucion, al
CEI/JRI y al promotor; informes de seguridad (por ejemplo, informes de acontecimientos
adversos, anomalias de laboratorio) al promotor y al CEI/JRI; informes finales al finalizar el
ensayo al promotor, al CEI/CIR y a las autoridades reguladoras;

- El CEI/JRI, que notifica al investigador y a la institucion, y a veces a la(s) autoridad(es)
reguladora(s), las decisiones y dictdmenes relacionados con el ensayo (por ejemplo, las
decisiones de suspender o finalizar un estudio), las razones de dichas decisiones/opiniones y los
procedimientos para recurrirlas.

“El investigador debe garantizar la exactitud, integridad, legibilidad y puntualidad de los datos
comunicados al promotor en los CRF y en todos los informes requeridos. Los datos comunicados
en el CRF, que se derivan de documentos fuente deben ser coherentes con los documentos fuente
o se deben explicar las discrepancias”. (ICH E6, Seccion

4.9; véase también, ICH E6, Seccion 4.10: Informes de progreso; ICH E6, Seccion

4.11: Informes de seguridad, e ICH E6, seccion 4.13: Informe(s) final(es) del
investigador/institucion).



(Qué se entiende por “interpretacion” de la informacion del ensayo clinico y como se consigue
dentro de las BPC?

“Interpretar” la informacion del ensayo clinico se refiere a analizar el significado y la
importancia de los datos y otras observaciones e informacion recogidas durante el ensayo clinico.
El protocolo del estudio suele describir el plan general para interpretar los datos del ensayo
clinico. Los promotores, en estrecha colaboracion con el investigador o investigadores, suelen
analizar e interpretar los datos del ensayo clinico y preparar resimenes como parte de la solicitud
de aprobacion para comercializar un producto en investigacion. Dichos resimenes y analisis
permiten a los reguladores tomar una determinacion sobre la seguridad y/o eficacia de un
producto que es objeto de un permiso de investigacion o de una solicitud de comercializacion.

El patrocinador

- “... deben utilizar personas debidamente cualificadas” [por ejemplo, bioestadisticos,
farmacoélogos clinicos y médicos, segun proceda] “para supervisar la realizacion general del
ensayo, manejar los datos, verificarlos, realizar los andlisis estadisticos y preparar los informes
del ensayo”. (ICH E6, Seccion 5.5)

- debe incluir en el protocolo del estudio una “... descripcion de los métodos estadisticos que se
emplearan, incluido el calendario de cualquier analisis(s) provisional(es) previsto(s), ... el nivel
de significacion que se utilizara, ... procedimiento para contabilizar los datos ausentes, no
utilizados y espurios, procedimientos para informar de cualquier desviacion del plan estadistico
original... seleccion de los sujetos que se incluiran en los andlisis ... “ (ICH E6, Seccion 6.9)

(Como deben comunicarse publicamente los resultados de los ensayos clinicos?

“Tanto los autores como los editores tienen obligaciones éticas. En la publicacion de los
resultados de la investigacion, los investigadores estan obligados a preservar la exactitud de los
resultados. Tanto los resultados negativos como los positivos deben publicarse o ponerse a
disposicion del publico. ... Los informes de experimentacion que no se ajusten a los principios
establecidos en esta Declaracion no deben ser aceptados para su publicacion”. (Declaracion de
Helsinki)

El protocolo del estudio puede incluir:

- “[e]n el caso de un resultado negativo, una garantia de que los resultados se dardn a conocer,
segun proceda, mediante su publicacion o informando a la autoridad de registro de
medicamentos”. (CIOMS, Directrices éticas internacionales, Apéndice 1)

- “circunstancias en las que podria considerarse inapropiado publicar los resultados, como
cuando los resultados de un estudio epidemiologico, socioldgico o genético pueden presentar
riesgos para los intereses de una comunidad o poblacioén o de un grupo de personas definido
racial o étnicamente”. (CIOMS, Directrices éticas internacionales, Apéndice 1)

(Quién debe tener acceso a los registros de los ensayos clinicos?

Los promotores, los monitores, los CEI/CIR y los reguladores suelen exigir el acceso directo a
toda la informacion relativa a la realizacion y supervision del ensayo clinico. Acceso directo
significa que estas partes tienen “[p]ermiso para examinar, analizar, verificar y reproducir
cualquier registro e informe que sea importante para la evaluacién de un ensayo clinico”. (ICH
E6, 1.21)



“Cualquiera o todos los documentos abordados en esta guia pueden estar sujetos a, y deben estar
disponibles para, la auditoria del auditor del promotor y la inspeccién de la(s) autoridad(es)
reguladora(s)”. (ICH E6, Seccion 8)

Tenga en cuenta que los formularios de consentimiento deben informar a los sujetos del estudio
“[d]e que el monitor o monitores, el auditor o auditores, el CEIC y la autoridad o autoridades
reguladoras tendran acceso directo a los registros médicos originales del sujeto para verificar los
procedimientos y/o datos del ensayo clinico, sin violar la confidencialidad del sujeto, en la
medida en que lo permitan las leyes y reglamentos aplicables, y que al firmar un formulario de
consentimiento informado por escrito, el sujeto o su representante legalmente aceptado esta
autorizando dicho acceso”. (ICH E6, 4.8) (Véase también el principio 7 de BPC de la OMS:
Consentimiento informado)

Ademas, los patrocinadores, supervisores, investigadores y reguladores deben ser conscientes de
la necesidad de manejar la informacion de los ensayos clinicos de forma que se proteja la
privacidad y confidencialidad de los sujetos de la investigacion. Estas partes también deben estar
plenamente informadas sobre las leyes/reglamentos nacionales/locales relacionados con la
privacidad y la confidencialidad. (Véase también el Principio 12 de la BPC de la OMS:
Confidencialidad/Privacidad)

Aplicacion

Los CEI/JRI, los investigadores, los patrocinadores y los reguladores tienen todos, la
responsabilidad de documentar sus actividades en el marco de la BPC y de mantener los registros
relativos a las obligaciones relacionadas con la realizacion o la supervision del ensayo clinico
durante el tiempo exigido por la legislacion y los reglamentos nacionales o locales. Todas las
partes son responsables de garantizar la exactitud, integridad, legibilidad y disponibilidad (segun
sea necesario) de dichos documentos.

Los CEI/JRI documentan sus revisiones de los protocolos de estudio y de los materiales de
consentimiento informado/reclutamiento/publicidad mediante actas que recogen las
deliberaciones de los CEI/JRI y mediante copias de la correspondencia con el investigador
clinico.

Los investigadores preparan y mantienen historias clinicas que registran todas las observaciones
y otros datos pertinentes a la investigacion sobre cada individuo al que se le administra el
farmaco en investigacion o que se emplea como control en la investigacion.

Los patrocinadores se aseguran de que los protocolos del estudio aborden los requisitos
adecuados de manejo de datos y mantenimiento de registros, y disefian los CRF de forma
apropiada para facilitar la captura de todos los datos y observaciones significativos relacionados
con el ensayo. Los patrocinadores también garantizan los servicios de monitores para asegurar el
cumplimiento de los investigadores clinicos y verificar que el estudio se ha llevado a cabo de
acuerdo con el protocolo de estudio aprobado.

Los organismos reguladores se basan en la informacion de los ensayos clinicos para respaldar la
toma de decisiones reglamentarias y pueden inspeccionar a todas las partes implicadas en la
realizacion o supervision de la investigacion. Para la inspeccion reguladora es fundamental el
acceso directo y la revision de los registros existentes de los ensayos clinicos. Como parte de una
inspeccion, los reguladores comparan los registros del centro del investigador clinico y del
patrocinador con los datos e informes presentados a la autoridad reguladora para verificar la
informacion presentada. Los reguladores también preparan y mantienen registros de sus
inspecciones y hallazgos.



Para mas informacién (incluidas las funciones y responsabilidades)

Para CEI/JRI, refiérase a: Responsabilidades (ICH E6, Seccion 3.1) Procedimientos (ICH E6,
Seccion 3.3) Registros (ICH E6, Seccion 3.4)

Comunicar una decision (Directrices operativas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 8)

Seguimiento (Directrices operativas de la OMS para los comités de ética que examinan
investigaciones biomédicas, Seccion 9)

Documentacion y archivo (Directrices operativas de la OMS para los comités de ética que
examinan investigaciones biomédicas, Seccion 10)

Para los investigadores, consulte:

Comunicacion con el CEIC (ICH E6, seccion 4.4) Cumplimiento del protocolo (ICH E6, seccion
4.5) Registros e informes (ICH E6, seccion 4.9) Informes de progreso (ICH E6, seccion 4.10)
Informes de seguridad (ICH E6, seccion 4.11)

Informe(s) final(es) del investigador/institucion (ICH E6, seccion 4.13) Protocolo de ensayo
clinico, informacion general (ICH E6, seccion 6) Documentos esenciales para la realizacion de
un ensayo clinico (ICH E6,

Seccion 8)

Para los patrocinadores, consulte:

Gestion de ensayos, manejo de datos, mantenimiento de registros y comité independiente de
supervision de datos (ICH E6, seccion 5.5)

Acceso a los registros (ICH E6, seccion 5.15)

Notificacion de reacciones adversas a medicamentos (ICH E6, Seccion 5.17) Vigilancia (ICH E6,
Seccion 5.18)

Auditoria (ICH E6, Seccion 5.19)

Informes de ensayos/estudios clinicos (ICH E6, seccion 5.22) Protocolo de ensayos clinicos
(ICH E6, seccion 6)

Documentos esenciales para la realizacion de un ensayo clinico (ICH E6, Seccion 8)

Gestion de datos de seguridad clinica: Definiciones y normas para la notificacion acelerada (ICH
E2A)

Orientacion sobre los elementos de datos para la transmision de informes de seguridad de casos
individuales (ICH E2B)

Principios estadisticos para ensayos clinicos (ICH E9)

Para las autoridades reguladoras, consulte:

Guia para las inspecciones de investigadores clinicos (Buenas practicas clinicas: Documento de
las Américas, OPS, Anexo 4)

Programas de supervision del cumplimiento de las BPC por parte de las autoridades reguladoras
(Capitulo 7, Buenas practicas clinicas: Documento de las Américas, OPS)

Encuesta y evaluacion de las practicas de revision ética (directrices operativas de la OMS)
Principios estadisticos para ensayos clinicos (ICH E9)

Véase también:

Discusion de los Principios de BPC de la OMS Principio 2 de BPC: Protocolo

Principio 6 de BPC: Cumplimiento del protocolo Principio 7 de BPC: Consentimiento informado
Principio BPC 12: Confidencialidad/Privacidad Principio BPC 14: Sistemas de calidad
Definiciones para:



Formulario de informe de caso (ICH E6, 1.11) Informe de estudio/ensayo clinico (ICH E6, 1.13)
Cumplimiento (en relacion con los ensayos) (ICH E6, 1.15) Acceso directo (ICH E6, 1.21)
Documentacion (ICH E6, 1.22) Documentos esenciales (ICH E6, 1.23)

Informe provisional del estudio/ensayo clinico (ICH E6, 1.32) Seguimiento (ICH E6, 1.38)
Informe de seguimiento (ICH E6, 1.39) Historia clinica original (ICH E6, 1.43) Protocolo (ICH
E6, 1.44)

Datos de origen (ICH E6, 1.51) Documentos de origen (ICH E6, 1.52)

Procedimientos normalizados de trabajo (PNT) (ICH E6, 1.55)

PRINCIPIO 12: CONFIDENCIALIDAD/PRIVACIDAD

Debe protegerse la confidencialidad de los registros que puedan identificar a los sujetos,
respetando las normas de privacidad y confidencialidad de acuerdo con los requisitos normativos
aplicables.

“Siempre debe respetarse el derecho de los sujetos de investigacion a salvaguardar su integridad.
Deben tomarse todas las precauciones para respetar la intimidad del sujeto, la confidencialidad
de la informacion del paciente y minimizar el impacto del estudio sobre la integridad fisica y
mental del sujeto y sobre su personalidad.” (Declaracion de Helsinki)

“El investigador debe establecer salvaguardas seguras de la confidencialidad de los datos de
investigacion de los sujetos. Se debe informar a los sujetos de los limites, legales o de otro tipo,
de la capacidad de los investigadores para salvaguardar la confidencialidad y de las posibles
consecuencias de su incumplimiento.” (CIOMS, Directrices éticas internacionales, directriz 18)

Aplicacion

El Principio 12 se aplica (1) mediante procedimientos adecuados para proteger la privacidad del
sujeto, y (2) mediante el control de documentos y datos para proteger la confidencialidad de la
informacion del sujeto.

El Principio 12 también se aplica a través del proceso de consentimiento informado, que exige
como elemento esencial que se proporcionen al sujeto ciertas explicaciones sobre la
confidencialidad de sus registros y sobre el acceso a los mismos por parte de los monitores, los
auditores, el CEI/CIR y la(s) autoridad(es) reguladora(s).

Preguntas y respuestas

(Qué se entiende por “privacidad”? ;Qué se entiende por “confidencialidad”?

La privacidad engloba el concepto de que cada individuo debe tener derecho a controlar la
informacion personal y sensible sobre ¢l. La privacidad implica que dicha informacion, que
puede estar contenida en historias clinicas, diarios personales u otros, estaran protegidos y no se
divulgaran sin el conocimiento/permiso de la persona a la que pertenezcan.

Sin embargo, la privacidad puede no ser absoluta. Por ejemplo, cierta informacién, como la
exposicion a una enfermedad transmisible, puede estar sujeta a una divulgacion limitada en
virtud de las leyes de salud publica; el acceso a la informacion contenida en los registros de los
estudios clinicos puede ser exigido por los organismos reguladores para verificar los datos
presentados en una solicitud de comercializacion. Por lo tanto, se debe informar a las personas
que participan en ensayos clinicos de hasta qué punto se protegera su informacion y las
circunstancias en las que se divulgara la informacion, a quién y el proposito o propositos para
hacerlo.



La confidencialidad abarca el concepto de que las partes que obtienen informacion privada de
pacientes y sujetos (1) protegeran la informacion en si y cualquier registro que contenga dicha
informacion de la divulgacion deliberada o accidental; y (2) desarrollaran y seguiran
procedimientos para la divulgacion de la informacion solo a las partes autorizadas que tengan
una necesidad legitima de ella, incluida la notificacion al paciente/sujeto antes de cualquier
divulgacion.

(Quién es responsable de proteger la confidencialidad de la informacion privada de los sujetos?
En todo momento a lo largo de la investigacion, todas las partes (patrocinador, monitor, CEI/JRI,
investigador, personal del investigador y reguladores) deben proteger la informacion privada de
los sujetos y asegurarse de que todos los datos estan asegurados contra el acceso no autorizado.
Esto se aplica, pero no se limita a los formularios de informe de caso (CRF) de los sujetos, los
datos fuente, los documentos fuente y los informes de seguridad.

“Es deber del médico en la investigacion médica proteger la vida, la salud, la intimidad y la
dignidad del sujeto humano”. (Declaracion de Helsinki)

(Como se aplica la confidencialidad en el marco de la BPC?

“... Los investigadores deben tomar medidas para proteger la confidencialidad de dicha
informacion, por ejemplo, omitiendo la informaciéon que pueda conducir a la identificacion de
sujetos individuales, limitando el acceso a la informacién, anonimizando los datos u otros
medios”. (CIOMS, Directrices €éticas internacionales, Comentario a la directriz 18)

Otros mecanismos para proteger la informacion incluyen, entre otros:

- codificacion o encriptacion de datos;

- Restringir el acceso a los registros del estudio y a los historiales médicos de los sujetos (por
ejemplo, contrasefias en los archivos electronicos, archivos guardados en armarios cerrados con
llave o en zonas de almacenamiento seguras);

- mantener los nombres de los sujetos y la informacion de identificacion por separado de los
formularios de informe de casos;

- Establecer y seguir procedimientos que garanticen la proteccion de la informacion privada de
los sujetos y de los datos del ensayo.

(Por qué deben revelarse a los sujetos del estudio los riesgos potenciales relacionados con la
divulgacion de informacién privada?

Cada sujeto debe considerar si los riesgos relacionados con la divulgacion de informacion
privada estan suficientemente controlados, de modo que siga estando dispuesto a participar en la
investigacion.

“La investigacion relacionada con individuos y grupos puede implicar la recopilacion y el
almacenamiento de informacion que, de ser revelada a terceros, podria causar dafio o angustia”.
(CIOMS, Directrices éticas internacionales, Comentario a la directriz 18)

“Los posibles sujetos deben ser informados de los limites de la capacidad de los investigadores
para garantizar una confidencialidad estricta y de las consecuencias sociales adversas previsibles
de la violacion de la confidencialidad. Algunas jurisdicciones exigen que se informe a las
agencias apropiadas, por ejemplo, de ciertas enfermedades contagiosas o de pruebas de abuso o
negligencia infantil. Las autoridades reguladoras de medicamentos tienen derecho a inspeccionar
los registros de los ensayos clinicos, y el personal de auditoria de cumplimiento clinico de un
patrocinador puede exigir y obtener acceso a datos confidenciales. Estos y otros limites similares



a la capacidad de mantener la confidencialidad deben anticiparse y revelarse a los posibles
sujetos”. (CIOMS, Directrices éticas internacionales, Comentario a la directriz 18)

(Como se debe informar a los sujetos de las medidas que se utilizaran para proteger su
informacion privada? ;Como deben comunicarse a los sujetos del estudio los riesgos potenciales
relacionados con la divulgacion de informacion privada?

El documento de consentimiento informado debe describir (1) quién tendré acceso a los datos
personales de los participantes en la investigacion, incluidos los historiales médicos y las
muestras bioldgicas; (2) las medidas adoptadas para garantizar la confidencialidad y la seguridad
de la informacion personal de los participantes en la investigacion; y (3) los riesgos potenciales
para los sujetos si se infringen dichas medidas (por ejemplo, estigmatizacion, pérdida de
reputacion, posible pérdida de asegurabilidad, etc.).

“... Durante el proceso de obtencion del consentimiento informado, el investigador debe informar
a los posibles sujetos sobre las precauciones que se tomaran para proteger la confidencialidad”.
(CIOMS, Directrices éticas internacionales, Comentario a la directriz 18)

“Tanto la discusion sobre el consentimiento informado como el formulario de consentimiento
informado escrito y cualquier otra informacion escrita que se proporcione a los sujetos deben
incluir explicaciones sobre lo siguiente:

“n) Que se concederé al monitor o monitores, al auditor o auditores, al CEIC y a la autoridad o
autoridades reguladoras acceso directo a los historiales médicos originales del sujeto para la
verificacion de los procedimientos y/o datos del ensayo clinico, sin violar la confidencialidad del
sujeto, en la medida en que lo permitan las leyes y reglamentos aplicables y que, mediante la
firma de un formulario de consentimiento informado por escrito, el sujeto o su representante
legalmente aceptado estd autorizando dicho acceso.”

“0) Que los registros que identifiquen al sujeto se mantendran confidenciales y, en la medida en
que lo permitan las leyes y/o regulaciones se haran publicos. Si se publican los resultados del
ensayo, la identidad del sujeto seguiré siendo confidencial”. (ICH E6, seccion 4.8)

“El promotor debe verificar que cada sujeto ha consentido, por escrito, el acceso directo a su
historia clinica original para el seguimiento relacionado con el ensayo, la auditoria, la revision
del CEIC y la inspeccion reguladora”. (ICH E6, Seccion 5.15)

Aplicacion

Los CEI/JRI revisan/aprueban los procedimientos y el documento de consentimiento informado
para garantizar, entre otras cosas, que existe una explicacion adecuada sobre (1) los riesgos
relacionados con la divulgacion de la informacion privada del sujeto, (2) como se mantendra la
confidencialidad de los registros del sujeto y (3) las personas que pueden tener acceso a los
registros del sujeto (por ejemplo, monitor(es), auditor(es), el CEI/IRB y la(s) autoridad(es)
reguladora(s)).

Los investigadores deben (1) aplicar procedimientos para proteger y restringir el acceso a los
registros del estudio y a la informacion privada (por ejemplo, proteccion de los archivos
mediante contrasefia, mantenimiento de los registros del estudio en zonas seguras),

(2) seguir las leyes y normativas nacionales/locales relacionadas con la privacidad y la
confidencialidad, (3) asegurarse de que el personal del estudio conoce y recibe la formacion
adecuada relacionada con su responsabilidad y los procedimientos que se utilizaran para proteger
la informacion privada y los registros de los sujetos,



(4) asegurarse de que el personal del estudio sigue los procedimientos establecidos a tal efecto, y
(5) asegurarse de que el formulario y el proceso de consentimiento informan a los sujetos del
estudio sobre los procedimientos que se utilizaran para proteger su informacion privada y las
circunstancias en las que sus registros médicos y del estudio pueden ser vistos por reguladores,
patrocinadores, supervisores y/o el CEI/JRI.

Los promotores se aseguran de que los centros (1) permitan a los reguladores, CEI/JRI y
monitores el acceso directo a los registros necesarios para verificar el cumplimiento de las leyes
y normativas nacionales/locales relativas a la realizacion de ensayos clinicos, e (2) informen a
los sujetos sobre dicho acceso y obtengan su consentimiento para ello.

Las autoridades reguladoras deben (1) estar atentas a las cuestiones de confidencialidad de los
sujetos y (2) revisar el cumplimiento por parte de los patrocinadores, los investigadores clinicos
y los CEI/JRI de las leyes y normativas nacionales/locales aplicables para el manejo de la
informacion privada y la informacion a los sujetos sobre estas cuestiones.

Para mas informacion (incluidas las funciones y responsabilidades)

Para CEI/JRI, refiérase a: Responsabilidades (ICH E6, Seccion 3.1)

Elementos del examen, proteccion de la confidencialidad de los participantes en la investigacion
(Directrices operativas de la OMS para los comités de ética que examinan investigaciones
biomédicas, seccion 6.2.4)

Para los investigadores clinicos, consulte:

Consentimiento informado de los sujetos del ensayo (ICH E6, seccion 4.8) Informes de
seguridad (ICH E6, seccion 4.11)

Para los patrocinadores, consulte:

Gestion de ensayos, manejo de datos, mantenimiento de registros y comité de seguimiento
independiente (ICH E6, seccion 5.5)

Acceso a los registros (ICH E6, seccion 5.15) Seguimiento (ICH E6, secciéon 5.18)

Protocolo de ensayo clinico y enmiendas al protocolo, acceso directo a los datos/documentos
fuente (ICH E6, seccion 6.10)

Para las autoridades reguladoras, consulte:

Confidentiality in the Survey and Evaluation Processes (Surveying and Evaluating Ethical
Review Practices, a complementary guideline to the Operational Guidelines for Ethics
Committees the Review Biomedical Research, WHO, 2002), Section 8

Salvaguarda de la confidencialidad (Directriz 18, Directrices éticas internacionales del CIOMS
para la investigacion biomédica en seres humanos, Ginebra 2002)

Véase también:

Discusion de los principios de BPC de la OMS Principio 2 de BPC: Protocolo

Principio 3 de BPC: Identificacion de riesgos

Principio 4 de BPC: Evaluacion beneficio-riesgo Principio 7 de BPC: Consentimiento informado
Principio 11 de BPC: Registros

Definiciones para: Auditoria (ICH E6, 1.6)

Confidencialidad (ICH E6, 1.16) Acceso directo (ICH E6, 1.21) Inspeccion (ICH E6, 1.29)
Historia clinica original (ICH E6, 1.43) Codigo de identificacion del sujeto (ICH E6, 1.58)
Bienestar (de los sujetos del ensayo) (ICH E6, 1.62)



PRINCIPIO 13: BUENAS PRACTICAS DEFABRICACION

Los productos en investigacion deben fabricarse, manipularse y almacenarse de acuerdo con las
Buenas Practicas de Fabricacion (BPF) aplicables y deben utilizarse de acuerdo con el protocolo
aprobado.

“El promotor debe asegurarse de que el (los) producto(s) en investigacion... esté(n)
caracterizado(s) segun corresponda a la fase de desarrollo del (de los) producto(s), esté(n)
fabricado(s) de acuerdo con las BPF aplicables y esté(n) codificado(s) y etiquetado(s) de forma
que se proteja el enmascaramiento, si procede...” (ICH E6, Seccion 5.13)

Aplicacion

El Principio 13 se aplica mediante (1) la caracterizacion apropiada del producto en investigacion
(incluyendo cualquier comparador o comparadores activos y placebo, si procede), (2) el
cumplimiento de las Normas de Correcta Fabricacion (NCF) aplicables en la fabricacion,
manipulacion y almacenamiento del producto en investigacion, y (3) el uso del producto de
acuerdo con el protocolo de estudio aprobado.

Preguntas y respuestas

(Qué se entiende por Buenas Practicas de Fabricacion (BPF) “aplicables”?

“Las Buenas Practicas de Fabricacion (BPF) son un sistema para garantizar que los productos se
elaboran y controlan de forma constante de acuerdo con las normas de calidad. ... Las BPF
abarcan todos los aspectos de la produccion, desde los materiales de partida, los locales y el
equipo hasta la formacion y la higiene personal del personal. Los procedimientos detallados y
por escrito son esenciales para cada proceso que pueda afectar a la calidad del producto acabado.
Debe haber sistemas que proporcionen pruebas documentadas de que se siguen sistematicamente
los procedimientos correctos en cada paso del proceso de fabricacion, cada vez que se elabora el
producto. ... La OMS ha establecido directrices detalladas para las buenas practicas de
fabricacion. Muchos paises han formulado sus propios requisitos para las BPF basandose en
BPF DE LA OMS”. (OMS, Buenas practicas de fabricacion en la produccion farmacéutica)

El cumplimiento de las normas BPF tiene por objeto:

- Garantizar la coherencia entre y dentro de los lotes del producto en investigacion y asegurar asi
la fiabilidad de los ensayos clinicos;

- Asegurar la coherencia entre el producto en investigacion y el futuro producto comercial y, por
tanto, la relevancia del ensayo clinico para la eficacia y seguridad del producto comercializado;

- proteger a los sujetos de los ensayos clinicos de productos de mala calidad resultantes de
errores de fabricacion (omision de pasos criticos como la esterilizacion, contaminacion y
contaminacion cruzada, mezclas, etiquetado incorrecto, etc.), o de materiales de partida y
componentes de calidad inadecuada; y

- documentar todos los cambios en el proceso de fabricacion.

“... [L]os principios de las BPF deben aplicarse, segun proceda, a la preparacion de productos [en
investigacion]”. (OMS, Buenas practicas de fabricacion en la produccion farmacéutica)

De acuerdo con las leyes y reglamentos nacionales/locales, el cumplimiento de las BPF puede
ser un requisito. Cuando no lo exijan las leyes y reglamentos nacionales/locales, las normas BPF
proporcionan una orientacion importante para la fabricacion de productos en investigacion de
calidad.



(Qué constituye la manipulacion y el almacenamiento de los productos en investigacion?
Ademas del envasado, etiquetado, cuarentena y liberacion asociados al proceso de fabricacion en
el centro de produccion, la manipulacion del producto por parte del promotor también incluye el
envio, la devolucion y la disposicion final de los productos en investigacion.

“Los productos en investigacion deben enviarse de acuerdo con las 6rdenes dadas por el
promotor. Un envio se envia a un investigador s6lo después del siguiente procedimiento de
liberacion en dos pasos: (i) la liberacion del producto después del control de calidad (“luz verde
técnica”); y (ii) la autorizacion para utilizar el producto, otorgada por el promotor (“luz verde
reglamentaria”). Ambas autorizaciones deben quedar registradas. El promotor debe asegurarse de
que el envio sera recibido y reconocido por el destinatario correcto, tal y como se indica en el
protocolo. Debe mantenerse un inventario detallado de los envios realizados por el fabricante, en
el que se haga especial mencion a la identificacion del destinatario. Los productos en
investigacion devueltos deben identificarse claramente y almacenarse en un area especifica.
Deben llevarse registros de inventario de los medicamentos devueltos”. (OMS, Buenas practicas
de fabricacion en la produccion farmacéutica)

Con respecto al almacenamiento, “[e]l patrocinador debera determinar, para el (los) producto(s)
en investigacion, las temperaturas aceptables de almacenamiento, las condiciones de
almacenamiento (por ejemplo, proteccion de la luz), los tiempos de almacenamiento, los liquidos
y procedimientos de reconstitucion y los dispositivos para la infusioén del producto, si los
hubiera. El promotor debera informar de estas determinaciones a todas las partes implicadas (por
ejemplo, monitores, investigadores, farmacéuticos, responsables del almacenamiento).” (ICH E6,
seccion 5.13)

“El promotor debe asegurarse de que los procedimientos escritos incluyen las instrucciones que
el investigador/institucion debe seguir para la manipulacion y almacenamiento del medicamento
o medicamentos en investigacion para el ensayo y su documentacion...” (ICH E6, Seccion 5.14)
En el centro, el investigador es responsable de garantizar que el (los) producto(s) en
investigacion se “... almacene(n) segun lo especificado por el promotor ... y de acuerdo con los
requisitos reglamentarios aplicables” ... [y] “se utilice(n) s6lo de acuerdo con el protocolo
aprobado”. (ICH E6, Seccion 4.6)

Aplicaciéon

La responsabilidad de aplicar este principio es compartida por los patrocinadores (o fabricantes
por contrato/organizaciones de investigacion por contrato), los investigadores y los reguladores.
Los patrocinadores aplican este principio directa o indirectamente a través de un contrato,
desarrollando y caracterizando el producto en investigacion.

Realizar las notificaciones/presentaciones necesarias a la(s) autoridad(es) reguladora(s)
aplicable(s), identifican los requisitos de BPF, si los hubiera, que puedan aplicarse a la
fabricacion, manipulacion y almacenamiento del producto en investigacion, y garantizan el
cumplimiento de dichos requisitos. Los patrocinadores fabrican el producto en investigacion
directamente o lo hacen fabricar por contrato en un centro de fabricacion de acuerdo con las BPF
aplicables. Son responsables, dentro de las BPC, de la manipulacion, almacenamiento,
distribucién y disposicion final del (de los) producto(s) en investigacion.

El promotor también desarrolla el protocolo del estudio y el folleto del investigador, supervisa el
cumplimiento del protocolo y se asegura de que los procedimientos escritos incluyan las



instrucciones que el investigador/institucion debe seguir para la manipulacion y almacenamiento
de los productos en investigacion para el ensayo y su documentacion.

Los investigadores son responsables de familiarizarse con el manual del investigador y de llevar
a cabo la investigacion de acuerdo con el protocolo, incluyendo cualquier instruccion para
almacenar y manipular los productos en investigacion. Los investigadores son responsables de
explicar el uso correcto (incluyendo la manipulacién y el almacenamiento) del producto en
investigacion a los sujetos del estudio. Los investigadores también se aseguran de que cualquier
producto en investigacion no utilizado sea devuelto al promotor una vez finalizado el ensayo.
De acuerdo con las leyes y reglamentos nacionales/locales, los reguladores pueden establecer
requisitos de BPF para los productos en investigacion, revisar los datos de fabricacion
presentados en apoyo de los permisos de investigacion o de las solicitudes de comercializacion,
y/o inspeccionar las instalaciones de fabricacion. Dado que los productos en investigacion
pueden ser importados, los reguladores deben estar familiarizados con los requisitos de
fabricacion del pais de origen y su conformidad con las normas internacionales de BPF.

Los reguladores también pueden inspeccionar a los investigadores para comprobar el
cumplimiento del protocolo del estudio, incluidas las instrucciones para almacenar y manipular
los productos en investigacion.

Para més informacion (incluidas las funciones y responsabilidades) Para obtener directrices
sobre buenas practicas de fabricacion e inspeccion, consulte:

OMS, Compendio de directrices y materiales relacionados, Volumen

2: Buenas practicas de fabricacion e inspecciones
(http://www.who.int/medicines/organization/qsm/activities/

qualityassurance/gmp/gmpthree inves.html)

Ingredientes farmacéuticos activos para su uso en ensayos clinicos (BPF para ingredientes
farmacéuticos activos, ICH Q7A, Seccion XIX)

Para los investigadores clinicos, consulte:

Cumplimiento del protocolo (ICH E6, seccion 4.5) Producto(s) en investigacion (ICH E6,
seccion 4.6)

Para los patrocinadores, consulte:

Fabricacion, envasado, etiquetado y codificacion de productos en investigacion (ICH E6, seccion
5.13)

Suministro y manipulacion de productos en investigacion (ICH E6, seccion 5.14)

Vigilancia (ICH E6, Seccion 5.18) Incumplimiento (ICH E6, Secciéon 5.20)

Para las autoridades reguladoras, consulte:

OMS, Compendio de directrices y materiales relacionados, Volumen 2: Buenas practicas de
fabricacion e inspecciones (http://www.who.int/medicines/organization/qsm/activities/
qualityassurance/gmp/gmpthree inves.html)

Ingredientes farmacéuticos activos para su uso en ensayos clinicos (BPF para ingredientes
farmacéuticos activos, ICH Q7A, Seccion XIX)

Véase también:

Discusion de los Principios de BPC de la OMS: Principio 6 de BPC: Cumplimiento del protocolo
Definiciones para:

Comparador (producto) (ICH E6, 1.14) Cumplimiento (en relacion con los ensayos) (ICH E6,
1.15)



Organizacion de Investigacion por Contrato (CRO) (ICH E6, 1.20) Producto en Investigacion
(ICH Ee6, 1.33)
Monitorizacion (ICH E6, 1.38)

PRINCIPIO 14: SISTEMAS DECALIDAD
Deben implantarse sistemas con procedimientos que garanticen la calidad de todos los aspectos
del ensayo.

Aplicacion

El Principio 14 se aplica mediante el desarrollo de procedimientos para controlar, asegurar y
mejorar la calidad de los datos y registros y la calidad y eficacia de los procesos y actividades
relacionados con la realizacion y supervision de la investigacion clinica.

Preguntas y respuestas

(Qué se entiende por “calidad” en el contexto de un ensayo clinico?

“Calidad” es una medida de la capacidad de un producto, proceso o servicio para satisfacer
necesidades declaradas o implicitas. Un producto de alta calidad satisface facilmente esas
necesidades.

En el contexto de un ensayo clinico, la calidad puede aplicarse a los datos (por ejemplo, que los
datos sean precisos y fiables) o a los procesos (por ejemplo, el cumplimiento del protocolo del
estudio y de la BPC; garantizar el consentimiento informado; la manipulacién adecuada de los
datos y el mantenimiento de registros, etc.). (Véanse los principios de BPC de la OMS 6:
Cumplimiento del protocolo; 7: Consentimiento informado; 11: Registros)

Una forma habitual de asegurar la calidad de los datos y los procesos es mediante el desarrollo y
la aplicacion de procedimientos normalizados de trabajo (PNT) que definan las
responsabilidades, especifiquen los registros que deben establecerse y mantenerse y especifiquen
los métodos y procedimientos que deben utilizarse en la realizacion de las actividades
relacionadas con el estudio. Los PNT, junto con una estrecha supervision personal de la
realizacion del ensayo por parte del investigador clinico y un cuidadoso seguimiento por parte
del promotor, ayudan a garantizar que los procesos se sigan de forma coherente y que las
actividades se documenten de forma coherente. Como resultado, los datos recogidos utilizando
tales procedimientos y bajo tal supervision deberian ser normalmente lo suficientemente fiables
para la toma de decisiones reguladoras.

(Qué son los “sistemas de calidad” con respecto a los ensayos clinicos?

Los “sistemas de calidad” para ensayos clinicos son practicas formalizadas (por ejemplo,
programas de supervision, programas de auditoria, sistemas de gestion de quejas) para revisar
periddicamente la idoneidad de las actividades y practicas de los ensayos clinicos, y para revisar
dichas practicas seglin sea necesario, de modo que se mantenga la calidad de los datos y los
procesos.

(Como se aplican los sistemas de calidad dentro de la BPC?

Dentro de la BPC, los sistemas de calidad se aplican mediante la gestion de la calidad: es decir,
mediante la coordinacion de actividades por parte del patrocinador, del personal del centro y del
investigador o investigadores, de los CEI/IRB y de los reguladores para dirigir y controlar sus



operaciones con respecto a la calidad. La gestion de la calidad abarca tres componentes
principales: el control de la calidad, la garantia de la calidad y la mejora de la calidad.

(Cuadl es la distincion entre “control de calidad”, “garantia de calidad” y “mejora de la calidad™?
“Control de calidad” se refiere a los pasos dados durante la generacion de un producto o servicio
para asegurar la calidad del producto/servicio. En el caso de un ensayo clinico, el “control de
calidad” abarca los pasos que se dan durante el ensayo clinico (por ejemplo, la supervision del
investigador, el seguimiento del patrocinador y cualquier revision en curso por parte de las
autoridades reguladoras) para garantizar que el ensayo cumple los requisitos del protocolo y del
procedimiento y es reproducible.

“Garantia de calidad” se refiere a un proceso sistematico para determinar si el sistema de control
de calidad funciona y es eficaz. La mayoria de las veces, la garantia de calidad en los ensayos
clinicos la lleva a cabo el promotor mediante auditorias independientes de las actividades de
control de calidad y, en su caso, las autoridades reguladoras mediante la inspeccion de los
sistemas y actividades de control de calidad. Las auditorias de garantia de calidad pueden
realizarse durante el transcurso del ensayo clinico y/o al finalizarlo.

“El objetivo de la auditoria del promotor, que es independiente y esta separada de las funciones
rutinarias de seguimiento o control de calidad, debe ser evaluar la realizacion del ensayo y el
cumplimiento del protocolo, los PNT, las BPC y los requisitos normativos aplicables.” (ICH E6,
Seccién 5.19)

“Mejora de la calidad” se refiere a un proceso sistematico para tomar los conocimientos
adquiridos a través de las auditorias y actividades de garantia de calidad y utilizarlos para
realizar cambios en los sistemas y actividades con el fin de aumentar la capacidad de cumplir los
requisitos de calidad en ese momento y para el futuro.

(Qué es la supervision de estudios?

La monitorizacién es “[e]l acto de supervisar el progreso de un ensayo clinico y de asegurarse de
que se lleva a cabo, se registra y se informa de acuerdo con el protocolo, los procedimientos
normalizados de trabajo (PNT), las BPC y los requisitos normativos aplicables”. (ICH E6, 1.38;
véase también la seccion 5.18 de la ICH E6, en general, para una orientacion detallada sobre la
supervision de estudios).

(Cuadl es la diferencia entre supervisar, auditar e inspeccionar?

La monitorizacion es una actividad de control de calidad realizada por el promotor o un
representante del mismo para garantizar que la investigacion se lleva a cabo de acuerdo con el
protocolo del estudio, la BPC y los requisitos normativos aplicables, y que los datos de la
investigacion son exactos, completos y verificables a partir de los documentos fuente. Por lo
general, los monitores comparan los documentos fuente con los formularios de informe de casos
y tratan de resolver cualquier discrepancia. Los monitores también intentan verificar que las
actividades relacionadas con la proteccion de los derechos y el bienestar de los sujetos del
estudio (por ejemplo, la aprobacion previa del CEI/CEI, la obtencion del consentimiento
informado legalmente efectivo de todos los sujetos del estudio) se hayan llevado a cabo de forma
adecuada.

La auditoria es una actividad independiente de garantia de calidad utilizada por el promotor para
evaluar la eficacia de un programa de seguimiento y/o de actividades especificas de seguimiento.



La auditoria se distingue del seguimiento por el hecho de que el seguimiento se lleva a cabo
mientras el estudio estd en curso (véase mas arriba la discusion sobre “Control de calidad”),
mientras que la auditoria puede tener lugar en cualquier momento durante o después del estudio.

Una inspeccion es “[e]l acto por parte de una(s) autoridad(es) reguladora(s) de llevar a cabo una
revision oficial de documentos, instalaciones, registros y cualquier otro recurso que la(s)
autoridad(es) considere relacionado con el ensayo clinico y que pueda encontrarse en el lugar del
ensayo, en las instalaciones del promotor y/o de la organizacion de investigacion por contrato
(OIC) o en otros establecimientos que la(s) autoridad(es) reguladora(s) considere oportuno™.
(ICH E6, 1.29) El propésito de dicha inspeccion es determinar si la investigacion se llevo a cabo
de conformidad con las leyes y reglamentos nacionales/locales para la realizacion de la
investigacion y la proteccion de los sujetos humanos.

Aplicacion

Todas las partes que realizan y supervisan ensayos clinicos (patrocinadores, investigadores,
CEI/JRI y autoridades reguladoras) deben adoptar y aplicar sistemas de calidad para los procesos
y actividades de los que son responsables.

Los patrocinadores contratan los servicios de monitores para garantizar el cumplimiento de los
investigadores clinicos y verificar que el estudio se ha llevado a cabo de acuerdo con el protocolo
de estudio aprobado. Los patrocinadores también auditan la actuacion de los monitores y otras
actividades y sistemas de control de calidad para garantizar el funcionamiento de cada sistema.
Los supervisores revisan los registros del estudio en los centros, informan de sus hallazgos al
patrocinador y preparan informes escritos que documentan cada visita al centro o cada
comunicacion relacionada con el ensayo.

Los investigadores supervisan para asegurarse de que el personal del estudio sigue los
procedimientos establecidos para la realizacion del estudio, por ejemplo, la obtencion de la
aprobacion del estudio por parte del CEI/JRI, la obtencion del consentimiento informado de los
sujetos, el establecimiento y mantenimiento de las historias clinicas de los sujetos, la
transcripcion de los datos de las historias clinicas de los sujetos a los CRF, la notificacion de
acontecimientos adversos y otros problemas imprevistos, etc.

Los CEI/JRI desarrollan y adoptan POE para revisar los estudios e informar al investigador
clinico de cualquier modificacidon necesaria en el protocolo del estudio, y para asegurarse de que
dichas modificaciones estén en vigor antes de que el estudio contintie. De acuerdo con las leyes y
reglamentos nacionales/locales, los CEI/JRI pueden desarrollar POE para permitir que los
miembros del CEI/JRI o un tercero observen el proceso de consentimiento para verificar que los
sujetos tengan la oportunidad de hacer preguntas sobre el estudio y que reciban una copia del
documento de consentimiento informado. Los CEI/JRI implementan sistemas para asegurar que
la revision continua del estudio tenga lugar a intervalos apropiados al grado de riesgo, y que los
investigadores sean notificados para que puedan proporcionar la documentacion necesaria al
CEI/JRI con antelacion a la fecha limite.

De acuerdo con las leyes/reglamentos aplicables, los reguladores pueden inspeccionar a todas las
partes que realizan o supervisan la investigacion y verificar la informacién presentada a la
autoridad reguladora. Los reguladores pueden solicitar los planes de supervision de los
patrocinadores como condicion para permitir que un estudio siga adelante. Las autoridades
reguladoras también desarrollan de forma 6ptima PNT y sistemas de calidad para las actividades



reguladoras internas, incluyendo politicas y procedimientos para revisar las solicitudes de
productos y para la realizacion de inspecciones de BPC.

Para mas informacién (incluidas las funciones y responsabilidades)

Para los patrocinadores, consulte:

Garantia y control de calidad (ICH E6, seccion 5.1)

Gestion de ensayos, entrega de datos, mantenimiento de registros y comité independiente de
supervision de datos (ICH E6, seccion 5.5)

Vigilancia (ICH E6, Seccion 5.18) Auditoria (ICH E6, Seccion 5.19) Incumplimiento (ICH E6,
Seccion 5.20)

Disposiciones de seguimiento (Investigacion clinica de productos sanitarios para seres humanos,
Parte 2: Planes de investigacion clinica, Organizacion Internacional de Normalizacion (ISO),
14155-2, 4.34)

Para los monitores, consulte:

Seguimiento (ICH E6, seccion 5.18)

Para los investigadores clinicos, consulte:

Cualificaciones y acuerdos del investigador (ICH E6, Seccion 4.1)

Para CEI/JRI, consulte:

Composicion, funciones y operaciones (ICH E6, seccion 3.2) Procedimientos (ICH E6, seccion
3.3)

Encuesta y evaluacion de las practicas de revision ética de la OMS: Una directriz
complementaria de las Directrices operativas para los comités de ética que revisan la
investigacion biomédica

Para las autoridades reguladoras, consulte Incumplimiento (ICH E6, Seccion 5.20)

Programas de supervision del cumplimiento de las BPC por parte de las autoridades reguladoras
(Capitulo 7, Buenas practicas clinicas: Documento de las Américas, OPS)

Guia para las inspecciones de investigadores clinicos (Anexo 4, Buenas practicas clinicas:
Documento de las Américas, OPS)

Optional Guideline for Good Clinical Practice Compliance and Quality Systems Auditing (Red
Europea de Auditores de Buenas Practicas Clinicas y otros Expertos en Buenas Practicas
Clinicas [ENGAGE], Foro Europeo de Buenas Practicas Clinicas, agosto de 1997)

Véase también:

Discusion de los Principios de BPC de la OMS Principio 2 de BPC: Protocolo

Principio 6 de BPC: Cumplimiento del protocolo Principio 11 de BPC: Registros

Definiciones para: Auditoria (ICH E6, 1.6)

Certificado de auditoria (ICH E6, 1.7) Informe de auditoria (ICH E6, 1.8) Pista de auditoria (ICH
E6, 1.9)

Cumplimiento (en relacion con los ensayos) (ICH E6, 1.15) Acceso directo (ICH E6, 1.21)
Seguimiento (ICH E6, 1.38) Informe de seguimiento (ICH E6, 1.39)

Garantia de calidad (GC) (ICH E6, 1.46) Control de calidad (CC) (ICH E6, 1.47)
Procedimientos normalizados de trabajo (PNT) (ICH E6, 1.55)
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ANEXO D

BUENAS PRACTICAS DE FABRICACION

BIOLOGICOS

Directrices de BPF para productos segtin la norma US FDA 21 CFR 1271 Parte 600

*NOTA: La autoridad para la regulacion optima Prospera. La siguiente exposicion contiene las
normas de la FDA y tiene por objeto servir de guia para el establecimiento de instalaciones c/t
GMP y la adhesion a las mejores practicas ¢/tGMP establecidas por la FDA estadounidense. En
ningln caso se considera a la FDA de EE.UU. una autoridad para las actividades que tienen lugar
en Prospera. Todos los registros y notificaciones pertinentes deben tener lugar con las
autoridades reguladoras apropiadas dentro de Prospera.

Sec. 600.3 Definiciones.

Tal y como se utiliza en este subcapitulo:

(a) Ley significa la Ley del Servicio de Salud Publica (58 Stat. 682), aprobada el 1 de julio de
1944,

(b) Secretario significa el Secretario Técnico de Prospera y cualquier otro funcionario o
empleado de Prospera en quien se haya delegado la autoridad correspondiente.

(c)

(d) Centro de Evaluacion e Investigacion Bioldgica significa Autoridad de Prospera.

(e) Estado significa dentro del territorio de Prospera.

€y

(g) Los productos incluyen productos bioldgicos y arsenicales organicos trivalentes.

(h) Producto biolégico significa un virus, suero terapéutico, toxina, antitoxina, vacuna, sangre,
componente sanguineo o derivado, producto alergénico, proteina o producto analogo, o
arsfenamina o derivado de la arsfenamina (o cualquier otro compuesto orgéanico trivalente de
arsénico), aplicable a la prevencion, tratamiento o curacion de una enfermedad o afeccion de los
seres humanos.

(1) Un virus se interpreta como un producto que contiene la causa viva diminuta de una
enfermedad infecciosa e incluye, entre otros, virus filtrables, bacterias, rickettsias, hongos y
protozoos.

(2) Un suero terapéutico es un producto obtenido a partir de la sangre eliminando el codgulo o
los componentes del codgulo y las células sanguineas.

(3) Una toxina es un producto que contiene una sustancia soluble venenosa para los animales de
laboratorio o para el hombre en dosis de 1 mililitro 0 menos (o su equivalente en peso) del
producto, y que tiene la propiedad, tras la inyeccion de dosis no mortales en un animal, de hacer
que se produzca en ¢l otra sustancia soluble que neutraliza especificamente la sustancia venenosa
y que es demostrable en el suero del animal asi inmunizado.

(4) Una antitoxina es un producto que contiene la sustancia soluble en suero u otro fluido
corporal de un animal inmunizado que neutraliza especificamente la toxina contra la que el
animal es inmune.

(5) Un producto es analogo:

(1) A un virus si se prepara a partir de o con un virus o agente real o potencialmente infeccioso,
sin tener en cuenta el grado de virulencia o toxicidad de la cepa especifica utilizada.



(i1) A un suero terapéutico, si estd compuesto de sangre total o plasma o contiene algin
constituyente organico o producto que no sea una hormona o un aminodacido, derivado de sangre
total, plasma o suero.

(ii1) A una toxina o antitoxina, si estd destinada, independientemente de su fuente de origen, a ser
aplicable a la prevencion, tratamiento o curacion de enfermedades o lesiones del hombre a través
de un proceso inmunoldgico especifico.

(6) Una proteina es cualquier polimero de aminodcidos alfa con una secuencia especifica y
definida que tenga un tamafio superior a 40 aminoacidos. Cuando dos o mas cadenas de
aminoacidos en un polimero de aminoacidos se asocian entre si de una manera que ocurre en la
naturaleza, el tamafio del polimero de aminodacidos a efectos de este parrafo (h)(6) se basara en el
nimero total de aminoécidos en esas cadenas, y no se limitara al nimero de aminodcidos en una
secuencia contigua.

(1) Por arsenicales organicos trivalentes se entiende la arsfenamina y sus derivados (o cualquier
otro compuesto de arsénico organico trivalente) aplicables a la prevencion, tratamiento o
curacion de enfermedades o lesiones del hombre.

(j) Se considera que un producto es aplicable a la prevencion, el tratamiento o la curacion de
enfermedades o lesiones del hombre, independientemente del modo de administracion o
aplicacion recomendado, incluido el uso cuando se destina mediante administracion o aplicacion
a una persona como ayuda para el diagnostico, o para evaluar el grado de susceptibilidad o
inmunidad que posee una persona, e incluido también cualquier otro uso con fines de diagnostico
si la sustancia de diagndstico asi utilizada se prepara a partir de un producto bioldgico o con su
ayuda.

(k) Nombre propio, aplicado a un producto, significa el nombre designado en la licencia para su
uso en cada envase del producto.

(1) Periodo de caducidad significa el periodo mas alla del cual no cabe esperar, més all4 de toda
duda razonable, que el producto produzca sus resultados especificos.

(m) Por fecha de vencimiento se entiende el mes y el afio naturales, y en su caso, el dia y la hora,
en que finaliza el periodo de fechado.

(n) La palabra normas significa las especificaciones y procedimientos aplicables a un
establecimiento o a la fabricacion o liberacion de productos, que se prescriben en este
subcapitulo o se establecen en la solicitud de licencia de productos biologicos, disefiadas para
asegurar la seguridad, pureza y potencia continuas de dichos productos.

(o) La palabra continuado, aplicada a la seguridad, pureza y potencia de los productos se
interpreta que se aplica al periodo de fechado.

(p) La palabra seguridad significa la ausencia relativa de efectos nocivos para las personas
afectadas, directa o indirectamente, por un producto cuando se administra prudentemente,
teniendo en cuenta el caracter del producto en relacion con la condicion del receptor en ese
momento.

(q) La palabra esterilidad se interpreta como ausencia de microorganismos contaminantes
viables, determinada por las pruebas realizadas segiin § 610.12 de este capitulo.

(r) Por pureza se entiende la ausencia relativa de materias extrafas en el producto acabado, sean
0 no nocivas para el destinatario o deletéreas para el producto. La pureza incluye, entre otras
cosas, la ausencia relativa de humedad residual u otras sustancias volatiles y pirogénicas.

(s) La palabra potencia se interpreta como la habilidad o capacidad especifica del producto,
segun indiquen las pruebas de laboratorio apropiadas o los datos clinicos adecuadamente



controlados obtenidos mediante la administracion del producto en la forma prevista, para
efectuar un resultado determinado.

(t) Fabricante significa cualquier persona juridica o entidad que se dedique a la fabricacion de un
producto sujeto a licencia en virtud de la ley; “Fabricante” también incluye a cualquier persona
juridica o entidad que sea solicitante de una licencia cuando el solicitante asuma la
responsabilidad del cumplimiento de las normas aplicables al producto y al establecimiento.

(u) Fabricacion significa todos los pasos en la propagacion o fabricacion y preparacion de
productos e incluye, pero no se limita al llenado, prueba, etiquetado, envasado y almacenamiento
por parte del fabricante.

(v) La ubicacion incluye todos los edificios, accesorios, equipos y animales utilizados, y el
personal contratado por un fabricante dentro de un éarea particular designada por una direccién
adecuada para su identificacion.

(w) Establecimiento tiene el mismo significado que “instalacion” en la seccion 351 de la Ley de
Servicios de Salud Publica e incluye todas las ubicaciones.

(x) Lote significa aquella cantidad de material uniforme identificada por el fabricante como que
ha sido mezclada a fondo en un solo recipiente.

(y) Un llenado se refiere a un grupo de envases finales idénticos en todos los aspectos, que han
sido llenados con el mismo producto del mismo lote a granel sin ningiin cambio que afecte a la
integridad del conjunto de llenado.

(z) Proceso se refiere a un paso de fabricacidon que se realiza en el propio producto y que puede
afectar a su seguridad, pureza o potencia, en contraste con dichos pasos de fabricacion que no
afectan intrinsecamente a la seguridad, pureza o potencia del producto.

(aa) Agente vendedor o distribuidor significa cualquier persona que se dedique a la distribucion
sin restricciones, distinta de la venta al por menor, de productos sujetos a licencia.

(bb) Envase (denominado también “envase final”) es la unidad inmediata, botella, vial, ampolla,
tubo u otro receptaculo que contiene el producto tal y como se distribuye para su venta, trueque o
intercambio.

(cc) Envase significa la caja, receptaculo o envoltorio inmediato, incluido todo el material de
etiquetado que contenga y que se encuentre sobre €1, asi como el contenido de uno o més
contenedores adjuntos. Si no se utiliza ningiin envase, tal como se define en la frase anterior, se
considerara que el envase es el contenedor.

(dd) Etiqueta significa cualquier material escrito, impreso o grafico en el contenedor o envase o
cualquier material de este tipo claramente visible a través del carton, receptaculo o envoltorio
inmediato.

(ee) Por producto biolégico radiactivo se entiende un producto biologico etiquetado con un
radionucleido o destinado tnicamente a ser etiquetado con un radionucleido.

(ff) Enmienda es la presentacion de informacion a una solicitud de licencia pendiente o
suplemento, para revisar o modificar la solicitud tal y como se present6 originalmente.

(gg) Suplemento es una solicitud para aprobar un cambio en una solicitud de licencia aprobada.
(hh) Distribuido significa que el producto biologico ha salido del control del fabricante
autorizado.

(i1) Control significa tener la responsabilidad de mantener la seguridad, pureza y potencia
continuas del producto y el cumplimiento de las normas aplicables al producto y al
establecimiento, asi como el cumplimiento de las buenas practicas de fabricacion actuales.

(jj) Evaluar los efectos del cambio , como se utiliza en § 601.12 de este capitulo, significa
evaluar los efectos de un cambio de fabricacion en la identidad, fuerza, calidad, pureza y



potencia de un producto, ya que estos factores pueden estar relacionados con la seguridad o
eficacia del producto.

(kk) Especificacion, tal como se utiliza en § 601.12 de este capitulo, significa la norma de
calidad (es decir, pruebas, procedimientos analiticos y criterios de aceptacion) proporcionada en
una solicitud aprobada para confirmar la calidad de los productos, productos intermedios,
materias primas, reactivos, componentes, materiales en proceso, sistemas de cierre de envases y
otros materiales utilizados en la produccion de un producto. A efectos de esta definicion, por
criterios de aceptacion se entienden los limites numéricos, rangos u otros criterios para las
pruebas descritas.

(1) Carta de respuesta completa significa una comunicacion escrita a un solicitante por parte de
Prospera en la que normalmente se describen todas las deficiencias que la agencia ha identificado
en una solicitud o suplemento de licencia bioldgica que deben ser abordadas satisfactoriamente
antes de que pueda ser aprobada.

(mm) Reenvio significa una presentacion por parte del solicitante de la licencia biologica o del
solicitante del suplemento de todos los materiales necesarios para abordar plenamente todas las
deficiencias identificadas en la carta de respuesta completa. Una solicitud de licencia bioldgica o
suplemento para la que Prospera emiti6 una carta de respuesta completa, pero que fue retirada
antes de su aprobacién y posteriormente presentada de nuevo, no es una nueva presentacion.

TITULO 21--ALIMENTOS Y MEDICAMENTOS
CAPITULO T

SUBCAPITULO F - PRODUCTOS BIOLOGICOS
PARTE 600 PRODUCTOS BIOLOGICOS: GENERAL

Subparte B - Normas de establecimiento

Sec. 600.10 Personal.

(a) [Reservado]

(b) Personal. El personal debera tener capacidades acordes con las funciones que se le asignen,
un conocimiento profundo de las operaciones de fabricacion que realice, la formacion y
experiencia necesarias en relacion con los productos individuales y la informacion adecuada
sobre la aplicacion de las disposiciones pertinentes de este subcapitulo a sus funciones
respectivas. El personal incluird a las personas con formacion profesional que sean necesarias
para garantizar la ejecucion competente de todos los procesos de fabricacion.

(c) Restricciones al personal - (1) Deberes especificos. Las personas cuya presencia pueda
afectar negativamente a la seguridad y pureza de un producto deberdn ser excluidas de la sala en
la que se esté fabricando un producto.

(2) Operaciones estériles. El personal que realice operaciones estériles debera llevar ropa y
dispositivos de proteccion limpios o esterilizados en la medida necesaria para proteger el
producto de la contaminacion.

(3) Virus patogenos y organismos formadores de esporas. Las personas que trabajen con virus
patdgenos para el hombre o con microorganismos formadores de esporas, asi como las personas
que se dediquen al cuidado de animales o de sus dependencias, deberan estar excluidas de las
zonas en las que se fabriquen otros productos, o bien dichas personas deberdan cambiarse la ropa
exterior, incluido el calzado, o ponerse una cubierta protectora antes de entrar en dichas zonas.



(4) Areas de trabajo con vacunas vivas. Las personas no podran entrar en un area de
procesamiento de vacunas vivas después de haber trabajado con otros agentes infecciosos en
cualquier otro laboratorio durante la misma jornada laboral. Solo las personas realmente
implicadas en la propagacion del cultivo, la produccién de la vacuna y el mantenimiento de la
unidad podran entrar en las zonas de procesamiento de vacunas vivas cuando se esté trabajando
activamente. Los visitantes ocasionales estaran excluidos de dichas unidades en todo momento y
todas las demas personas que tengan negocios en dichas areas solo serdn admitidas bajo
supervision. La ropa de calle, incluidos los zapatos, debera sustituirse o cubrirse por ropa de
laboratorio adecuada antes de entrar en una unidad de procesamiento de vacunas vivas. Las
personas que cuiden de los animales utilizados en la fabricacion de vacunas vivas estaran
excluidas de otras dependencias de animales y del contacto con otros animales durante la misma
jornada laboral.

Sec. 600.11 Establecimiento fisico, equipamiento, animales y cuidados.

(a) Areas de trabajo. Todas las salas y areas de trabajo donde se fabriquen o almacenen productos
deberan mantenerse ordenadas, limpias y libres de suciedad, polvo, alimafas y objetos que no
sean necesarios para la fabricacion. Se tomaran precauciones para evitar la obstruccion y el
reflujo de los sistemas de desagiie. Se tomaran precauciones para excluir agentes infecciosos
extrafos de las zonas de fabricacion. Las salas de trabajo estaran bien iluminadas y ventiladas. El
sistema de ventilacion se dispondra de forma que se impida la diseminacion de microorganismos
de una zona de fabricacion a otra y se eviten otras condiciones desfavorables para la seguridad
del producto. Las salas de llenado y otras salas en las que se lleven a cabo operaciones abiertas y
estériles deberan ser adecuadas para satisfacer las necesidades de fabricacion y dichas salas
deberan estar construidas y equipadas para permitir una limpieza a fondo y mantener al minimo
los contaminantes transportados por el aire. Si dichas salas se utilizan para otros fines, deberan
limpiarse y prepararse antes de utilizarlas para operaciones estériles. Los frigorificos,
incubadoras y camaras calientes se mantendran a temperaturas dentro de los rangos aplicables y
estaran libres de materiales extrafios que puedan afectar a la seguridad del producto.

(b) Equipo. Los aparatos para esterilizar el equipo y el método de operacion deberan ser tales que
aseguren la destruccion de los microorganismos contaminantes. La eficacia del procedimiento de
esterilizacion no serd inferior a la conseguida por una temperatura alcanzada de 121,5 grados C
mantenida durante 20 minutos mediante vapor saturado o por una temperatura alcanzada de 170
grados C mantenida durante 2 horas con calor seco. Los recipientes de elaboracion y
almacenamiento, los filtros, los aparatos de llenado y otros aparatos y equipos accesorios,
incluidas las tuberias y conductos, estaran disefiados y construidos de forma que permitan una
limpieza a fondo y, cuando sea posible, la inspeccion de su limpieza. Todas las superficies que
entren en contacto con los productos deberan estar limpias y libres de solidos superficiales,
contaminantes lixiviables y otros materiales que aceleren el deterioro del producto o lo hagan
menos adecuado para el uso previsto. Para los productos cuya esterilidad sea un factor, el equipo
debera ser estéril, a menos que la esterilidad del producto esté garantizada por procedimientos
posteriores.

(c) Laboratorio y salas de sangrado. Las salas utilizadas para la elaboracion de productos,
incluidas las salas de sangrado, deberdn estar eficazmente protegidas contra las moscas y
mantenerse libres de moscas y parasitos. Dichas salas estardn construidas de forma que se
garantice la ausencia de polvo, humo y otras sustancias nocivas y se permita una limpieza y
desinfeccion minuciosas. Las salas de inyeccion y sangrado de animales, asi como las salas para



animales vacunados contra la viruela, estaran desinfectadas y provistas de los servicios
necesarios de agua, electricidad y otros.

(d) Cuartos de animales y establos. Las dependencias de los animales, los establos y las zonas de
almacenamiento de alimentos seran de construccion apropiada, estaran protegidos contra las
moscas, adecuadamente iluminados y ventilados, y se mantendran limpios, libres de parasitos y
en condiciones higiénicas. No se almacenara estiércol ni desperdicios que permitan la cria de
moscas en los locales, ni se situard el establecimiento en las proximidades de almacenes de
estiércol o desperdicios fuera de la propiedad capaces de engendrar la cria de moscas.

(e) Restricciones en el uso de edificios y equipos - (1) Trabajo de naturaleza diagnostica. Los
procedimientos de laboratorio de naturaleza diagnoéstica clinica en los que intervengan materiales
que puedan estar contaminados, no se realizaran en el espacio utilizado para la fabricacion de
productos, salvo que el espacio de fabricacion que se utilice s6lo ocasionalmente pueda utilizarse
para trabajos de diagnostico siempre que no intervengan microorganismos patégenos formadores
de esporas y siempre que el espacio se limpie y desinfecte a fondo antes de reanudar la
fabricacion de productos.

(2) Organismos formadores de esporas para la prueba de control suplementario del
procedimiento de esterilizacion. Los organismos formadores de esporas utilizados como control
suplementario en los procedimientos de esterilizacion podran introducirse en las zonas utilizadas
para la fabricacion de productos, inicamente para los fines de la prueba y so6lo inmediatamente
antes de su utilizacion para dichos fines: Siempre que: (i) el organismo no sea patogeno para el
hombre o los animales y no produzca pirdgenos o toxinas, (ii) se demuestre que el cultivo es
puro, (iii) la transferencia de cultivos de prueba a medios de cultivo se limite al area de prueba de
esterilidad o a las dreas designadas para trabajar con organismos formadores de esporas, (iv) cada
cultivo se etiquete con el nombre del microorganismo y la declaracion “Precaucion: esporas
microbianas. Véanse las instrucciones de almacenamiento, uso y eliminacion”, y (v) el recipiente
de cada cultivo esté disefiado para resistir la manipulacion sin romperse.

(3) Trabajo con microorganismos formadores de esporas. (i) Los procesos de fabricacion en los
que se utilicen microorganismos formadores de esporas y que se lleven a cabo en un lugar de
fabricacion multi producto deben realizarse bajo controles adecuados para evitar la
contaminacion de otros productos y areas dentro del lugar. La prevencion de la contaminacion
por esporas puede lograrse utilizando un edificio separado dedicado a ello o utilizando la
contencidn del proceso si la fabricacion se lleva a cabo en un edificio de fabricacion multi
producto. Todos los movimientos de productos y personal entre el area donde se fabrican los
microorganismos que forman esporas y otras areas de fabricacion deben realizarse en
condiciones que impidan la introduccion de esporas en otras areas de la instalacion.

(i1) Si se emplea la contencidon de procesos en un area de fabricacion multi producto, deben
existir procedimientos que demuestren la adecuada eliminacion del microorganismo o
microorganismos formadores de esporas del drea de fabricacion para la posterior fabricacion de
otros productos. Estos procedimientos deben prever la eliminacion o descontaminacidon adecuada
de los microorganismos formadores de esporas sobre y dentro del equipo de fabricacion, las
instalaciones y los elementos auxiliares de la sala, asi como la retirada de la zona de fabricacién
de los elementos desechables o dedicados al producto. Se debe llevar a cabo una vigilancia
ambiental especifica de los microorganismos formadores de esporas en las zonas adyacentes
durante las operaciones de fabricacion y en la zona de fabricacion una vez finalizada la limpieza
y descontaminacion.



(4) Procesamiento de vacunas vivas. El procesamiento de vacunas vivas debe realizarse bajo
controles apropiados para prevenir la contaminacion cruzada de otros productos y otras areas de
fabricacion dentro del edificio. Los controles apropiados deben incluir, como minimo:

(1)(A) Utilizando un area dedicada a la fabricacion que se encuentre en un edificio separado, en
un ala separada de un edificio o en cuartos en el extremo ciego de un pasillo y que incluya el
espacio y el equipo adecuados para todos los pasos de procesamiento hasta, pero sin incluir, el
llenado en envases finales; y

(B) No llevar a cabo procedimientos de prueba que impliquen potencialmente la presencia de
microorganismos distintos de las cepas vacunales o el uso de lineas celulares de cultivo de
tejidos que no sean cultivos primarios en el espacio utilizado para el procesamiento de vacunas
vivas; o bien

(i1) Si la fabricacion se lleva a cabo en un edificio o area de fabricacion multi producto,
utilizando controles de procedimiento y, cuando sea necesario, contencion del proceso. La
contencidn del proceso se considera necesaria a menos que los controles de procedimiento sean
suficientes para evitar la contaminacion cruzada de otros productos y otras areas de fabricacion
dentro del edificio. La contencion del proceso es un sistema disefiado para aislar mecanicamente
el equipo o un area que implique la fabricacion con organismos vacunales vivos. Todo
movimiento de productos, equipos y personal entre distintas areas de procesamiento de vacunas
vivas y entre areas de procesamiento de vacunas vivas y otras areas de fabricacion, hasta, pero
sin incluir, el llenado en envases finales debe realizarse en condiciones que impidan la
contaminacion cruzada de otros productos y otras areas de fabricacion dentro del edificio,
incluida la introduccion de organismos de vacunas vivas en otras areas. Ademas, deben existir
procedimientos escritos y procesos eficaces para eliminar o descontaminar adecuadamente los
organismos de vacunas vivas del area de fabricacion y del equipo para la posterior fabricacion de
otros productos. Deben existir procedimientos escritos para verificar que se han seguido los
procesos para eliminar o descontaminar los organismos vivos de las vacunas.

(5) Equipos y suministros - contaminacion. El equipo y los suministros utilizados en el trabajo o
expuestos de otro modo a cualquier agente patogeno o potencialmente patdogeno se mantendran
separados del equipo y los suministros utilizados en la fabricacion de productos en la medida
necesaria para evitar la contaminacion cruzada.

(f) Animales utilizados en la fabricacion - (1) Cuidado de los animales utilizados en la
fabricacion. Los cuidadores y asistentes de los animales utilizados para la fabricacion de
productos serdn suficientes en niimero y tendran la experiencia adecuada para asegurar un
cuidado adecuado. Los habitaculos y las jaulas de los animales se mantendran en condiciones
higiénicas. Los animales en produccion seran inspeccionados diariamente para observar su
respuesta a los procedimientos de produccion. Los animales que enfermen por razones no
relacionadas con la produccion se aislaran de los demds animales y no se utilizaran para la
produccion hasta que su recuperacion sea completa. Se proporcionara atencion veterinaria
competente segun sea necesario.

(2) Cuarentena de animales - (i) General. No se utilizard ningun animal en la transformacion a
menos que se mantenga bajo inspeccion diaria competente y cuarentena preliminar durante un
periodo de al menos 7 dias antes de su utilizacion, o segin se disponga de otro modo en este
subcapitulo. Solo se utilizaran animales sanos y libres de enfermedades transmisibles
detectables. Los animales deben permanecer en perfecto estado de salud durante los periodos de
cuarentena y se tendra especial cuidado durante los periodos de cuarentena de rechazar animales



del género equino que puedan estar infectados con muermo y animales que puedan estar
infectados con tuberculosis.

(i1) Cuarentena de monos. Ademas de observar los requisitos generales de cuarentena pertinentes,
los monos utilizados como fuente de tejido en la fabricacion de vacunas se mantendran en
cuarentena durante al menos 6 semanas antes de su utilizacidon, excepto cuando se disponga lo
contrario en esta parte. Solo se utilizaran en la fabricacion de vacunas los monos que hayan
reaccionado negativamente a la tuberculina al inicio del periodo de cuarentena y de nuevo en las
2 semanas anteriores a su utilizacion. Se tomaran las debidas precauciones para evitar la
infeccion cruzada de cualquier mono infectado o potencialmente infectado que se encuentre en
las instalaciones. Los monos que se vayan a utilizar en la fabricacion de una vacuna viva se
mantendrdn durante todo el periodo de cuarentena en jaulas cerradas por todos sus lados con
materiales solidos, excepto por la parte delantera, que estara protegida con mosquiteras, y no se
alojardn mas de dos monos en una jaula. No se intercambiaran los compaiieros de jaula.

(3) Inmunizacién contra el tétanos. Los caballos y otros animales susceptibles al tétanos, que se
utilicen en las fases de procesamiento de la fabricacion de productos bioldgicos, deberan ser
tratados adecuadamente para mantener la inmunidad al tétanos.

(4) Inmunizacién y sangrado de animales utilizados como fuente de productos. Las toxinas u
otros antigenos no viables administrados en la inmunizacién de animales utilizados en la
fabricacion de productos seran estériles. Los antigenos viables, cuando asi se utilicen, estaran
libres de contaminantes, segun se determine mediante pruebas apropiadas antes de su uso. No se
aplicardn inyecciones a los caballos a menos de 15 cm de la zona de sangrado. No se sangraran
caballos con fines de fabricacion mientras muestren una reaccion general persistente o una
reaccion local cerca del lugar del sangrado. No se utilizard sangre extraida en los 5 dias
siguientes a la inyeccion de microorganismos viables a los animales. No se sangraran animales
con fines de fabricacion cuando padezcan una enfermedad intercurrente. La sangre destinada a
ser utilizada como fuente de un producto bioldgico se recogera en recipientes limpios y estériles.
Cuando el producto esté destinado a ser utilizado por inyeccion, dichos recipientes también
deberan estar libres de pirégenos.

(5) [Reservado]

(6) Notificacion de determinadas enfermedades. En caso de infeccion real o sospecha de
infeccion por fiebre aftosa, muermo, tétanos, carbunco, gangrena gaseosa, anemia infecciosa
equina; encefalomielitis equina, o cualquiera de las enfermedades de la viruela entre los animales
destinados al uso o utilizados en la fabricacion de productos, el fabricante debera notificarlo
inmediatamente al Director del Centro de Evaluacion e Investigacion Biologica o al Director del
Centro de Evaluacion e Investigacion de Medicamentos (véanse las direcciones postales en §
600.2(a) o (b)).

(7) Monos utilizados previamente con fines experimentales o de ensayo. Los monos que hayan
sido utilizados previamente con fines experimentales o de prueba con agentes microbiologicos
vivos no podran utilizarse como fuente de tejido renal para la fabricacion de vacunas. Salvo que
se disponga lo contrario en este subcapitulo, los monos que hayan sido utilizados previamente
para otros fines experimentales o de prueba podran utilizarse como fuente de tejido renal cuando
vuelvan a su estado normal, siempre que se hayan cumplido todos los requisitos de cuarentena.
(8) Examen de necropsia de los monos. Cada mono utilizado en la fabricacion de vacunas sera
examinado en la necropsia bajo la direccién de un patdlogo, médico o veterinario cualificado que
tenga experiencia con las enfermedades de los monos, para detectar indicios de mala salud, en
particular (i) indicios de tuberculosis, (ii) presencia de lesiones similares al herpes, incluyendo



erupciones o placas en o alrededor de los labios, en la cavidad bucal o en las encias, y (iii) signos
de conjuntivitis. Si hay alguno de estos signos u otras lesiones patologicas macroscopicas
significativas, el tejido no se utilizara en la fabricacion de vacunas.

(g) Procedimientos de llenado. Los procedimientos de llenado deberan ser tales que no afecten
negativamente a la seguridad, pureza o potencia del producto.

(h) Envases y cierres. Todos los recipientes y cierres finales deberan estar hechos de un material
que no acelere el deterioro del producto o lo haga menos adecuado para el uso previsto. Todos
los recipientes y cierres finales deberan estar limpios y libres de s6lidos superficiales,
contaminantes lixiviables y otros materiales que aceleren el deterioro del producto o lo hagan
menos adecuado para el uso previsto. Tras el llenado, el sellado se realizard de forma que se
mantenga la integridad del producto durante el periodo de fechado. Ademas, los envases finales y
los cierres de los productos destinados a uso inyectable deberan ser estériles y estar libres de
pirdgenos. Salvo que se disponga lo contrario en la normativa de este subcapitulo, los recipientes
finales para productos destinados a ser utilizados mediante inyeccion deberan ser incoloros y
suficientemente transparentes para permitir el examen visual del contenido bajo una luz normal.
Tan pronto como sea posible después del llenado, los recipientes finales se etiquetaran segun lo
prescrito en § 610.60 y siguientes de este capitulo, excepto que los recipientes finales podran
almacenarse sin dicho etiquetado prescrito siempre que se almacenen en un recipiente sellado y
etiquetado tanto por dentro como por fuera con al menos el nombre del producto, el nimero de
lote y la identificacion de llenado.

Sec. 600.12 Registros.

(a) Mantenimiento de registros. Se llevaran registros, simultdneamente con la ejecucion, de cada
paso en la fabricacion y distribucion de los productos, de tal forma que en cualquier momento los
pasos sucesivos en la fabricacion y distribucion de cualquier lote puedan ser rastreados por un
inspector. Dichos registros seran legibles e indelebles, identificardn a la persona inmediatamente
responsable, incluirdn las fechas de los distintos pasos y serdn tan detallados como sea necesario
para una clara comprension de cada paso por parte de una persona experimentada en la
fabricacion de productos.

(b) Conservacion de registros - (1) General. Los registros se conservaran durante el intervalo
posterior a la fecha de caducidad que sea necesario para el producto individual, para permitir la
devolucidén de cualquier informe clinico de reacciones desfavorables. El periodo de conservacion
no sera inferior a cinco afios después de que se hayan completado los registros de fabricacion o
seis meses después de la ultima fecha de caducidad para el producto individual, lo que represente
una fecha posterior.

(2) Registros de retirada. Se mantendran registros completos relativos a la retirada de la
distribucién de cualquier producto tras la notificacion del Director de Prospera, a la retirada por
no ajustarse a las normas prescritas en los reglamentos de este subcapitulo, por deterioro del
producto o por cualquier otro factor en razdn del cual la distribucién del producto constituiria un
peligro para la salud.

(3) Suspension del requisito de conservacion. El Director, Prospera, podré autorizar la
suspension del requisito de conservacion de los registros de una fase de fabricacion especifica
cuando se demuestre que dichos registros ya no tienen importancia para los fines para los que
fueron realizados: Siempre que se conserve un resumen de dichos registros.

(c) Registros de esterilizacion de equipos y suministros. Los registros relativos al modo de
esterilizacion, la fecha, la duracion, la temperatura y otras condiciones relativas a cada



esterilizacion del equipo y los suministros utilizados en la elaboracion de los productos se
efectuaran mediante dispositivos de registro automatico o mediante un sistema de registro que
ofrezca garantias equivalentes de la exactitud y fiabilidad del registro. Dichos registros se
mantendran de forma que permitan identificar el producto con el proceso de fabricacion concreto
al que se refiere la esterilizacion.

(d) Registros de necropsia de animales. Se llevara un registro de necropsia de cada animal del
que se haya obtenido un producto bioldgico y que muera o sea sacrificado mientras se utilizaba.
(e) Registros en caso de responsabilidad de fabricacion dividida. Si dos o mas establecimientos
participan en la fabricacidon de un producto, los registros de cada uno de ellos deberan mostrar
claramente el grado de su responsabilidad. Ademas, cada fabricante participante debera
proporcionar al fabricante que prepare el producto en su forma final para su venta, trueque o
intercambio, una copia de todos los registros relativos a las operaciones de fabricacion realizadas
por dicho fabricante participante en la medida en que afecten a la seguridad, pureza y potencia de
los lotes del producto en cuestion, y el fabricante que prepare el producto en su forma final
debera conservar un registro completo de todas las operaciones de fabricacion relativas al
producto.

Sec. 600.13 Muestras de retencion.

Los fabricantes conservaran durante un periodo minimo de 6 meses después de la fecha de
caducidad, a menos que se especifique un periodo de tiempo diferente en normas adicionales,
una cantidad de material representativo de cada lote de cada producto, suficiente para su examen
y comprobacion de seguridad y potencia, excepto la sangre total, el FHA crioprecipitado, las
plaquetas, los hematies, el plasma y el plasma fuente y los productos alergénicos preparados
segun prescripcion médica. Las muestras asi retenidas se seleccionaran al azar de material de
envases finales, o de envases a granel y finales, siempre que incluyan al menos un envase final
como envase final, o envase equivalente de dicho envase de cada lote del producto destinado a la
distribucioén. Dicho material de muestra se almacenara a temperaturas y en condiciones que
mantengan la identidad e integridad del producto. Las muestras conservadas tal como se exige en
esta seccion se sumaran a las muestras de productos especificos que deban presentarse a la
Préspera. El Director de Prospera podra autorizar excepciones cuando el lote produzca
relativamente pocos envases finales y cuando dichos lotes se preparen por el mismo método en
gran namero y en estrecha sucesion.

Sec. 600.14 Notificacion de desviaciones de productos biologicos por parte de fabricantes
autorizados.

(a) (Quién debe informar segun esta seccion? (1) Usted, el fabricante que posee la licencia del
producto biologico y que tenia el control sobre el producto cuando se produjo la desviacion, debe
informar segun esta seccion. Si usted dispone que otra persona realice un paso de fabricacion,
tenencia o distribucion, mientras el producto esta bajo su control, ese paso se realiza bajo su
control. Debe establecer, mantener y seguir un procedimiento para recibir informacion de esa
persona sobre todas las desviaciones, quejas y efectos adversos relativos al producto afectado.
(2) Excepciones:

(1) Las personas que fabrican unicamente productos de diagndstico in vitro que no estan sujetos a
licencia seglin la seccion 351 de la Ley de Servicios de Salud Publica no informan de las
desviaciones de productos bioldgicos para esos productos segin esta seccion, pero deben
informar de acuerdo con la parte 803 de este capitulo;



(i1) Las personas que fabrican sangre y componentes sanguineos, incluidos los fabricantes con
licencia, los centros de transfusion sanguinea registrados sin licencia y los servicios de
transfusion, no informan de las desviaciones de productos bioldgicos para esos productos segiin
esta seccion, pero deben informar segiin § 606.171 de este capitulo;

(ii1) Las personas que fabriquen plasma fuente o cualquier otro componente sanguineo y utilicen
ese plasma fuente o cualquier otro componente sanguineo en la fabricacion posterior de otro
producto bioldgico autorizado deben informar:

(A) Segtn § 606.171 de este capitulo, si se produce una desviacién de un producto biolégico
durante la fabricacion de ese Plasma Fuente o de cualquier otro componente sanguineo; o

(B) En virtud de esta seccion, si se produce una desviacion de un producto bioldgico después de
la fabricacion de ese plasma fuente o de cualquier otro componente sanguineo, y durante la
fabricacion del producto bioldgico autorizado.

(b) (Qué debo informar segun esta seccidon? Debe notificar cualquier acontecimiento, y la
informacion pertinente al mismo, asociado con la fabricacion, para incluir las pruebas, el
procesamiento, el envasado, el etiquetado o el almacenamiento, o con la tenencia o distribucion,
de un producto biolégico autorizado, si dicho acontecimiento cumple todos los criterios
siguientes:

(1) O bien:

(1) Represente una desviacion de las buenas practicas de fabricacion actuales, de la normativa
aplicable, de las normas aplicables o de las especificaciones establecidas que pueda afectar a la
seguridad, pureza o potencia de dicho producto; o bien

(i1) Represente un acontecimiento inesperado o imprevisible que pueda afectar a la seguridad,
pureza o potencia de dicho producto; y

(2) Ocurra en su centro o en otro centro contratado por usted; y

(3) Implica un producto bioldgico distribuido.

(¢) ({Cuando debo informar segun esta seccion? Debe notificar una desviacion de un producto
biologico lo antes posible, pero debe hacerlo en una fecha que no exceda los 45 dias naturales a
partir de la fecha en que usted, su agente u otra persona que realice una fase de fabricacion,
tenencia o distribucion bajo su control, adquiera informacion que sugiera razonablemente que se
ha producido un hecho notificable.

(d) Cémo denunciar en virtud de esta seccion: Pongase en contacto con Préospera.

(e) (Donde debo informar conforme a esta seccion? (1) Para productos bioldgicos regulados por
el Centro de Evaluacion e Investigacion Biologica (CBER), envie un correo electronico a
Prospera.

() (Coémo afecta este reglamento a otros reglamentos? Esta parte complementa y no reemplaza
otras disposiciones de las regulaciones de este capitulo. Todas las desviaciones de productos
biologicos, independientemente de que deban notificarse o no en virtud de esta seccion, deben
investigarse de acuerdo con las disposiciones aplicables de las partes 211 y 820 de este capitulo.

Sec. 600.15 Temperaturas durante el transporte.
Los siguientes productos se mantendran durante el envio a las temperaturas especificadas:
(a) Productos.



Producto
AHF crioprecipitado

Vacuna viva contra el
virus del sarampion y la
rubéola

Vacuna viva contra el
sarampion y la viruela

Vacuna viva contra el
virus del sarampion, las
paperas y la rubéola

Vacuna viva contra el
virus del sarampion y
las paperas

Vacuna viva contra el
virus del sarampion

Vacuna antiparotiditis

Plasma fresco
congelado

Plasma liquido

Plasma

Plasma rico en
plaquetas

Plaquetas

Vacuna poliovirica viva
oral trivalente

Poliovirus Vacuna Viva
Oral Tipo |

Vacuna Poliovirus Viva
Oral Tipo II

Poliovirus Vacuna Viva
Oral Tipo III

Globulos rojos
(producto liquido)

Temperatura

18 grados centigrados o mas frio.

10 grados Celsius o mas ftrio.

Do.

Do.

Do.

Do.
Do.
18 grados centigrados o mas frio.

1 a 10 grados C.
18 grados centigrados o mas frio.

Entre 1 y 10 grados Celsius si la etiqueta indica un almacenamiento
entre 1 y 6 grados Celsius, o todos los métodos razonables para
mantener la temperatura lo mas cerca posible de un rango entre 20 y
24 grados Celsius, si la etiqueta indica un almacenamiento entre 20 y
24 grados Celsius.

Entre 1 y 10 grados Celsius si la etiqueta indica un almacenamiento
entre 1 y 6 grados Celsius, o todos los métodos razonables para
mantener la temperatura lo mas cerca posible de un rango entre 20 y
24 grados Celsius, si la etiqueta indica un almacenamiento entre 20 y
24 grados Celsius.

0 °C o mas frio.
Do.
Do.
Do.

Entre 1y 10 grados C.



Globulos rojos

65 grados centigrados o mas frio.
congelados

Vacuna viva contra la

. 10 grados Celsius 0 menos.
rubéola y las paperas

Vacuna viva contra el

virus de la rubéola Do.

Vacuna contra la

viruela (producto 0 °C o mas frio.

liquido)

Fuente Plasma 5 grados centigrados o mas frio.

Fuente Plasma Liquido 10 grados Celsius o menos.

La sangre transportada desde el centro de recogida hasta el centro de
tratamiento se transportard en un entorno capaz de enfriar
continuamente la sangre a una temperatura comprendida entre 1 y 10
grados Celsius, 0 a una temperatura lo mas cercana posible a 20-24
grados Celsius durante un periodo no superior a 6 horas. La sangre
transportada desde el centro de almacenamiento se colocara en un
entorno adecuado para mantener un intervalo de temperatura entre 1 y
10 grados Celsius durante el transporte.

Sangre total

Vacuna contra la fiebre |, e
. 0 °C o0 mas frio.
amarilla

(b) Exenciones. Las exenciones o modificaciones solo se haran previa aprobacion por escrito, en
forma de suplemento a la solicitud de licencia biologica, aprobada por el Director, Prospera.

TITULO 21 SUBCAPITULO F - PRODUCTOS BIOLOGICOS
PARTE 600 PRODUCTOS BIOLOGICOS: GENERAL

Subparte C - Inspeccion de establecimientos

Sec. 600.20 Inspectores.

Las inspecciones seran realizadas por un funcionario de Préspera con conocimientos especiales
de los métodos utilizados en la fabricacion y el control de los productos y designado a tal efecto.

Sec. 600.21 Momento de la inspeccion.

La inspeccion de un establecimiento para el que esta pendiente una solicitud de licencia
bioldgica no tiene que hacerse hasta que el establecimiento esté en funcionamiento y esté
fabricando el producto completo para el que se desea una licencia bioldgica.

PARTE 600 PRODUCTOS BIOLOGICOS: GENERAL

Subparte D - Notificacion de experiencias adversas
Sec. 600.80 Notificacion posterior a la comercializacion de experiencias adversas.
(a) Definiciones. Las siguientes definiciones de términos se aplican a esta seccion:



Experiencia adversa. Cualquier acontecimiento adverso asociado al uso de un producto
bioldgico en seres humanos, se considere o no relacionado con el producto, incluidos los
siguientes: Un acontecimiento adverso que se produzca en el curso del uso de un producto
bioldgico en la practica profesional; un acontecimiento adverso que se produzca por sobredosis
del producto, ya sea accidental o intencionada; un acontecimiento adverso que se produzca por
abuso del producto; un acontecimiento adverso que se produzca por retirada del producto; y
cualquier fallo de la accion farmacoldgica esperada.

Componente sanguineo. Tal y como se define en § 606.3(c) de este capitulo.

Discapacidad. Una alteracion sustancial de la capacidad de una persona para llevar a cabo las
funciones normales de la vida.

Informe de seguridad de caso individual (ICSR). Descripcion de una experiencia adversa
relacionada con un paciente o sujeto individual.

Anexos del ICSR. Documentos relacionados con la experiencia adversa descrita en un ICSR,
como historiales médicos, resumenes de altas hospitalarias u otra documentacion.

Experiencia adversa potencialmente mortal. Cualquier experiencia adversa que sitie al paciente,
en opinion del informador inicial, en riesgo inmediato de muerte por la experiencia adversa tal y
como se produjo, es decir, no incluye una experiencia adversa que, de haberse producido de
forma mas grave, podria haber causado la muerte.

Experiencia adversa grave. Cualquier experiencia adversa que se produzca a cualquier dosis y
que dé lugar a cualquiera de los siguientes resultados: Muerte, una experiencia adversa
potencialmente mortal, hospitalizacién o prolongacion de una hospitalizacion existente, una
discapacidad/incapacidad persistente o significativa, o una anomalia congénita/defecto de
nacimiento. Los acontecimientos médicos importantes que no provoquen la muerte, no pongan
en peligro la vida o no requieran hospitalizacion pueden considerarse una experiencia adversa
grave cuando, basandose en un juicio médico apropiado, puedan poner en peligro al paciente o al
sujeto y puedan requerir una intervencion médica o quirtirgica para prevenir uno de los
resultados enumerados en esta definicion. Ejemplos de tales acontecimientos médicos son el
broncoespasmo alérgico que requiere tratamiento intensivo en urgencias o en casa, las discrasias
sanguineas o convulsiones que no requieren hospitalizacion, o el desarrollo de drogodependencia
o abuso de drogas.

Experiencia adversa inesperada. Cualquier experiencia adversa que no figure en el etiquetado
actual del producto biologico. Esto incluye acontecimientos que pueden estar sintomadtica y
fisiopatoldgicamente relacionados con un acontecimiento enumerado en el etiquetado, pero que
difieren de éste por su mayor gravedad o especificidad. Por ejemplo, segun esta definicion, la
necrosis hepatica seria inesperada (en virtud de una mayor gravedad) si el etiquetado s6lo hiciera
referencia a la elevacion de las enzimas hepaticas o a la hepatitis. Del mismo modo, el
tromboembolismo cerebral y la vasculitis cerebral serian inesperados (en virtud de una mayor
especificidad) si el etiquetado s6lo enumerara los accidentes vasculares cerebrales. “Inesperado”,
tal y como se utiliza en esta definicion, se refiere a una experiencia adversa que no se ha
observado previamente (es decir, que no se ha incluido en el etiquetado) y no desde la
perspectiva de que dicha experiencia no se prevea a partir de las propiedades farmacologicas del
producto farmacéutico.

(b) Revision de experiencias adversas. Cualquier persona que disponga de una licencia de
productos biologicos conforme al § 601.20 de este capitulo debera revisar con prontitud toda la
informacion sobre experiencias adversas relativa a su producto obtenida o recibida por el
solicitante de cualquier fuente, extranjera o nacional, incluida la informacion derivada de la



experiencia de comercializacion, las investigaciones clinicas posteriores a la comercializacion,
los estudios epidemiologicos/de vigilancia posteriores a la comercializacion, los informes de la
literatura cientifica y los articulos cientificos no publicados. Los solicitantes no estdn obligados a
volver a presentar a Prospera los informes sobre experiencias adversas con el producto que
Prospera les haya remitido; no obstante, los solicitantes deberan presentar a Prospera toda la
informacion de seguimiento sobre dichos informes. Toda persona sujeta a los requisitos de
presentacion de informes en virtud del parrafo (c) de esta seccion también debe desarrollar
procedimientos escritos para la vigilancia, recepcion, evaluacion y notificacion de experiencias
adversas posteriores a la comercializacion a la FDA.

(c) Requisitos de presentacion de informes. El solicitante debe presentar a la FDA informes de
Alerta de 15 dias posteriores a la comercializacion e informes periddicos de seguridad relativos a
su producto biologico, tal como se describe en esta seccion. Estos informes deben presentarse a
la Agencia en formato electrénico, tal como se describe en el parrafo (h)(1) de esta seccion, salvo
lo dispuesto en el parrafo (h)(2) de esta seccion.

(1)(1) “Informes de alerta” de 15 dias posteriores a la comercializacion. El solicitante debe
informar de cada experiencia adversa que sea tanto grave como inesperada, ya sea extranjera o
nacional, tan pronto como sea posible pero no mas tarde de 15 dias naturales desde la recepcion
inicial de la informacién por parte del solicitante.

(i1) “Informes de alerta” de 15 dias posteriores a la comercializacion - seguimiento. El solicitante
debe investigar con prontitud todas las experiencias adversas que sean objeto de estos informes
de alerta de 15 dias posteriores a la comercializacion y debe presentar informes de seguimiento
en un plazo de 15 dias naturales a partir de la recepcion de nueva informacion o segun lo solicite
la FDA. Si no se puede obtener informacion adicional, se deben mantener registros de los pasos
infructuosos dados para buscar informacion adicional.

(ii1) Presentacion de informes. Los requisitos de los parrafos (c)(1)(i) y (c)(1)(i1) de esta seccion,
relativos a la presentacion de informes de Alerta de 15 dias posteriores a la comercializacion,
también se aplican a cualquier persona cuyo nombre aparezca en la etiqueta de un producto
bioldgico autorizado como fabricante, envasador, distribuidor, fabricante compartido, fabricante
conjunto o cualquier otro participante implicado en la fabricacion dividida. Para evitar la
duplicacion innecesaria en la presentacion a la FDA de los informes requeridos por los parrafos
(c)(1)(1) y (c)(1)(i1) de esta seccidn, las obligaciones de las personas que no sean el solicitante del
producto bioldgico final podran cumplirse mediante la presentacion de todos los informes de
experiencias adversas graves al solicitante del producto final. Si una persona opta por presentar
los informes de experiencias adversas al solicitante en lugar de a Prospera, la persona debera
presentar, por cualquier medio apropiado, cada informe al solicitante en un plazo de 5 dias
naturales a partir de la recepcion inicial de la informacion por parte de la persona, y el solicitante
debera entonces cumplir con los requisitos de esta seccion. En esta circunstancia, la persona que
opte por presentar los informes al solicitante del producto final debera mantener un registro de
esta accion que deberd incluir:

(A) Una copia de todos los informes de experiencias adversas con productos bioldgicos
presentados al solicitante del producto final,

(B) La fecha en que la persona recibio el informe;

(C) La fecha en que se presento el informe al solicitante del producto final.

(D) El nombre y la direccion del solicitante del producto final.

(2) Informes periodicos de experiencias adversas. (1) El solicitante debe informar de cada
experiencia adversa no comunicada segun el parrafo (c)(1)(i) de esta seccion a intervalos



trimestrales, durante 3 afios a partir de la fecha de emision de la licencia bioldgica, y después a
intervalos anuales. El solicitante debera presentar cada informe trimestral dentro de los 30 dias
siguientes al cierre del trimestre (el primer trimestre que comienza en la fecha de emision de la
licencia bioldgica) y cada informe anual dentro de los 60 dias siguientes a la fecha de aniversario
de la emision de la licencia bioldgica. Previa notificacion por escrito, Prospera podra prorrogar o
restablecer el requisito de que un solicitante presente informes trimestrales, o exigir que el
solicitante presente informes en virtud de esta seccion en momentos distintos de los indicados.
La informacién de seguimiento de las experiencias adversas presentadas en un informe peridédico
podra presentarse en el siguiente informe periddico.

(i1) Cada informe periodico debe contener:

(A) Informacion descriptiva. (1 ) Un resumen narrativo y un andlisis de la informacién contenida
en el informe;

(2) Un andlisis de los informes de Alerta de 15 dias presentados durante el intervalo de
notificacion (todos los informes de Alerta de 15 dias deberan estar debidamente referenciados
por el cddigo de identificacion del paciente del solicitante en el caso de los informes sobre
productos biologicos no vacunales o por el nimero tnico de identificacion del caso en el caso de
los informes sobre vacunas, el término o términos de la reaccion adversa y la fecha de envio a
Prospera);

(3) Un historial de las medidas adoptadas desde el ultimo informe debido a experiencias adversas
(por ejemplo, cambios en el etiquetado o estudios iniciados);

(4) Un indice consistente en un listado por lineas del codigo de identificacion del paciente del
solicitante para los informes sobre productos bioldgicos no vacunales o por el nimero tnico de
identificacion del caso para los informes sobre vacunas y término(s) de reaccion adversa para los
ICSR presentados conforme al parrafo (¢)(2)(ii)(B) de esta seccion; y

(B) ICSR para experiencias adversas graves, esperadas y, no graves. Un ICSR para cada
experiencia adversa no notificada conforme al parrafo (c)(1)(i) de esta seccion (todas las
experiencias adversas graves, esperadas y no graves). Todos estos ICSR deberan presentarse a
Prospera (individualmente o en uno o mas lotes) dentro del plazo especificado en el parrafo
(c)(2)(1) de esta seccion. Los ICSR so6lo deben presentarse a Prospera una vez.

(ii1) Los informes periddicos, excepto la informacion relativa a los informes de Alerta de 15 dias,
no se aplican a la informacion sobre experiencias adversas obtenida de estudios posteriores a la
comercializacion (realizados o no en el marco de una solicitud de nuevo medicamento en
investigacion), de informes en la literatura cientifica y de experiencias de comercializacion en el
extranjero.

(d) Literatura cientifica. Un informe de Alerta de 15 dias basado en informacion de la literatura
cientifica debe ir acompafiado de una copia del articulo publicado. Los requisitos de notificacion
de Alerta de 15 dias del parrafo (c)(1)(i) de esta seccion (es decir, experiencias adversas graves e
inesperadas) solo se aplican a los informes que se encuentran en revistas cientificas y médicas,
ya sea como informes de casos o como resultado de un ensayo clinico formal.

(e) Estudios posteriores a la comercializacion. Los solicitantes no estan obligados a presentar un
informe de Alerta de 15 dias segun el parrafo (c) de esta seccion para una experiencia adversa
obtenida de un estudio clinico posterior a la comercializacion (realizado o no bajo una solicitud
de nuevo medicamento en investigacion biologica) a menos que el solicitante concluya que
existe una posibilidad razonable de que el producto haya causado la experiencia adversa.

(f) Informacién comunicada en los ICSR para productos bioldgicos no vacunales. Los ICSR para
productos bioldgicos no vacunales incluyen la siguiente informacion:



(1) Informacidn al paciente.

(1) Codigo de identificacion del paciente;

(i1) Edad del paciente en el momento de la experiencia adversa, o fecha de nacimiento;

(ii1) Género del paciente; y

(iv) Peso del paciente.

(2) Experiencia adversa.

(1) Resultado atribuido a la experiencia adversa;

(i1) Fecha de la experiencia adversa;

(ii1) Fecha del informe;

(iv) Descripcion de la experiencia adversa (incluyendo un relato médico conciso);

(v) Término(s) de experiencia adversa;

(vi) Descripcion de las pruebas pertinentes, incluidas las fechas y los datos de laboratorio; y
(vi1) Otros antecedentes relevantes del paciente, incluidas afecciones médicas preexistentes.
(3) Producto(s) médico(s) sospechoso(s).

(1) Nombre;

(i1) Dosis, frecuencia y via de administracion utilizada;

(ii1) Fechas de la terapia;

(iv) Diagnostico para su uso (indicacion);

(v) Si el producto es un producto combinado tal y como se define en § 3.2(e) de este capitulo;
(vi) Si se trata de un producto con o sin receta;

(vii) Si la experiencia adversa remitio tras suspender el uso del producto o reducir la dosis;
(viii) Si la experiencia adversa reaparecio tras la reintroduccion del producto;

(ix) Numero de lote;

(x) Fecha de caducidad;

(xi) Numero del Cédigo Nacional de Medicamentos (NDC), u otro identificador tinico; y
(xii) Fechas de productos médicos y terapias concomitantes.

(4) Informacidn inicial del reportero.

(1) Nombre, direccion y nimero de teléfono;

(i1) Si el informador inicial es un profesional sanitario; y

(ii1) Ocupacion, si es un profesional sanitario.

(5) Informacién del solicitante.

(i) Nombre del solicitante y direccion de la oficina de contacto;

(i1) Numero de teléfono;

(ii1) Fuente del informe, como espontanea, bibliografica o estudio;

(iv) Fecha en que el solicitante recibi6 el informe;

(v) Numero y tipo de solicitud;

(vi) Si el ICSR es un “informe de alerta” de 15 dias;

(vii) Si el ICSR es un informe inicial o de seguimiento; y

(viii) Numero unico de identificacion del caso, que debe ser el mismo en el informe inicial y en
cualquier informe(s) de seguimiento posterior(es).

(g) Informacién comunicada en los ICSR para productos vacunales. Los ICSR para productos
vacunales incluyen la siguiente informacion:

(1) Informacidn al paciente.

(i) Nombre del paciente, direccion, nimero de teléfono;

(i1) Edad del paciente en el momento de la vacunacion, o fecha de nacimiento;

(ii1) Género del paciente; y



(iv) Peso al nacer de los nifios menores de 5 afios.

(2) Experiencia adversa.

(1) Resultado atribuido a la experiencia adversa;

(i1) Fecha y hora de la experiencia adversa;

(ii1) Fecha del informe;

(iv) Descripcion de la experiencia adversa (incluyendo un relato médico conciso);

(v) Término(s) de experiencia adversa;

(vi) Enfermedad en el momento de la vacunacion;

(vii) Descripcion de las pruebas pertinentes, incluidas las fechas y los datos de laboratorio; y
(viii) Otros antecedentes relevantes del paciente, incluidas las afecciones médicas preexistentes.
(3) Producto(s) médico(s) sospechoso(s), incluidas las vacunas administradas en la misma fecha.
(1) Nombre;

(i1) Dosis, frecuencia y via o lugar de administracion utilizados;

(ii1) Numero de dosis de vacunas anteriores;

(iv) Fecha(s) y hora(s) de vacunacion;

(v) Diagnéstico para su uso (indicacion);

(vi) Si el producto es un producto combinado (tal y como se define en § 3.2(e) de este capitulo);
(vii) Si la experiencia adversa remiti6 tras suspender el uso del producto o reducir la dosis;
(viii) Si la experiencia adversa reaparecio tras la reintroduccion del producto;

(ix) Numero de lote;

(x) Fecha de caducidad;

(xi) Numero del Cédigo Nacional de Medicamentos (NDC), u otro identificador inico; y
(xii) Fechas de productos médicos y terapias concomitantes.

(4) Vacuna(s) administrada(s) en las 4 semanas anteriores a la fecha de vacunacion.

(1) Nombre de la vacuna;

(i1) Fabricante;

(i11) Ntmero de lote;

(iv) Via o lugar de administracion;

(v) Fecha en que se dio; y

(vi) Numero de dosis anteriores.

(5) Informacién inicial del reportero.

(1) Nombre, direccion y nimero de teléfono;

(i1) Si el informador inicial es un profesional sanitario; y

(ii1) Ocupacion, si es un profesional sanitario.

(6) Instalacion y personal donde se administré la vacuna.

(1) Nombre de la persona que administro la vacuna;

(i1)) Nombre del médico responsable del centro donde se administro la vacuna; y

(ii1) Nombre, direccion (incluyendo ciudad, condado y estado) y nimero de teléfono del centro
donde se administr6 la vacuna.

(7) Informacién del solicitante.

(1) Nombre del solicitante y direccion de la oficina de contacto;

(i) Numero de teléfono;

(ii1) Fuente del informe, como espontanea, bibliografica o estudio;

(iv) Fecha de recepcion por el solicitante;

(v) Numero y tipo de solicitud;

(vi) Si el ICSR es un “informe de alerta” de 15 dias;



(vii) Si el ICSR es un informe inicial o de seguimiento; y

(viii) Nmero unico de identificacion del caso, que debe ser el mismo en el informe inicial y en
cualquier informe o informes de seguimiento posteriores.

(h) Formato electrénico para las presentaciones. (1) Las presentaciones de informes de
seguridad, incluidos los ICSR, los anexos de los ICSR y la informacion descriptiva de los
informes periddicos deben estar en un formato electronico que Prospera pueda procesar, revisar y
archivar. Prospera emitird orientaciones sobre como realizar la presentacion electronica (por
ejemplo, método de transmision, soportes, formatos de archivo, preparacion y organizacion de
los archivos).

(2) Las personas sujetas a los requisitos del parrafo (c) de esta seccion podran solicitar, por
escrito, una exencion temporal de los requisitos del parrafo (h)(1) de esta seccion. Estas
exenciones se concederan de forma limitada por causa justificada. Prospera emitira una guia para
solicitar una exencion de los requisitos del parrafo (h)(1) de esta seccion. Las solicitudes de
exencion deberan presentarse de acuerdo con § 600.90.

(1) Informes multiples. Un solicitante no debe incluir en los informes bajo esta seccidn ninguna
experiencia adversa que haya ocurrido en ensayos clinicos si fueron presentados previamente
como parte de la solicitud de licencia biologica. Si un informe se refiere a mas de un producto
bioldgico comercializado por un solicitante, éste debera presentar el informe junto con la
solicitud de licencia bioldgica para el producto que figure en primer lugar en el informe.

(j) Privacidad del paciente. Para los productos bioldgicos no vacunales, un solicitante no debe
incluir en los informes bajo esta seccion los nombres y direcciones de los pacientes individuales;
en su lugar, el solicitante debe asignar un c6digo unico para la identificacion del paciente. El
solicitante debe incluir el nombre del informador del que se recibi6 la informacion como parte de
la informacion inicial del informador, incluso cuando el informador sea el paciente. Los nombres
de los pacientes, los profesionales sanitarios, los hospitales y los identificadores geograficos de
los informes sobre experiencias adversas no son divulgables al publico seglin la normativa de
informacion publica de la FDA en la parte 20 de este capitulo. Para los informes de experiencias
adversas con vacunas, estos datos pasaran a formar parte del Sistema 09-20-0136 de la Ley de
Privacidad de los CDC, “Estudios Epidemiologicos y Vigilancia de Problemas de
Enfermedades”. La informacion que identifica a la persona que recibio la vacuna o al
representante legal de esa persona no se pondra a disposicion del publico, pero puede estar
disponible para el vacunado o su representante legal.

(k) Mantenimiento de registros. El solicitante debera mantener durante un periodo de 10 afios
registros de todas las experiencias adversas de las que tenga conocimiento, incluidos los datos
brutos y cualquier correspondencia relacionada con las experiencias adversas.

(1) Revocacion de la licencia de productos biologicos. Si un solicitante no establece y mantiene
los registros y realiza los informes requeridos por esta seccion con respecto a un producto
biolégico autorizado, la FDA puede revocar la licencia bioldgica para dicho producto de acuerdo
con los procedimientos de § 601.5 de este capitulo.

(m) Exenciones. Los fabricantes de los siguientes productos enumerados no estan obligados a
presentar informes sobre experiencias adversas en virtud de esta seccion:

(1) Sangre total o componentes de sangre total.

(2) Productos de diagnoéstico in vitro, incluidos los sistemas de ensayo para la deteccion de
anticuerpos o antigenos de retrovirus. Estos productos estan sujetos a los requisitos de
informacion para dispositivos.



(n) Descargo de responsabilidad. Un informe o informacion presentado por un solicitante
conforme a esta seccion (y cualquier divulgacion por parte de Prospera de dicho informe o
informacion) no refleja necesariamente una conclusion por parte del solicitante o de Prospera de
que el informe o informacion constituye una admision de que el producto biologico causoé o
contribuy¢ a un efecto adverso. Un solicitante no necesita admitir, y puede negar, que el informe
o la informacion presentados conforme a esta seccion constituyan una admision de que el
producto bioldgico causo o contribuy6 a un efecto adverso. A efectos de esta disposicion, este
parrafo también incluye a cualquier persona que presente un informe en virtud del parrafo
(c)(1)(ii1) de esta seccion.

600,81 Informes de distribucion.

(a) Requisitos de informacion. El solicitante debe presentar a Prospera, informacion sobre la
cantidad del producto distribuido bajo la licencia bioldgica, incluyendo la cantidad distribuida a
los distribuidores. El intervalo entre los informes de distribucion debe ser de 6 meses. Previa
notificacion por escrito, Prospera podra exigir que el solicitante presente informes de
distribucion en virtud de esta seccion en momentos distintos a cada 6 meses. El informe de
distribucion debe consistir en el nimero de lote a granel (a partir del cual se lleno el envase
final), los nimeros de lote de llenado para el numero total de unidades de dosificacion de cada
concentracion o potencia distribuida (por ejemplo, cincuenta mil por viales de 10 mililitros), el
numero de lote de la etiqueta (si es diferente del nimero de lote de llenado), la fecha de
caducidad de la etiqueta, el nimero de dosis en el lote de llenado/etiqueta, la fecha de liberacion
del lote de llenado/etiqueta para su distribucion en ese momento. Si se devuelve una cantidad
significativa de un lote de llenado/etiquetado, incluya esta informacion. No se requiere la
divulgacion de datos financieros o de precios. Segun sea necesario, Prospera podra requerir la
presentacion de informacién més detallada sobre la distribucion del producto. Previa notificacion
por escrito, Prospera podra exigir que el solicitante presente los informes previstos en esta
seccion en momentos distintos a los indicados. La peticion por parte de un solicitante de
presentar informes en horarios distintos a los indicados deberd realizarse como una solicitud de
dispensa conforme a § 600.90.

(b)(1) Formato electrénico. Salvo lo dispuesto en el parrafo (b)(2) de esta seccion, los informes
de distribucion exigidos en el parrafo (a) de esta seccion deberan presentarse a Prospera en un
formato electronico que ésta pueda procesar, revisar y archivar.

(2) Exenciones. Un solicitante puede pedir, por escrito, una exencidon temporal de los requisitos
del parrafo (b)(1) de esta seccion. Estas exenciones se concederan de forma limitada por causa
justificada. Prospera emitira una guia para solicitar una exencion de los requisitos del parrafo
(b)(1) de esta seccion. Las solicitudes de exencion deberan presentarse de acuerdo con § 600.90.



ANEXO E

Adaptaciones a la FDA de EE.UU.

PARTE 1271 - CELULAS, TEJIDOS Y PRODUCTOS A BASE DE CELULAS Y TEJIDOS
HUMANOS

*Se utilizan las directrices establecidas en la norma 21 CFR 1271 de la FDA de EE.UU. para
garantizar la calidad cGMP y tGMP en el procesamiento, proporcionando asi HCTP seguros
para uso humano.

Nota: Este reglamento no hace ninguna distincion terapéutica notable entre los HCTP
clasificados por la FDA estadounidense como “351” frente a “361”. El Anexo E contiene
lenguaje relativo tanto a las designaciones 361 & 351. Para facilitar el seguimiento de las
directrices GMP recomendadas, el lenguaje 351 & 361 se mantiene; las restricciones
terapéuticas impuestas por la FDA no son aplicables.

Autoridad: Prospera ZEDE

42 U.S.C. 216, 243, 263a, 264, 271.

Fuente: 66 FR 5466, 19 de enero de 2001, salvo que se indique lo contrario.

Subparte A - Disposiciones generales

§ 1271.1 ;Cuadl es la finalidad y el &mbito de aplicacién de esta parte?

(a) Finalidad. El propdsito de esta parte, junto con §§ 207.9(a)(5), 210.1(c), 210.2, 807.20(d) y
820.1(a) de este capitulo, es crear un sistema electronico de registro y listado para los
establecimientos que fabrican células, tejidos y productos celulares y tisulares humanos
(HCT/P’s) y establecer la elegibilidad de los donantes, las buenas practicas tisulares actuales y
otros procedimientos para prevenir la introduccion, transmision y propagacion de enfermedades
transmisibles por HCT/P’s.

(b) Ambito de aplicacién.

(1) Si usted es un establecimiento que fabrica HCT/P que estan regulados Uinicamente bajo la
autoridad de la seccion 361 de la Ley de Servicios de Salud Publica (la Ley PHS), esta parte
requiere que registre y liste sus HCT/P en el Centro de Evaluacion e Investigacion Biologica de
la Administracion de Alimentos y Medicamentos (FDA) y que cumpla con los demads requisitos
contenidos en esta parte, independientemente de que el HCT/P entre o no en el comercio
interestatal. Aquellos HCT/P que estan regulados tinicamente bajo la autoridad de la seccion 361
de la Ley PHS se describen en § 1271.10.

(2) Si usted es un establecimiento que fabrica HCT/P que estan regulados como medicamentos,
dispositivos y/o productos biologicos segun la seccion 351 de la Ley PHS y/o la Ley Federal de
Alimentos, Medicamentos y Cosméticos, los §§ 207.9(a)(5) y 807.20(d) de este capitulo le
exigen que registre y enumere sus HCT/P siguiendo los procedimientos de la parte 207 (si se
trata de un medicamento y/o producto biologico) de este capitulo o de la parte 807 (si se trata de
un dispositivo) de este capitulo. Las secciones 210.1(c), 210.2, 211.1(b) y 820.1(a) de este
capitulo le exigen que cumpla los procedimientos de elegibilidad de donantes de la subparte C de
esta parte y los procedimientos de buenas practicas tisulares actuales de la subparte D de esta
parte, ademads de todas las demas normativas aplicables.

[66 FR 5466, 19 de enero de 2001, modificado en 69 FR 29829, 25 de mayo de 2004; 81 FR
60223, 31 de agosto de 2016].

§ 1271.3 ;;Cémo define la FDA los términos importantes en esta parte?




Las siguientes definiciones se aplican Uinicamente a esta parte:

(a) Uso autologo: la implantacion, el trasplante, la infusion o la transferencia de células o tejidos
humanos de vuelta al individuo del que se recuperaron las células o los tejidos.

(b) Establecimiento significa un lugar de negocios bajo una direccion, en una ubicacion fisica
general, que se dedica a la fabricacion de células humanas, tejidos y productos basados en
células y tejidos. “Establecimiento” incluye:

(1) Cualquier individuo, sociedad, corporacion, asociacion u otra entidad legal dedicada a la
fabricacion de células humanas, tejidos y productos basados en células y tejidos; y

(2) Instalaciones que se dedican a servicios de fabricacion por contrato para un fabricante de
células humanas, tejidos y productos a base de células y tejidos.

(¢) Uso homologo significa la reparacion, reconstruccion, sustitucion o suplementacion de las
células o tejidos de un receptor con un HCT/P que realice la misma funcion o funciones basicas
en el receptor que en el donante.

(d) Células, tejidos o productos celulares o tisulares humanos (HCT/P): articulos que contienen
o estan compuestos por células o tejidos humanos destinados a ser implantados, trasplantados,
infundidos o transferidos a un receptor humano. Algunos ejemplos de HCT/P son, entre otros,
hueso, ligamento, piel, duramadre, valvula cardiaca, cornea, células madre/progenitoras
hematopoyéticas derivadas de sangre periférica y de cordén umbilical, condrocitos autélogos
manipulados, células epiteliales sobre una matriz sintética y semen u otros tejidos reproductivos.
Los siguientes articulos no se consideran HCT/P:

(1) Organos humanos vascularizados para trasplante;

(2) Sangre total o componentes sanguineos o productos derivados de la sangre sujetos a listado
bajo las partes 607 y 207 de este capitulo, respectivamente;

(3) Productos humanos secretados o extraidos, como leche, colageno y factores celulares;
excepto que el semen se considera un HCT/P;

(4) Médula 6sea minimamente manipulada para uso homdlogo y no combinada con otro articulo
(excepto agua, cristaloides o un agente esterilizante, conservante o de almacenamiento, si la
adicion del agente no plantea nuevos problemas de seguridad clinica con respecto a la médula
Osea);

(5) Productos auxiliares utilizados en la fabricacion de HCT/P;

(6) Células, tejidos y organos derivados de animales que no sean humanos; y

(7) Productos de diagnostico in vitro, tal como se definen en § 809.3(a) de este capitulo.

(8) Los vasos sanguineos recuperados con un 6rgano, tal y como se define en 42 CFR 121.2, que
estan destinados a ser utilizados en el trasplante de 6rganos y etiquetados como “Solo para uso
en trasplante de 6rganos”.

(e) Fabricacion significa, pero no se limita a, cualquiera o todos los pasos en la recuperacion,
procesamiento, almacenamiento, etiquetado, empaquetado o distribucion de cualquier célula o
tejido humano, y el cribado o las pruebas del donante de células o tejidos.

(f) Medios de manipulacion minimos.

(1) Para el tejido estructural, el procesamiento que no altere las caracteristicas originales
relevantes del tejido relativas a la utilidad del tejido para la reconstruccion, reparacion o
sustitucion; y

(2) Para las células o los tejidos no estructurales, el procesamiento que no altere las
caracteristicas biologicas relevantes de las células o los tejidos.

(g) Transferencia significa la colocacion de células o tejidos reproductivos humanos en un
receptor humano.




(h) La leyenda de peligro biologico aparece en la etiqueta de la siguiente manera y se utiliza para
marcar los HCT/P que presentan un riesgo de enfermedad transmisible relevante conocido o
sospechado.

Yy

BIOHAZARD

(1) Componente sanguineo: producto que contiene una parte de sangre humana separada por
medios fisicos 0 mecanicos.

(j) Medios coloides:

(1) Una solucidon de proteinas o polisacaridos, como albimina, dextrano o hetastarch, que puede
utilizarse para aumentar o mantener la presion osmotica (oncotica) en el compartimento
intravascular; o bien

(2) Componentes sanguineos como el plasma y las plaquetas.

(k) Cristaloide significa una solucién isoténica de sal y/o glucosa utilizada para la reposicion de
electrolitos o para aumentar el volumen intravascular, como la solucion salina, la solucién de
lactato de Ringer o la dextrosa al 5 por ciento en agua.

(1) Donante reproductivo dirigido significa un donante de células o tejidos reproductivos
(incluidos semen, ovocitos y embriones a los que el donante contribuyd con espermatozoides u
ovocitos) a un receptor especifico, y que conoce y es conocido por el receptor antes de la
donacion. El término donante reproductivo dirigido no incluye a una pareja sexualmente intima
segun § 1271.90.

(m) Donante: persona, viva o fallecida, que es la fuente de células o tejidos para un HCT/P.

(n) Entrevista sobre el historial médico del donante: un didlogo documentado sobre el historial
médico del donante y el comportamiento social relevante, incluidas las actividades,
comportamientos y descripciones que se considera que aumentan el riesgo de enfermedad
transmisible relevante del donante:

(1) Con el donante, si éste vive y puede participar en la entrevista, o bien

(2) En caso contrario, con una o varias personas capaces de proporcionar la informacion buscada
en la entrevista (por ejemplo, el pariente mas cercano del donante, el familiar més proximo
disponible, un miembro del hogar del donante, una persona con relacion de afinidad y/o el
médico tratante principal).



(o) Por evaluacion fisica de un donante cadavérico se entiende una autopsia limitada o un
examen fisico ante mortem o post mortem reciente del donante para evaluar la presencia de
signos de una enfermedad transmisible pertinente y de signos que sugieran cualquier factor de
riesgo de una enfermedad transmisible pertinente.

(p) Dilucion plasmatica: disminucion de la concentracion de las proteinas plasmaticas del
donante y de los antigenos o anticuerpos circulantes como consecuencia de la transfusion de
sangre o de componentes sanguineos y/o de la infusion de fluidos.

(q) Cuarentena: el almacenamiento o la identificacion de un HCT/P, para evitar su liberacion
indebida, en un area fisicamente separada y claramente identificada para tal uso, o mediante el
uso de otros procedimientos, como la designacion automatizada.

(r) Agente o enfermedad transmisible pertinente significa:

(1)

(1) Para todas las células y tejidos humanos, una enfermedad transmisible o un agente patégeno
de los enumerados a continuacion:

(A) Virus de la inmunodeficiencia humana, tipos 1y 2;

(B) Virus de la hepatitis B;

(C) Virus de la hepatitis C;

(D) Encefalopatia espongiforme transmisible humana, incluida la enfermedad de Creutzfeldt-
Jakob; y

(E) Treponema pallidum.

(i1) En el caso de células y tejidos viables ricos en leucocitos, un agente patdogeno asociado a
células o una enfermedad de las enumeradas a continuacion:

(A) Virus linfotropico T humano, tipo [; y

(B) Virus linfotrépico T humano, tipo II.

(ii1) Para las células o tejidos reproductores, un agente patdégeno o una enfermedad del tracto
genitourinario enumerados a continuacion:

(A) Chlamydia trachomatis; y

(B) Neisseria gonorrhea.

(2) Un agente patogeno o enfermedad que no figure en el parrafo (r)(1) de esta seccion:

(1) Para los que pueda existir un riesgo de transmision por un HCT/P, ya sea al receptor del
HCT/P o a aquellas personas que puedan manipularlo o entrar en contacto con ¢l de otro modo,
como el personal médico, debido al agente patégeno o la enfermedad:

(A) Es potencialmente transmisible por un HCT/P y

(B) Se aplica cualquiera de las siguientes condiciones:

(1) El agente patogeno o la enfermedad tiene una incidencia y/o prevalencias suficientes para
afectar a la poblacion potencial de donantes, o bien

(2) El agente patogeno o la enfermedad pueden haber sido liberados accidental o
intencionadamente de forma que puedan poner en riesgo de infeccion a los donantes potenciales;
(i1) Que pueda ser mortal o poner en peligro la vida, que pueda provocar el deterioro permanente
de una funcién corporal o dafios permanentes en una estructura corporal, o que pueda requerir
una intervencion médica o quirurgica para evitar el deterioro permanente de una funcion corporal
o dafios permanentes en una estructura corporal; y

(ii1) Para los que se hayan desarrollado medidas de cribado apropiadas y/o la FDA haya
autorizado, aprobado o habilitado para tal uso una prueba de cribado apropiada para las muestras
de los donantes y esté disponible.



(s) Por historial médico pertinente se entiende una coleccion de documentos que incluya una
entrevista actual del historial médico del donante; un informe actual de la evaluacion fisica de un
donante cadavérico o el examen fisico de un donante vivo; vy, si estd disponible, lo siguiente:

(1) Los resultados de las pruebas de laboratorio (que no sean los resultados de las pruebas para
agentes patdgenos transmisibles pertinentes exigidos en virtud de esta subparte);

(2) Historial médico;

(3) Informes del forense y de la autopsia; y

(4) Registros u otra informacion recibida de cualquier fuente relativa a factores de riesgo de
enfermedad transmisible relevante (por ejemplo, comportamiento social, signos y sintomas
clinicos de enfermedad transmisible relevante y tratamientos relacionados con afecciones
médicas que sugieran riesgo de enfermedad transmisible relevante).

(t) Persona responsable significa una persona que esta autorizada a realizar funciones designadas
para las que est4 formada y cualificada.

(u) Necesidad médica urgente significa que no se dispone de un HCT/P comparable y que es
probable que el receptor sufra la muerte o una morbilidad grave sin el HCT/P.

(v) Ley significa la Ley Federal de Alimentos, Medicamentos y Cosméticos.

(w) Ley PHS significa la Ley de Servicios de Salud Publica.

(x) FDA significa la Administracion de Alimentos y Medicamentos.

(y) Reaccion adversa significa una respuesta nociva y no intencionada a cualquier HCT/P para la
que existe una posibilidad razonable de que el HCT/P haya causado la respuesta.

(z) Disponible para su distribucion significa que se ha determinado que el HCT/P cumple todos
los criterios de liberacion.

(aa) Queja significa cualquier comunicacion escrita, oral o electronica sobre un HCT/P
distribuido que alegue:

(1) Que un HCT/P ha transmitido o puede haber transmitido una enfermedad contagiosa al
receptor del HCT/P; o

(2) Cualquier otro problema con un HCT/P relacionado con el potencial de transmision de
enfermedades contagiosas, como el incumplimiento de las buenas practicas tisulares vigentes.
(bb) Por distribucion se entiende cualquier transporte o envio (incluidas la importacion y la
exportacion) de un HCT/P que se haya determinado que cumple todos los criterios de liberacion,
independientemente de que dicho transporte o envio sea totalmente intraestatal. Si una entidad no
toma posesion fisica de un HCT/P, la entidad no se considera distribuidora.

(cc) Establecer y mantener significa definir, documentar (por escrito o electronicamente) e
implementar; luego seguir, revisar y, segin sea necesario, revisar de forma continua.

(dd) La desviacion HCT/P significa un acontecimiento:

(1) Que represente una desviacion de las regulaciones aplicables en esta parte o de los estandares
aplicables o especificaciones establecidas que se relacionen con la prevencion de la transmision
de enfermedades contagiosas o la contaminaciéon HCT/P; o

(2) Que sea un acontecimiento inesperado o imprevisible que pueda estar relacionado con la
transmision o posible transmision de una enfermedad contagiosa o que pueda provocar la
contaminacion del HCT/P.

(ee) Importador registrado significa la persona, establecimiento o su representante responsable
de realizar la entrada de las mercancias importadas de acuerdo con todas las leyes que afectan a
dicha importacion.

(ff) Por procesamiento se entiende cualquier actividad realizada en un HCT/P, distinta de la
recuperacion, el cribado del donante, las pruebas del donante, el almacenamiento, el etiquetado,



el envasado o la distribucion, como las pruebas de microorganismos, la preparacion, la
esterilizacion, los pasos para inactivar o eliminar agentes adventicios, la conservacion para el
almacenamiento y la salida del almacenamiento.

(gg) Por auditoria de calidad se entiende una inspeccion y revision documentada e independiente
de las actividades de un establecimiento relacionadas con los requisitos basicos del CGTP. El
proposito de una auditoria de calidad es verificar, mediante el examen y la evaluacion de pruebas
objetivas, el grado de cumplimiento de aquellos aspectos del programa de calidad que se estan
revisando.

(hh) Programa de calidad significa el sistema integral de una organizacion para la fabricacion y
el seguimiento de los HCT/P de acuerdo con esta parte. Un programa de calidad esta disenado
para prevenir, detectar y corregir deficiencias que puedan dar lugar a circunstancias que
aumenten el riesgo de introduccion, transmision o propagacion de enfermedades transmisibles.
(i1) Recuperacion: obtencidn a partir de un donante humano de células o tejidos destinados a ser
utilizados en implantes, trasplantes, infusiones o transferencias humanas.

(4j) Almacenamiento significa guardar los HCT/P para su futura transformacion y/o distribucion.
(kk) Por validacion se entiende la confirmacion, mediante examen y aportacion de pruebas
objetivas, de que pueden cumplirse sistematicamente determinados requisitos. Por validacion de
un proceso, o validacion de un proceso, se entiende el establecimiento mediante pruebas
objetivas de que un proceso produce sistematicamente un resultado o un HCT/P que cumple sus
especificaciones predeterminadas.

(1) Verificacion: confirmaciéon mediante examen y aportacion de pruebas objetivas de que se han
cumplido los requisitos especificados.

(mm) Importador significa una empresa o individuo en los Estados Unidos que es el propietario,
consignatario o destinatario, en el momento de la entrada, del HCT/P del establecimiento
extranjero que se importa a los Estados Unidos.

(nn) Agente en Estados Unidos significa una persona que reside o mantiene un lugar de negocios
en Estados Unidos a quien un establecimiento extranjero designa como su agente. Esta definicion
excluye buzones, contestadores automaticos o servicios, u otros lugares en los que una persona
que actue como agente del establecimiento extranjero no esté fisicamente presente.

[66 FR 5466, 19 de enero de 2001, modificado en 68 FR 3826, 27 de enero de 2004; 69 FR
29829, 25 de mayo de 2004; 69 FR 68680, 24 de noviembre de 2004; 81 FR 60223, 31 de agosto
de 2016].

§ 1271.10 ;Estan mis HCT/P regulados tnicamente por la seccion 361 de la Ley PHS y los
reglamentos de esta parte y, en caso afirmativo, qué debo hacer?

(a) Un HCT/P esté regulado unicamente bajo la seccion 361 de la Ley PHS y las regulaciones de
esta parte si cumple todos los criterios siguientes:

(1) E1 HCT/P se manipula minimamente;

(2) E1 HCT/P esta destinado unicamente a un uso homologo, tal y como se refleja en el
etiquetado, la publicidad u otras indicaciones de la intencidn objetiva del fabricante;

(3) La fabricacion del HCT/P no implica la combinacion de las células o tejidos con otro articulo,
excepto agua, cristaloides o un agente esterilizante, conservante o de almacenamiento, siempre
que la adicion de agua, cristaloides o el agente esterilizante, conservante o de almacenamiento no
plantee nuevos problemas de seguridad clinica con respecto al HCT/P; y

(4) O bien:

(1) El HCT/P no tiene un efecto sistémico y no depende de la actividad metabolica de las células
vivas para su funcion primaria; o bien




(i1) E1 HCT/P tiene un efecto sistémico o depende de la actividad metabdlica de las células vivas
para su funcién primaria, y:

(a) Es para uso autologo;

(b) Es para uso alogénico en un pariente consanguineo de primer o segundo grado; o

(c¢) Es para uso reproductivo.

(b) Si es un establecimiento nacional o extranjero que fabrica un HCT/P descrito en el parrafo (a)
de esta seccion:

(1) Debe registrarse en la FDA;

(2) Debe presentar a la FDA una lista de cada HCT/P fabricado; y

(3) Debe cumplir los demas requisitos contenidos en esta parte.

[66 FR 5466, 19 de enero de 2001, modificado en 69 FR 68681, 24 de noviembre de 2004].

§ 1271.15 ;Existen excepciones a los requisitos de esta parte?

(a) No esta obligado a cumplir los requisitos de esta parte si es un establecimiento que utiliza
HCT/P unicamente con fines cientificos o educativos no clinicos.

(b) No esté obligado a cumplir los requisitos de esta parte si es un establecimiento que extrae
HCT/P de un individuo e implanta dichos HCT/P en el mismo individuo durante el mismo
procedimiento quirurgico.

(c) No esta obligado a cumplir los requisitos de esta parte si es un transportista que acepta,
recibe, transporta o entrega HCT/P en el curso habitual de su actividad como transportista.

(d) No esta obligado a cumplir los requisitos de esta parte si es un establecimiento que no
recupera, criba, prueba, procesa, etiqueta, envasa o distribuye, sino que solo recibe o almacena
HCT/P unicamente para su implantacion, trasplante, infusion o transferencia dentro de sus
instalaciones.

(e) No esta obligado a cumplir los requisitos de esta parte si es un establecimiento que s6lo
recupera células o tejidos reproductivos y los transfiere inmediatamente a una pareja
sexualmente intima del donante de células o tejidos.

(f) No esta obligado a registrar o listar sus HCT/P de forma independiente, pero debe cumplir
con todos los demas requisitos aplicables de esta parte, si es un individuo bajo contrato, acuerdo
u otro arreglo con un establecimiento registrado y se dedica unicamente a la recuperacion de
células o tejidos y al envio de las células o tejidos recuperados al establecimiento registrado.

§ 1271.20 Si mis HCT/P no cumplen los criterios del apartado § 1271.10 y no puedo acogerme a
ninguna de las excepciones del apartado § 1271.15, ;qué normativa se aplica?

Si usted es un establecimiento que fabrica un HCT/P que no cumple con los criterios establecidos
en § 1271.10(a), y no califica para ninguna de las excepciones en § 1271.15, su HCT/P sera
regulado como un medicamento, dispositivo y/o producto bioldgico bajo la ley y/o la seccion
351 de la Ley PHS, y las regulaciones aplicables en el titulo 21, capitulo I. Las regulaciones
aplicables incluyen, pero no se limitan a, §§ 207.9(a)(5), 210.1(c), 210.2, 211.1(b), 807.20(d), y
820.1(a) de este capitulo, que requieren que usted siga los procedimientos de las subpartes C y D
de esta parte.

[66 FR 5466, 19 de enero de 2001, modificado en 81 FR 60223, 31 de agosto de 2016].
Subparte B - Procedimientos de registro e inclusion en la lista

§ 1271.21 ;Cuando debo registrarme, presentar una lista HCT/P v enviar actualizaciones?

(a) Debera registrar y presentar una lista de cada HCT/P que fabrique su establecimiento en un
plazo de 5 dias tras el inicio de las operaciones o en un plazo de 30 dias a partir de la fecha de
entrada en vigor de este reglamento, lo que sea posterior.




(b) Debe actualizar el registro de su establecimiento anualmente en diciembre, excepto en los
casos requeridos por § 1271.26. Puede realizar su registro anual junto con la actualizacion de su
lista HCT/P segun el parrafo (c) de esta seccion.

(c)

(1) Si no se ha producido ningtin cambio de los descritos en § 1271.25(c) desde que presento
anteriormente una lista HCT/P, no es necesario que actualice su lista.

(i1) Si se ha producido un cambio descrito en § 1271.25(c), debera actualizar su listado HCT/P
con la nueva informacion:

(a) En el momento del cambio, o

(b) Cada junio o diciembre, el mes que ocurra primero después del cambio.

[69 FR 68681, 24 de noviembre de 2004].

§ 1271.22 ;Como puedo registrar y presentar una lista HCT/P?

(a) Debe utilizar el sistema electronico de registro y listado en
http://www.fda.gov/cber/tissue/tisreg.htm de acuerdo con § 1271.25 para:

(1) Registro de establecimientos,

(2) listados HCT/P, y

(3) Actualizaciones del registro y de la lista HCT/P.

(b) La FDA publicara periddicamente orientaciones sobre los procedimientos recomendados para
proporcionar informacién de registro y listado en formato electronico (por ejemplo, método de
transmision, soportes, formatos de archivo, preparacion y organizacion de los archivos).

(c) Debe proporcionar la informacion del parrafo (a) de esta seccion de acuerdo con la parte 11
de este capitulo, excepto los requisitos de § 11.10(b), (c) y (e) y los requisitos correspondientes
de § 11.30.

[81 FR 60223, 31 de agosto de 2016].

§ 1271.23 ;Coémo se solicita una exencion de los requisitos de formato electrénico?

(a) Puede solicitar una exencion del requisito establecido en § 1271.22 de que la informacion
debe proporcionarse a la FDA en formato electronico. La presentacion de una solicitud de
dispensa no excusa del cumplimiento puntual de los requisitos de registro y listado. La FDA
concedera una solicitud de dispensa si determina que el uso de medios electronicos para la
presentacion de la informacion de registro y listado no es razonable para el solicitante de registro
que presenta la solicitud de dispensa.

(b) Las solicitudes de dispensa en virtud de esta seccion deberan presentarse por escrito y
deberan incluir las razones especificas por las que la presentacion electronica no es razonable
para el solicitante de registro, asi como un nimero de teléfono y una direccion postal de EE.UU.
donde la FDA pueda ponerse en contacto con el solicitante de registro. Las solicitudes de
dispensa pueden enviarse al Centro de Evaluacion e Investigacion Biologica (CBER), Centro de
Control de Documentos (véanse las direcciones en § 600.2 de este capitulo).

(c) Si la FDA concede la solicitud de dispensa, podra limitar su duracion y especificara los
términos de la dispensa y proporcionara informacién sobre como presentar el registro del
establecimiento, los listados, otra informacién y las actualizaciones, segun proceda.

[81 FR 60224, 31 de agosto de 2016].

§ 1271.25 ;Qué informacidn se requiere para el registro de establecimientos v el listado HCT/P?
(a) El registro de su establecimiento debe incluir:

(1) El nombre o nombres legales del establecimiento;

(2) Cada ubicacion fisica, incluida la direccion postal, el nimero de teléfono, la direccion de
correo electronico y el codigo postal del establecimiento;




(3) El nombre, la direccion, el nimero de teléfono, la direccion de correo electronico y el cargo
del funcionario informador;

(4) Una firma fechada del funcionario declarante afirmando que toda la informacion contenida
en el formulario de registro del establecimiento y de inclusion en la lista HCT/P es verdadera y
exacta, segun su leal saber y entender.

(5) Cada establecimiento extranjero también debe presentar el nombre, la direccion, el nimero
de teléfono y la direccion de correo electronico de cada importador conocido por el
establecimiento, y el nombre de cada persona que importe u ofrezca para su importacion dicho
HCT/P a los Estados Unidos con fines de importacion; y

(6) Cada establecimiento extranjero debe presentar también el nombre, la direccion, el nimero
de teléfono y la direccion de correo electronico de su agente en Estados Unidos.

(1) El agente de los Estados Unidos debe residir o mantener un lugar de negocios en los Estados
Unidos.

(i1) A peticion de la FDA, el agente de los Estados Unidos debe ayudar a la FDA en las
comunicaciones con el establecimiento extranjero, responder a las preguntas relativas a los
productos del establecimiento extranjero que se importan u ofrecen para su importacion en los
Estados Unidos, y ayudar a la FDA a programar las inspecciones del establecimiento extranjero.
Si la Agencia no puede ponerse en contacto directa o rapidamente con el establecimiento
extranjero, la FDA puede proporcionar informacion o documentos al agente de Estados Unidos,
y tal accion equivale a proporcionar la misma informacion o documentos al establecimiento
extranjero.

(ii1) El establecimiento extranjero o el agente de Estados Unidos debe informar a la FDA de los
cambios en el nombre, direccion, nimero de teléfono o direccion de correo electronico del
agente de Estados Unidos en un plazo de 30 dias naturales a partir del cambio.

(b) Su listado de HCT/P debe incluir todos los HCT/P (incluyendo el nombre establecido y el
nombre patentado) que usted recupere, procese, almacene, etiquete, envase, distribuya o para los
que realice el cribado o las pruebas de los donantes. También debe indicar si cada HCT/P cumple
los criterios establecidos en § 1271.10.

(c) Su actualizacion de la lista HCT/P debe incluir:

(1) Una lista de cada HCT/P que haya comenzado a recuperar, procesar, almacenar, etiquetar,
envasar o distribuir, o para el que haya comenzado la seleccion o andlisis de donantes, que no
haya sido incluido en ninguna lista presentada anteriormente. Debe proporcionar toda la
informacion requerida por § 1271.25(b) para cada nuevo HCT/P.

(2) Una lista de cada HCT/P anteriormente incluido en la lista de acuerdo con § 1271.21(a) para
el que usted ha interrumpido la recuperacion, procesamiento, almacenamiento, etiquetado,
envasado, distribucion o cribado o prueba de donantes, incluyendo para cada HCT/P asi incluido
en la lista, la identidad por nombre establecido y nombre propio, y la fecha de interrupcion.
Solicitamos pero no exigimos que incluya la razén de la discontinuacion con esta informacion.
(3) Una lista de cada HCT/P para el que se presentd una notificacion de interrupcion segun el
parrafo (c)(2) de esta seccion y para el que ha reanudado la recuperacion, procesamiento,
almacenamiento, etiquetado, envasado, distribucion o cribado o prueba de donantes, incluyendo
la identidad por nombre establecido y nombre patentado, la fecha de reanudacion y cualquier
otra informacion requerida por § 1271.25(b) no presentada previamente.

(4) Cualquier cambio material en cualquier informacion presentada previamente. Los cambios
materiales incluyen cualquier cambio en la informacion de registro y listado, presentada, como
por ejemplo si el HCT/P cumple los criterios establecidos en § 1271.10.



(d) Si su HCT/P esta descrito bajo § 1271.20 y esta regulado bajo una BLA, debe presentar la
informacion requerida bajo la parte 207 de este capitulo usando los procedimientos bajo la
subparte E de la parte 207.

[66 FR 5466, 19 de enero de 2001, modificado en 81 FR 60224, 31 de agosto de 2016].

§ 1271.26 ;Cuando debo modificar el registro de mi establecimiento?

Si cambia la propiedad o la ubicacion de su establecimiento, o si se produce un cambio en el
nombre, la direccion, el nimero de teléfono o la direccion de correo electronico del agente en
Estados Unidos, debera presentar una modificacion del registro en un plazo de 30 dias naturales
a partir del cambio.

[81 FR 60224, 31 de agosto de 2017].

§ 1271.27 ;Me asignard la FDA un nimero de registro?

(a) La FDA asignara a cada ubicacién un nimero de registro permanente.

(b) FDA acceptance of an establishment registration and HCT/P listing form does not constitute a
determination that an establishment is in compliance with applicable rules and regulations or that
the HCT/P is licensed or approved by FDA.

§ 1271.37 ;Estaran disponibles para su inspeccion los registros de establecimientos y los listados
HCT/P, y como puedo solicitar informacidn sobre registros y listados?

(a) Cualquier registro en el formulario FDA 3356 presentado en papel o en formato electronico
por cada establecimiento estara disponible para su inspeccion publica a través del sitio web del
Centro de Evaluacion e Investigacion Biologica Establecimiento de Células y Tejidos Humanos
Registro-Consulta Publica utilizando la aplicacion electronica basada en la web del CBER o
acudiendo personalmente a la Food and Drug Administration, Division of Dockets Management
Public Reading Room (véase la direccion en § 20.120(a) de este capitulo). La siguiente
informacion presentada en virtud de los requisitos HCT/P es ilustrativa del tipo de informacion
que estara disponible para su divulgacion publica cuando se recopile:

(1) Una lista de todos los HCT/P;

(2) Una lista de todos los HCT/P fabricados por cada establecimiento;

(3) Una lista de todos los HCT/P interrumpidos; y

(4) Todos los datos o informaciones que ya hayan pasado a ser de dominio publico.

(b) Debe dirigir sus otras solicitudes de informacion sobre registros de establecimientos de
HCT/P y listados de HCT/P a la Food and Drug Administration, Center for Biologics Evaluation
and Research, Office of Communication, Outreach and Development, 10903 New Hampshire
Ave., Bldg. 71, Rm. 3103, Silver Spring, MD 20993-0002.

[80 FR 18094, 3 de abril de 2015].

Subparte C - Elegibilidad de los donantes

Fuente: 69 FR 29830, 25 de mayo de 2004, salvo que se indique lo contrario.

§ 1271.45 ;Qué requisitos contiene esta subparte?

(a) Generalidades. Esta subparte establece los requisitos para determinar la elegibilidad de los
donantes, incluidos el cribado y las pruebas de los donantes. Los requisitos contenidos en esta
subparte son un componente de los requisitos de las buenas practicas tisulares actuales (CGTP).
Otros requisitos de CGTP se establecen en la subparte D de esta parte.

(b) Se requiere una determinacion de elegibilidad del donante. Se requiere una determinacion de
elegibilidad del donante, basada en el cribado del donante y en las pruebas de deteccion de
agentes patogenos y enfermedades transmisibles relevantes, para todos los donantes de células o
tejidos utilizados en HCT/P, salvo lo dispuesto en § 1271.90. En el caso de un embrion o de




células derivadas de un embrion, se requiere una determinacion de elegibilidad del donante tanto
para el donante de ovocitos como para el donante de semen.

(¢) Prohibicion de uso. Un HCT/P no debe ser implantado, trasplantado, infundido o transferido
hasta que se haya determinado que el donante es elegible, salvo lo dispuesto en §§ 1271.60(d),
1271.65(b) y 1271.90 de esta subparte.

(d) Aplicabilidad de los requisitos. Si usted es un establecimiento que realiza cualquier funcion
descrita en esta subparte, debe cumplir con los requisitos contenidos en esta subparte que sean
aplicables a dicha funcion.

[69 FR 29830, 25 de mayo de 2004, modificado en 69 FR 68681, 24 de noviembre de 2004].

§ 1271.47 ;Qué procedimientos debo establecer y mantener?

(a) Generalidades. Debe establecer y mantener procedimientos para todos los pasos que realice
en las pruebas, el cribado, la determinacion de la elegibilidad del donante y el cumplimiento de
todos los demads requisitos de esta subparte. Establecer y mantener significa definir, documentar
(por escrito o electrénicamente) e implementar; luego seguir, revisar y, segiin sea necesario,
revisar de forma continua. Debe disefiar estos procedimientos para garantizar el cumplimiento de
los requisitos de esta subparte.

(b) Revision y aprobacion. Antes de su aplicacion, una persona responsable debe revisar y
aprobar todos los procedimientos.

(c) Disponibilidad. Los procedimientos deben estar facilmente disponibles para el personal de la
zona en la que se realicen las operaciones a las que se refieren, o en una zona cercana si dicha
disponibilidad no es practica.

(d) Desviaciones de los procedimientos. Debe registrar y justificar cualquier desviacion de un
procedimiento relevante para prevenir los riesgos de transmision de enfermedades transmisibles
en el momento en que se produzca. No debe poner a disposicion para su distribucion ningin
HCT/P de un donante cuya elegibilidad se determine en virtud de tal desviacion, a menos que
una persona responsable haya determinado que la desviacion no aumenta los riesgos de
transmision de enfermedades transmisibles mediante el uso del HCT/P.

(e) Procedimientos estandar. Puede adoptar procedimientos estandar actuales, como los de un
manual técnico preparado por otra organizacion, siempre que haya verificado que los
procedimientos son coherentes con los requisitos de esta parte y al menos tan estrictos como
¢stos y apropiados para sus operaciones.

§ 1271.50 ;Coémo se determina si un donante es apto?

(a) Determinacion basada en el cribado y las pruebas. Si usted es el establecimiento responsable
de realizar la determinacion de la elegibilidad del donante, debe determinar si un donante es
elegible basandose en los resultados del cribado del donante de acuerdo con § 1271.75 y las
pruebas del donante de acuerdo con §§ 1271.80 y 1271.85. Una persona responsable, tal y como
se define en § 1271.3(t), debe determinar y documentar la elegibilidad de un donante de células o
tejidos.

(b) Donante elegible. Un donante es elegible bajo estas disposiciones solo si:

(1) El cribado del donante conforme a § 1271.75 indica que el donante:

(1) Esta libre de factores de riesgo de infeccion debidos a agentes patdégenos y enfermedades
transmisibles pertinentes, asi como de pruebas clinicas de dicha infeccion; y

(11) Esta libre de riesgos de enfermedades transmisibles asociadas al xenotrasplante; y

(2) Los resultados de las pruebas realizadas al donante para detectar agentes patdogenos
transmisibles relevantes, de acuerdo con §§ 1271.80 y 1271.85, son negativos o no reactivos,
salvo lo dispuesto en § 1271.80(d)(1).




§ 1271.55 ;Qué registros deben acompafiar a un HCT/P una vez completada la determinacion de
elegibilidad del donante y qué registros debo conservar?

(a) Registros de acomparniamiento. Una vez que se haya determinado la elegibilidad del donante,
el HCT/P deberé ir acompanado en todo momento de lo siguiente:

(1) Un codigo de identificacion distinto fijado al contenedor del HCT/P, por ejemplo,
alfanumérico, que relacione el HCT/P con el donante y con todos los registros relativos al HCT/P
y que, excepto en el caso de donaciones autdlogas, donaciones reproductivas dirigidas o
donaciones realizadas por parientes consanguineos de primer o segundo grado, no incluya el
nombre, el nimero de la seguridad social o el nimero de historia clinica de una persona;

(2) Una declaracion en la que se indique si, basandose en los resultados del cribado y las
pruebas, se ha determinado que el donante es apto o no apto; y

(3) Un resumen de los registros utilizados para realizar la determinacién de la elegibilidad del
donante.

(b) Resumen de registros. El resumen de registros requerido por el parrafo (a)(3) de esta seccion
debe contener la siguiente informacion:

(1) Una declaracion de que las pruebas de enfermedades transmisibles fueron realizadas por un
laboratorio:

(1) Certificados para realizar dichas pruebas en muestras humanas segun las Enmiendas para la
Mejora de Laboratorios Clinicos de 1988 (42 U.S.C. 263a) y 42 CFR parte 493; o bien

(i1) Que haya cumplido los requisitos equivalentes determinados por los Centros de Servicios de
Medicare y Medicaid de conformidad con dichas disposiciones;

(2) Un listado e interpretacion de los resultados de todas las pruebas de enfermedades
transmisibles realizadas;

(3) El nombre y la direccion del establecimiento que realizé la determinacion de elegibilidad del
donante; y

(4) En el caso de un HCT/P de un donante que no es elegible segun el cribado y liberado
conforme al parrafo (b) de § 1271.65, una declaracion que indique la(s) razon(es) de la
determinacion de no elegibilidad.

(c) Supresion de informacion personal. Los registros adjuntos requeridos por esta seccion no
deben contener el nombre del donante u otra informacion personal que pueda identificarle.

(d) Requisitos de conservacion de registros.

(1) Debe conservar la documentacion de:

(1) Los resultados y la interpretacion de todas las pruebas de deteccion de agentes patdgenos
transmisibles pertinentes de conformidad con los §§ 1271.80 y 1271.85, asi como el nombre y la
direccion del laboratorio o laboratorios de pruebas;

(i1) Los resultados y la interpretacion de todas las pruebas de deteccion de enfermedades
transmisibles de los donantes, de conformidad con § 1271.75; y

(ii1) La determinacion de elegibilidad del donante, incluyendo el nombre de la persona
responsable que tom¢ la determinacion y la fecha de la misma.

(2) Todos los registros deben ser precisos, indelebles y legibles. La informacion sobre la
identidad y los historiales médicos relevantes del donante, tal y como se define en § 1271.3(s),
deben estar en inglés o, si estdn en otro idioma, deben conservarse y traducirse al inglés y
acompanarse de una declaracion de autenticidad del traductor que identifique especificamente el
documento traducido.




(3) Debe conservar los registros exigidos y ponerlos a disposicion para su inspeccion autorizada
por la FDA o a peticion de ésta. Los registros que pueden recuperarse facilmente desde otro lugar
por medios electronicos se consideran “conservados”.

(4) Debe conservar los registros relativos a un determinado HCT/P al menos 10 afios después de
la fecha de su administracion, o si no se conoce la fecha de administracion, entonces al menos 10
afios después de la fecha de distribucion, eliminacion o caducidad del HCT/P, la que sea mas
tardia.

[69 FR 29830, 25 de mayo de 2004, modificado en 70 FR 29952, 25 de mayo de 2005].

§ 1271.60 ;Qué cuarentena y otros requisitos se aplican antes de que se complete la
determinacion de la elegibilidad del donante?

(a) Cuarentena. Debe mantener un HCT/P en cuarentena, tal y como se define en § 1271.3(q),
hasta que se complete la determinacion de elegibilidad del donante requerida por § 1271.50.
Debe poner en cuarentena el semen de donantes andnimos hasta que se complete la repeticion de
la prueba requerida en § 1271.85(d).

(b) Identificacion de HCT/P en cuarentena. Usted debe identificar claramente como en
cuarentena un HCT/P que esta en cuarentena pendiente de la finalizacion de una determinacion
de elegibilidad del donante. E1 HCT/P en cuarentena debe distinguirse facilmente de los HCT/P
que estan disponibles para su liberacién y distribucion.

(c) Envio de HCT/P en cuarentena. Si envia un HCT/P antes de completar la determinacion de
elegibilidad del donante, debe mantenerlo en cuarentena durante el envio. E1 HCT/P debe ir
acompaifiado de registros:

(1) Identificar al donante (por ejemplo, mediante un codigo de identificacion distinto fijado al
contenedor HCT/P);

(2) Indicando que no se ha completado la determinacion de la elegibilidad del donante; y

(3) Indicando que el producto no debe ser implantado, trasplantado, infundido o transferido hasta
que se haya completado la determinacion de la elegibilidad del donante, excepto en los términos
del parrafo (d) de esta seccion.

(d) Uso en casos de necesidad médica urgente.

(1) Esta subparte C no prohibe la implantacion, trasplante, infusion o transferencia de un HCT/P
de un donante para el que no se ha completado la determinacién de elegibilidad del donante si
existe una necesidad médica urgente documentada para el HCT/P, tal y como se define en §
1271.3(u).

(2) Si pone a disposicion un HCT/P para su uso bajo las disposiciones del parrafo (d)(1) de esta
seccion, debe etiquetarlo de forma destacada “NO EVALUADO PARA SUSTANCIAS
INFECCIOSAS”, y “ ADVERTENCIA: Advierta al paciente de los riesgos de enfermedades
contagiosas”. La siguiente informacién debe acompanar al HCT/P:

(1) Los resultados de cualquier cribado de donantes exigido en virtud de § 1271.75 que se haya
completado;

(i1) Los resultados de cualquier prueba requerida bajo § 1271.80 0 1271.85 que haya sido
completada; y

(i11) Una lista de cualquier examen o prueba exigida en virtud de § 1271.75, 1271.80 0 1271.85
que altn no se haya completado.

(3) Si usted es el establecimiento que fabricé un HCT/P utilizado bajo las disposiciones del
parrafo (d)(1) de esta seccion, debe documentar que notifico al médico que utiliza el HCT/P que
las pruebas y el cribado no estaban completos.




(4) En el caso de un HCT/P utilizado para una necesidad médica urgente segun las disposiciones
del parrafo (d)(1) de esta seccion, debe completar la determinacion de elegibilidad del donante
durante o después del uso del HCT/P, y debe informar al médico de los resultados de la
determinacion.

§ 1271.65 ;Coémo se almacena un HCT/P de un donante considerado no apto y qué usos del
HCT/P no estén prohibidos?

(a) Almacenamiento. Si usted es el establecimiento que almacena el HCT/P, debe almacenar o
identificar los HCT/P procedentes de donantes que se haya determinado que no retinen los
requisitos en un area fisicamente separada y claramente identificada para tal uso, o seguir otros
procedimientos, como la designacidén automatizada, que sean adecuados para evitar la liberacion
indebida hasta la destruccion u otra disposicion del HCT/P de acuerdo con el parrafo (b) o (c) de
esta seccion.

(b) Usos limitados de HCT/P de donante no elegible.

(1) Un HCT/P de un donante que se ha determinado que no es elegible, basandose en los
resultados de las pruebas y/o el cribado requeridos, no est4 prohibido por la subparte C de esta
parte para su uso en implantes, trasplantes, infusiones o transferencias en las siguientes
circunstancias:

(1) E1 HCT/P es para uso alogénico en un pariente consanguineo de primer o segundo grado;

(i1) E1 HCT/P consiste en células o tejidos reproductivos procedentes de un donante reproductivo
dirigido, tal y como se define en § 1271.3(1); o bien

(ii1) Existe una necesidad médica urgente documentada tal y como se define en § 1271.3(u).

(2) Debe etiquetar de forma prominente un HCT/P puesto a disposicion para su uso bajo las
disposiciones del parrafo (b)(1) de esta seccion con la leyenda de peligro bioldgico que se
muestra en § 1271.3(h) con la declaraciéon “ADVERTENCIA: Advierta al paciente de los riesgos
de enfermedades transmisibles” y, en el caso de resultados de pruebas reactivas,
“ADVERTENCIA: Resultados de pruebas reactivas para (nombre del agente patdégeno o
enfermedad)”. E1 HCT/P debe ir acompaiiado de los registros exigidos en § 1271.55.

(3) Si usted es el establecimiento que fabricé un HCT/P utilizado segtn las disposiciones del
parrafo (b)(1) de esta seccion, debe documentar que notifico al médico que utiliza el HCT/P los
resultados de las pruebas y el cribado.

(c) Uso no clinico. Puede poner a disposicion para fines no clinicos un HCT/P de un donante que
se haya determinado que no es elegible, basandose en los resultados de las pruebas y/o el cribado
requeridos, siempre que esté etiquetado:

(1) “Solo para uso no clinico” y

(2) Con la leyenda de peligro bioldgico que aparece en § 1271.3(h).

§ 1271.75 ;Cémo selecciono a un donante?

(a) Todos los donantes. Salvo lo dispuesto en § 1271.90, si usted es el establecimiento que realiza
el cribado de los donantes, debe cribado de un donante de células o tejidos mediante la revision
de los historiales médicos pertinentes del donante para:

(1) Factores de riesgo y pruebas clinicas de agentes patdégenos y enfermedades transmisibles
relevantes, incluyendo:

(1) Virus de la inmunodeficiencia humana;

(i1) Virus de la hepatitis B;

(ii1) Virus de la hepatitis C;

(iv) Encefalopatia espongiforme transmisible humana, incluida la enfermedad de Creutzfeldt-
Jakob;




(v) Treponema pallidum ; y

(2) Riesgos de enfermedades transmisibles asociados al xenotrasplante.

(b) Donantes de células o tejidos viables ricos en leucocitos. Ademas de los agentes patogenos y
enfermedades transmisibles pertinentes para los que se exige el cribado en virtud del parrafo (a)
de esta seccion, y salvo lo dispuesto en § 1271.90, debera cribarse al donante de células o tejidos
viables ricos en leucocitos mediante la revision de los historiales médicos pertinentes del donante
para detectar factores de riesgo y pruebas clinicas de agentes patdgenos y enfermedades
transmisibles pertinentes asociados a las células, incluido el virus linfotropico T humano.

(c) Donantes de células o tejidos reproductivos. Ademas de los agentes patdgenos transmisibles
pertinentes y de las enfermedades para las que se exige el cribado en virtud de los parrafos (a) y
(b) de esta seccidn, segiin corresponda, y salvo lo dispuesto en § 1271.90, deberd cribarse al
donante de células o tejidos reproductivos revisando los historiales médicos pertinentes del
donante para detectar factores de riesgo y pruebas clinicas de infeccion debida a enfermedades
transmisibles pertinentes del tracto genitourinario. Dicho cribado debe incluir la deteccion de los
agentes de enfermedades transmisibles enumerados en los parrafos (c)(1) y (c)(2) de esta
seccion. No obstante, si las células o tejidos reproductivos se recuperan mediante un método que
garantice la ausencia de contaminacion de las células o tejidos por organismos de enfermedades
infecciosas que puedan estar presentes en el tracto genitourinario, no sera necesario el cribado de
los agentes de enfermedades transmisibles enumerados en los parrafos (c)(1) y (c)(2) de esta
seccion. Los agentes de enfermedades transmisibles del tracto genitourinario para los que se debe
realizar el cribado incluyen:

(1) Chlamydia trachomatis ; y

(2) Neisseria gonorrea.

(d) Donantes inelegibles. Debe determinar inelegible a un donante que se identifique como que
tiene cualquiera de los siguientes:

(1) Un factor de riesgo o pruebas clinicas de cualquiera de los agentes patdogenos transmisibles o
enfermedades pertinentes para los que se exige el cribado en virtud de los parrafos (a)(1), (b) o
(c) de esta seccion; o bien

(2) Cualquier riesgo de enfermedad transmisible asociado al xenotrasplante.

(e) Procedimiento abreviado para donantes repetidos. Si ha realizado un procedimiento
completo de seleccion de donantes en un donante vivo en los 6 meses anteriores, puede utilizar
un procedimiento abreviado de seleccion de donantes en donaciones repetidas. El procedimiento
abreviado debe determinar y documentar cualquier cambio en el historial médico del donante
desde la donacion anterior que pudiera hacer que el donante no fuera elegible, incluido el
comportamiento social relevante.

[66 FR 5466, 19 de enero de 2001, modificado en 71 FR 14798, 24 de marzo de 2006].

§ 1271.80 ;Cuales son los requisitos generales para las pruebas de los donantes?

(a) Se requieren pruebas para detectar enfermedades transmisibles relevantes. Para reducir
adecuada y apropiadamente el riesgo de transmision de enfermedades transmisibles relevantes, y
salvo lo dispuesto en § 1271.90, si usted es el establecimiento que realiza las pruebas a los
donantes, debe analizar una muestra de donante para detectar evidencias de infeccion debida a
agentes de enfermedades transmisibles de acuerdo con el parrafo (c) de esta seccion. Debe
realizar las pruebas para los agentes de enfermedades transmisibles especificados en § 1271.85.
En el caso de una donante de 1 mes de edad o menor, debe analizar una muestra de la madre
biologica en lugar de una muestra de la donante.




(b) Momento de /a recogida de la muestra. Debe recoger la muestra del donante para su analisis
en el momento de la recuperacion de células o tejidos del donante; o hasta 7 dias antes o después
de la recuperacion, excepto:

(1) En el caso de donantes de células madre/progenitoras de sangre periférica, médula dsea (si no
estan exceptuados en virtud de § 1271.3(d)(4)) u ovocitos, puede recoger la muestra del donante
para su analisis hasta 30 dias antes de la recuperacion; o bien

(2) En el caso de un donante de semen reincidente del que ya se ha recogido y analizado una
muestra, y para el que se requiere una nueva prueba segiin § 1271.85(d), no es necesario que
recoja una muestra del donante en el momento de cada donacion.

(c) Pruebas. Debe realizar las pruebas utilizando pruebas de cribado de donantes apropiadas con
licencia, aprobadas o autorizadas por la FDA, de acuerdo con las instrucciones del fabricante,
para reducir de forma adecuada y apropiada el riesgo de transmision de agentes patdégenos o
enfermedades transmisibles relevantes; Sin embargo, hasta que estén disponibles pruebas de
cribado de donantes apropiadas con licencia, aprobadas o autorizadas por la FDA para
Chlamydia trachomatis y para Neisseria gonorrhea, debe utilizar pruebas con licencia,
aprobadas o autorizadas por la FDA etiquetadas para la deteccion de esos organismos en una
poblacion asintomadtica de baja prevalencia. Debe utilizar una prueba especificamente etiquetada
para muestras cadavéricas en lugar de una prueba etiquetada de forma mas general cuando
corresponda y esté disponible. Las pruebas requeridas segin esta seccion deben ser realizadas
por un laboratorio que esté certificado para realizar dichas pruebas en muestras humanas segin
las Enmiendas de Mejora de Laboratorios Clinicos de 1988 (42 U.S.C. 263a) y 42 CFR parte
493, o que haya cumplido requisitos equivalentes segun lo determinado por los Centros de
Servicios de Medicare y Medicaid.

(d) Donantes no elegibles. Debe determinar que los siguientes donantes no son elegibles:

(1) Un donante cuyo espécimen resulte reactivo en una prueba de deteccion de un agente
patogeno transmisible de acuerdo con § 1271.85, excepto un donante cuyo espécimen resulte
reactivo en una prueba de deteccion no treponémica de sifilis y negativo en una prueba
confirmatoria treponémica especifica;

2)

(1) Un donante en el que se sospeche una dilucion del plasma suficiente para afectar a los
resultados de las pruebas de deteccion de enfermedades transmisibles, a menos que:

(A) Analiza una muestra tomada del donante antes de la transfusion o infusion y hasta 7 dias
antes de la recuperacion de células o tejidos; o bien

(B) Usted utiliza un algoritmo apropiado disefiado para evaluar los volimenes administrados en
las 48 horas anteriores a la recogida de la muestra, y el algoritmo muestra que no se ha producido
una dilucidn del plasma suficiente para afectar a los resultados de las pruebas de enfermedades
transmisibles.

(i1) Las situaciones clinicas en las que debe sospechar que la dilucion del plasma es suficiente
para afectar a los resultados de las pruebas de enfermedades transmisibles incluyen, entre otras,
las siguientes:

(A) La pérdida de sangre es conocida o sospechada en un donante mayor de 12 afios, y el
donante ha recibido una transfusion o infusion de cualquiera de los siguientes elementos, solos o
en combinacion:

(1) Mas de 2.000 mililitros (mL) de sangre (por ejemplo, sangre entera, globulos rojos) o
coloides en las 48 horas anteriores al fallecimiento o a la recogida de la muestra, lo que haya
ocurrido antes, o




(2) Mas de 2.000 mL de cristaloides en la hora anterior a la muerte o a la recogida de la muestra,
lo que haya ocurrido antes.

(B) Independientemente de la presencia o ausencia de pérdida de sangre, el donante tiene 12 afios
o menos y ha recibido una transfusion o infusion de cualquier cantidad de cualquiera de los
siguientes elementos, solos 0 en combinacion:

(1) Sangre (por ejemplo, sangre entera, globulos rojos) o coloides en las 48 horas anteriores al
fallecimiento o a la recogida de la muestra, lo que haya ocurrido antes, o

(2) Cristaloides dentro de la hora anterior a la muerte o a la recogida de la muestra, lo que haya
ocurrido antes.

[69 FR 29830, 25 de mayo de 2004, modificado en 70 FR 29952, 25 de mayo de 2005].

§ 1271.85 ;Qué pruebas de donacion se requieren para los diferentes tipos de células y tejidos?
(a) Todos los donantes. Para reducir adecuada y apropiadamente el riesgo de transmision de
enfermedades transmisibles relevantes, y salvo lo dispuesto en § 1271.90, debe analizar una
muestra del donante de células o tejidos, ya sean viables o no, para detectar evidencias de
infeccion debida a agentes de enfermedades transmisibles relevantes, incluyendo:

(1) Virus de la inmunodeficiencia humana, tipo 1;

(2) Virus de la inmunodeficiencia humana, tipo 2;

(3) Virus de la hepatitis B;

(4) Virus de la hepatitis C; y

(5) Treponema pallidum.

(b) Donantes de células o tejidos viables ricos en leucocitos. Ademas de los agentes de
enfermedades transmisibles pertinentes para los que se exigen pruebas en virtud del parrafo (a)
de esta seccion, y salvo lo dispuesto en § 1271.90,

(1) Debe analizar una muestra del donante de células o tejidos viables ricos en leucocitos para
reducir adecuada y apropiadamente el riesgo de transmision de enfermedades transmisibles
relevantes asociadas a las células, incluyendo:

(1) Virus linfotroépico T humano, tipo [; y

(i1) Virus linfotrépico T humano, tipo II.

(2) Debe analizar una muestra del donante de células o tejidos viables ricos en leucocitos para
detectar indicios de infeccion por citomegalovirus (CMV), con el fin de reducir adecuada y
apropiadamente el riesgo de transmision. Debe establecer y mantener un procedimiento
operativo estandar que rija la liberacion de un HCT/P procedente de un donante cuya muestra
resulte reactiva al CMV.

(c) Donantes de células o tejidos reproductivos. Ademas de los agentes de enfermedades
transmisibles para los que se requieren pruebas en virtud de los parrafos (a) y (b) de esta seccion,
segun corresponda, y salvo lo dispuesto en § 1271.90, debe realizar pruebas a una muestra del
donante de células o tejidos reproductivos para reducir adecuada y apropiadamente el riesgo de
transmision de agentes de enfermedades transmisibles relevantes del tracto genitourinario.
Dichas pruebas deben incluir pruebas para los agentes de enfermedades transmisibles
enumerados en los parrafos (c)(1) y (c)(2) de esta seccion. No obstante, si las células o los tejidos
reproductivos se recuperan mediante un método que garantice la ausencia de contaminacion de
las células o los tejidos por organismos de enfermedades infecciosas que puedan estar presentes
en el tracto genitourinario, no serd necesario realizar las pruebas de deteccion de los agentes de
enfermedades transmisibles enumerados en los parrafos (c)(1) y (c)(2) de esta seccion. Los
agentes de enfermedades transmisibles del tracto genitourinario para los que se deben realizar
pruebas incluyen:




(1) Chlamydia trachomatis ;' y

(2) Neisseria gonorrea.

(d) Reanalisis de donantes anonimos de semen. Salvo lo dispuesto en § 1271.90 y salvo en el
caso de los donantes reproductivos dirigidos definidos en § 1271.3(1), al menos 6 meses después
de la fecha de donacion de semen de donantes an6nimos, debera recoger una nueva muestra del
donante y analizarla para detectar indicios de infeccion debida a los agentes de enfermedades
transmisibles para los que se exigen pruebas en virtud de los parrafos (a), (b) y (c) de esta
seccion.

(¢) Duramadre. Para los donantes de duramadre, debe realizar una evaluacion adecuada disefiada
para detectar pruebas de encefalopatia espongiforme transmisible.

§ 1271.90 ;Existen otras excepciones y qué requisitos de etiquetado se aplican?

(a) No se requiere la determinacion de la elegibilidad del donante. No esta obligado a realizar
una determinacion de elegibilidad del donante segiin § 1271.50 ni a realizar un cribado o prueba
del donante segtin §§ 1271.75, 1271.80 y 1271.85 para:

(1) Células y tejidos para uso autdlogo; o

(2) Células o tejidos reproductivos donados por una pareja sexualmente intima del receptor para
uso reproductivo; o

(3) Células o tejidos crio-conservados para uso reproductivo, distintos de los embriones,
originalmente exceptuados en virtud de los parrafos (a)(1) o (a)(2) de esta seccién en el momento
de la donacidn, que posteriormente se destinen a la donacion dirigida, siempre que:

(1) No se dispone de donaciones adicionales, por ejemplo, debido a la infertilidad o a la salud de
un donante de las células o tejidos reproductivos crio-conservados; y

(i1) Se tomen las medidas adecuadas para examinar y someter a pruebas al donante o donantes
antes de su transferencia al receptor.

(4) Un embrion crio-conservado, originalmente exceptuado segun el parrafo (a)(2) de esta
seccion en el momento de la recuperacion o crioconservacion, que posteriormente se destina a
donacion dirigida o anénima. Cuando sea posible, deberan tomarse las medidas adecuadas para
examinar y someter a pruebas a los donantes de semen y ovocitos antes de la transferencia del
embrion al receptor.

(b) Excepciones para uso reproductivo. Un embrion originalmente destinado a uso reproductivo
para un individuo o pareja especificos que posteriormente se destina a donacion dirigida o
anonima para uso reproductivo queda exceptuado de la prohibicion de uso segun § 1271.45(c)
incluso cuando no se cumplan los requisitos aplicables de elegibilidad del donante segun la
subparte C de esta parte. Nada de lo dispuesto en este parrafo crea una excepcion para las
deficiencias que se hayan producido al realizar la determinacion de elegibilidad del donante, ya
sea para el donante de ovocitos o el donante de semen, tal y como se exige en § 1271.45(b), o
para las deficiencias al realizar la seleccion o las pruebas del donante, tal y como se exige en §§
1271.75,1271.80y 1271.85.

(c) Etiquetado obligatorio. Segun corresponda, debe etiquetar de forma destacada un HCT/P
descrito en los parrafos (a) y (b) de esta seccidn como sigue:

(1) “SOLO PARA USO AUTOLOGO?”, si se almacena para uso autologo.

(2) “NO EVALUADO PARA SUSTANCIAS INFECCIOSAS”, a menos que haya realizado
todas las pruebas de deteccion y anélisis aplicables en virtud de §§ 1271.75, 1271.80 y 1271.85.
Este parrafo no se aplica a las células o tejidos reproductivos etiquetados de acuerdo con el

parrafo (c)(6) de esta seccion.




(3) A menos que el HCT/P sea so6lo para uso autdlogo, “ADVERTENCIA: Advierta al receptor
de los riesgos de enfermedades transmisibles”.

(1) Cuando no se realice o no se complete la determinacion de la elegibilidad del donante segin §
1271.50(a); o

(i1) Si los resultados de cualquier cribado o prueba realizada indican:

(A) La presencia de agentes de enfermedades transmisibles relevantes y/o

(B) Factores de riesgo o pruebas clinicas de agentes patdgenos o enfermedades transmisibles
relevantes.

(4) Con la leyenda de peligro biologico que aparece en § 1271.3(h), si los resultados de cualquier
cribado o prueba realizada indican:

(1) La presencia de agentes de enfermedades transmisibles relevantes y/o

(i1) Factores de riesgo o pruebas clinicas de agentes patogenos o enfermedades transmisibles
relevantes.

(5) “ADVERTENCIA: Resultados de pruebas reactivas para (nombre del agente patdogeno o
enfermedad)”, en el caso de resultados de pruebas reactivas.

(6) “Informar al receptor de que el cribado y las pruebas del donante o donantes no se realizaron
en el momento de la recuperacion o crioconservacion de las células o tejidos reproductivos, sino
que se han realizado posteriormente”, para los parrafos (a)(3) o (a)(4) de esta seccion.

[69 FR 29830, 25 de mayo de 2004, modificado en 70 FR 29952, 25 de mayo de 2005; 81 FR
40517, 22 de junio de 2016].

Subparte D - Buenas précticas tisulares actuales

Fuente: 69 FR 68681, 24 de noviembre de 2004, salvo que se indique lo contrario.

§ 1271.145 Prevencion de la introduccion, transmision o propagacion de enfermedades
contagiosas.

Debe recuperar, procesar, almacenar, etiquetar, empaquetar y distribuir los HCT/P, y examinar y
realizar pruebas a los donantes de células y tejidos, de forma que se evite la introduccion,
transmision o propagacion de enfermedades transmisibles.

§ 1271.150 Requisitos actuales de buenas practicas tisulares.

(a) Generalidades. Esta subparte D y la subparte C de esta parte establecen los requisitos de las
buenas practicas tisulares actuales (CGTP). Usted debe seguir los requisitos de las CGTP para
prevenir la introduccion, transmision o propagacion de enfermedades transmisibles por los
HCT/P (por ejemplo, asegurandose de que los HCT/P no contengan agentes de enfermedades
transmisibles, que no estén contaminados y que no se contaminen durante la fabricacion). Las
enfermedades transmisibles incluyen, entre otras, las transmitidas por virus, bacterias, hongos,
parasitos y agentes de encefalopatia espongiforme transmisible. Los requisitos del CGTP rigen
los métodos utilizados en la fabricacion de los HCT/P, asi como las instalaciones y los controles
empleados para ello, incluidos, entre otros, todos los pasos de la recuperacion, la seleccion de
donantes, las pruebas a los donantes, el procesamiento, el almacenamiento, el etiquetado, el
envasado y la distribucion. Las disposiciones del CGTP que rigen especificamente la
determinacion de la elegibilidad de los donantes, incluidas la seleccion y las pruebas de los
donantes, se establecen por separado en la subparte C de esta parte.

(b) Requisitos basicos del CGTP. Los siguientes son requisitos basicos del CGTP:

(1) Requisitos relativos a las instalaciones en § 1271.190(a) y (b);

(2) Requisitos relativos al control medioambiental en § 1271.195(a);

(3) Requisitos relativos al equipo en § 1271.200(a);

(4) Requisitos relativos a suministros y reactivos en § 1271.210(a) y (b);




(5) Requisitos relativos a la recuperacion en § 1271.215;

(6) Los requisitos relativos a la transformacién y los controles del proceso en § 1271.220;

(7) Requisitos relativos a los controles de etiquetado en § 1271.250(a) y (b);

(8) Requisitos relativos al almacenamiento en § 1271.260 (a) a (d);

(9) Requisitos relativos a la recepcion, envio previo a la distribucion y distribucion de un HCT/P
en § 1271.265(a) a (d); y

(10) Los requisitos relativos a la determinacion de la elegibilidad del donante, la seleccion del
donante y las pruebas del donante de los §§ 1271.50, 1271.75, 1271.80 y 1271.85.

(c) Cumplimiento de los requisitos aplicables -

(1) Acuerdos de fabricacion

(1) Si usted es un establecimiento que realiza s6lo algunas operaciones sujetas a las regulaciones
de esta subparte y de la subparte C de esta parte, y no otras, entonces solo necesita cumplir con
aquellos requisitos aplicables a las operaciones que realiza.

(i1) Si usted contrata a otro establecimiento (por ejemplo, un laboratorio para realizar pruebas de
enfermedades transmisibles, o una instalacion de irradiacion para realizar la esterilizacion
terminal), en virtud de un contrato, acuerdo u otro arreglo, para realizar cualquier paso de la
fabricacion por usted, ese establecimiento es responsable de cumplir con los requisitos aplicables
a ese paso de la fabricacion.

(ii1) Antes de entrar en un contrato, acuerdo u otro arreglo con otro establecimiento para que
realice cualquier paso de la fabricacion para usted, debe asegurarse de que el establecimiento
cumple con los requisitos aplicables del CGTP. Si, durante el transcurso de este contrato, acuerdo
u otro arreglo, usted tiene conocimiento de informacién que sugiera que el establecimiento ya no
cumple con dichos requisitos, debe tomar medidas razonables para asegurarse de que el
establecimiento cumpla con dichos requisitos. Si determina que el establecimiento no cumple
dichos requisitos, debera rescindir su contrato, acuerdo u otro arreglo con el establecimiento.

(2) Si usted es el establecimiento que determina que un HCT/P cumple todos los criterios de
liberacion y pone el HCT/P a disposicion para su distribucion, sea o no el distribuidor real, usted
es responsable de revisar los registros de fabricacion y seguimiento para determinar que el
HCT/P ha sido fabricado y seguido de acuerdo con los requisitos de esta subparte y la subparte C
de esta parte y cualquier otro requisito aplicable.

(3) Con la excepcion de §§ 1271.150(¢c) y 1271.155 de esta subparte, las regulaciones de esta
subparte no se estan aplicando para los HCT/P reproductores descritos en § 1271.10 y regulados
unicamente bajo la seccion 361 de la Ley de Servicios de Salud Publica y las regulaciones de
esta parte, ni para los establecimientos que los fabrican.

(d) Cumplimiento de las partes 210, 211 y 820 de este capitulo. Con respecto a los HCT/P que
son medicamentos (sujetos a revision bajo una solicitud presentada bajo la seccion 505 de la Ley
Federal de Alimentos, Medicamentos y Cosméticos o bajo una solicitud de licencia de producto
bioldgico bajo la seccion 351 de la Ley de Servicio de Salud Publica) o que son dispositivos
(sujetos a revision previa a la comercializacion o notificacion bajo las disposiciones de
dispositivos de la ley o bajo una solicitud de licencia de producto bioldgico bajo la seccion 351
de la Ley de Servicio de Salud Publica), los procedimientos contenidos en esta subparte y en la
subparte C de esta parte y las regulaciones sobre buenas practicas de fabricacion vigentes en las
partes 210 y 211 de este capitulo y las regulaciones sobre sistemas de calidad en la parte 820 de
este capitulo se complementan y no se sustituyen entre si, a menos que las regulaciones
dispongan explicitamente lo contrario. En caso de que una normativa de la parte 1271 de este




capitulo entre en conflicto con un requisito de las partes 210, 211 u 820 de este capitulo, la
normativa mas especificamente aplicable al producto en cuestion sustituira a la mas general.

(e) Cuando proceda. Cuando un requisito esta calificado por “cuando sea apropiado”, se
considera que es “apropiado” a menos que pueda documentar una justificacion en contrario. Un
requisito es “apropiado” si se puede esperar razonablemente que la no aplicacion del requisito
resulte en que el HCT/P no cumpla sus requisitos especificados relacionados con la prevencion
de la introduccion, transmision o propagacion de enfermedades transmisibles, o en su
incapacidad para llevar a cabo cualquier accidn correctiva necesaria.

§ 1271.155 Exenciones y alternativas.

(a) Generalidades. Puede solicitar una exencion o alternativa a cualquier requisito de la subparte
C o D de esta parte.

(b) Solicitud de exencion o alternativa. Presente su solicitud conforme a esta seccion al Director
del Centro apropiado (el Director), por ejemplo, el Centro de Evaluacion e Investigacion
Biologica o el Centro de Dispositivos y Salud Radiolégica. La solicitud debera ir acompafiada de
la documentacidn justificativa, incluidos todos los datos cientificos pertinentes validos, y debera
contener

(1) Informacion que justifique la exencion del requisito solicitada, o

(2) Una descripcion de un método alternativo propuesto para cumplir el requisito.

(c) Criterios para conceder una exencion o alternativa. El Director podra conceder una exencion
o alternativa si considera que dicha accion es coherente con los objetivos de proteger la salud
publica y/o prevenir la introduccion, transmision o propagacion de enfermedades transmisibles y
que:

(1) La informacidn presentada justifica una exencion; o

(2) La alternativa propuesta satisface el proposito del requisito.

(d) Forma de la solicitud. Normalmente debera presentar su solicitud de exencion o alternativa
por escrito (en papel o electronicamente). No obstante, si las circunstancias dificultan (por
ejemplo, si no dispone de tiempo suficiente) la presentacion de su solicitud por escrito, podra
presentarla oralmente y el Director podra conceder oralmente una exencion o alternativa. Debe
seguir su solicitud oral con una solicitud escrita inmediata, a la que el Director respondera por
escrito.

(e) Operacion bajo exencion o alternativa. No debe comenzar a operar bajo los términos de una
exencion o alternativa solicitada hasta que la exencion o alternativa haya sido concedida. Puede
solicitar una prorroga de una exencion o alternativa mas alld de su fecha de expiracion, si la
hubiera.

(f) Documentacion. Si opera bajo los términos de una exencion o alternativa, debe mantener
documentacion de:

(1) la concesion de la exencion o alternativa por parte de la FDA, y

(2) La fecha en la que comenz6 a operar bajo los términos de la exencion o alternativa.

(g) Emision de una exencion o alternativa por parte del Director. En una emergencia de salud
publica, el Director puede emitir una exencion o alternativa a cualquier requisito de la parte
1271. El Director puede emitir una exencion o alternativa bajo esta seccion si la exencion o
alternativa es necesaria para asegurar que ciertos HCT/P estaran disponibles en un lugar
especifico para responder a una necesidad inmediata no anticipada de esos HCT/P.

§ 1271.160 Establecimiento y mantenimiento de un programa de calidad.

(a) Generalidades. Si usted es un establecimiento que realiza cualquier paso en la fabricacion de
HCT/Ps, debe establecer y mantener un programa de calidad destinado a prevenir la




introduccion, transmision o propagacion de enfermedades transmisibles a través de la fabricacion
y uso de HCT/Ps. El programa de calidad debe ser apropiado para los HCT/P especificos
fabricados y los pasos de fabricacion realizados. El programa de calidad debe abordar todos los
requisitos basicos del CGTP enumerados en § 1271.150(b).

(b) Funciones. Las funciones del programa de calidad deben incluir:

(1) Establecer y mantener procedimientos apropiados relativos a los requisitos basicos de la
CGTP, y garantizar el cumplimiento de los requisitos de § 1271.180 con respecto a dichos
procedimientos, incluyendo su examen, aprobacion y revision;

(2) Garantizar que existan procedimientos para recibir, investigar, evaluar y documentar la
informacion relativa a los requisitos basicos del CGTP, incluidas las quejas, y para compartir
cualquier informacion relativa a la posible contaminacion del HCT/P o al potencial de
transmision de una enfermedad contagiosa por parte del HCT/P con los siguientes

(1) Otros establecimientos de los que se sepa que han recuperado HCT/P del mismo donante;

(i1) Otros establecimientos de los que se sepa que han realizado etapas de fabricacién con
respecto al mismo HCT/P; y

(ii1) En relacion con los destinatarios, en el caso de que dicha informacion se reciba después de
que el HCT/P se haya puesto a disposicion para su distribucion, se haya enviado al destinatario o
se haya administrado al destinatario, los procedimientos deben incluir disposiciones para evaluar
el riesgo y el seguimiento adecuado, y evaluar el efecto que esta informacion tiene sobre el
HCT/P y para la notificacion de todas las entidades a las que se distribuy6 el HCT/P afectado, la
cuarentena y retirada del HCT/P, y/o la notificacion a la FDA, segin sea necesario.

(3) Garantizar que se adoptan y documentan, seglin sea necesario, las acciones correctivas
apropiadas en relacion con los requisitos basicos del CGTP, incluidas las nuevas auditorias de las
deficiencias. Debe verificar las acciones correctivas para asegurarse de que dichas acciones son
efectivas y cumplen con el CGTP. Cuando proceda, las acciones correctivas deben incluir tanto
acciones a corto plazo para solucionar el problema inmediato como acciones a largo plazo para
evitar que el problema se repita. La documentacion de las acciones correctivas debe incluir,
cuando proceda:

(1) Identificacion del HCT/P afectado y descripcion de su disposicion;

(i1) La naturaleza del problema que requiere una accion correctiva;

(i11) Una descripcion de la medida correctiva adoptada; y

(iv) La(s) fecha(s) de la accidn correctiva.

(4) Garantizar la formacion y educacion adecuadas del personal implicado en las actividades
relacionadas con los requisitos basicos del CGTP;

(5) Establecer y mantener los sistemas de vigilancia adecuados que sean necesarios para cumplir
los requisitos de esta subparte (por ejemplo, vigilancia medioambiental);

(6) Investigar y documentar las desviaciones HCT/P y las tendencias de las desviaciones HCT/P
relacionadas con los requisitos basicos del CGTP y elaborar informes si asi lo exige §
1271.350(b) u otras normativas aplicables. Cada investigacion debe incluir una revision y
evaluacion de la desviacion HCT/P, los esfuerzos realizados para determinar la causa y la
aplicacion de la(s) accion(es) correctiva(s) para abordar la desviacion HCT/P y evitar que se
repita.

(c) Auditorias. Debe realizar periddicamente, para su revision por la direccion, una auditoria de
calidad, tal y como se define en § 1271.3(gg), de las actividades relacionadas con los requisitos
basicos del CGTP.



(d) Ordenadores. Debe validar el rendimiento del software informatico para el uso previsto, asi
como el rendimiento de cualquier modificacion de dicho software para el uso previsto, si confia
en el software para cumplir los requisitos basicos del CGTP y si el software es un software
personalizado o es un software disponible en el mercado que ha sido personalizado o
programado (incluido el software programado para realizar un calculo o tabla definidos por el
usuario) para realizar una funcion relacionada con los requisitos basicos del CGTP. Debe
verificar el rendimiento del resto del software para el uso previsto si confia en ¢l para cumplir los
requisitos basicos del CGTP. Debe aprobar y documentar estas actividades y resultados antes de
su implementacion.

§ 1271.170 Personal.

(a) Generalidades. Debe disponer de personal suficiente para garantizar el cumplimiento de los
requisitos de esta parte.

(b) Desempeiio competente de las funciones. Debe disponer de personal con la educacion,
experiencia y formacion necesarias para garantizar un desempefio competente de las funciones
que se le asignen. El personal debe realizar inicamente aquellas actividades para las que esté
cualificado y autorizado.

(c) Formacion. Debe formar a todo el personal, y reciclarlo cuando sea necesario, para que
desempefie adecuadamente las responsabilidades que le han sido asignadas.

§ 1271.180 Procedimientos.

(a) Generalidades. Debe establecer y mantener procedimientos apropiados para cumplir los
requisitos basicos del CGTP para todos los pasos que realice en la fabricacion de HCT/Ps. Debe
disefiar estos procedimientos para prevenir circunstancias que aumenten el riesgo de
introduccion, transmision o propagacion de enfermedades transmisibles a través del uso de
HCT/Ps.

(b) Revision y aprobacion. Antes de su aplicacion, una persona responsable debera revisar y
aprobar estos procedimientos.

(c) Disponibilidad. Estos procedimientos deben estar facilmente disponibles para el personal de
la zona en la que se realicen las operaciones a las que se refieren, o en una zona cercana si dicha
disponibilidad no es practica.

(d) Procedimientos estandar. Si adopta procedimientos estandar actuales de otra organizacion,
debe verificar que los procedimientos cumplen los requisitos de esta parte y son apropiados para
sus operaciones.

§ 1271.190 Instalaciones.

(a) Generalidades. Toda instalacion utilizada en la fabricacion de HCT/P debe ser de tamafio,
construccion y ubicacion adecuados para evitar la contaminacion de los HCT/P con agentes de
enfermedades transmisibles y para garantizar una manipulacion ordenada de los HCT/P sin
mezclas. Debe mantener las instalaciones en buen estado de conservacién. Debe proporcionar
iluminacion, ventilacion, fontaneria, drenaje y acceso a lavabos y retretes adecuados para evitar
la introduccion, transmision o propagacion de enfermedades transmisibles.

(b) Limpieza y saneamiento de las instalaciones.

(1) Debe mantener cualquier instalacion utilizada en la fabricacion de HCT/P de forma limpia,
sanitaria y ordenada, para evitar la introduccion, transmision o propagacion de enfermedades
contagiosas.

(2) Debe eliminar las aguas residuales, la basura y otros desechos de forma oportuna, segura e
higiénica.




(c) Operaciones. Debe dividir una instalacion utilizada en la fabricacion de HCT/P en areas
separadas o definidas de tamafio adecuado para cada operacion que tenga lugar en la instalacion,
o debe establecer y mantener otros sistemas de control para evitar el etiquetado incorrecto, las
mezclas, la contaminacion, la contaminacion cruzada y la exposicion accidental de los HCT/P a
agentes de enfermedades transmisibles.

(d) Procedimientos y registros.

(1) Debe establecer y mantener procedimientos para la limpieza y saneamiento de las
instalaciones con el proposito de prevenir la introduccion, transmision o propagacion de
enfermedades contagiosas. Estos procedimientos deben asignar la responsabilidad del
saneamiento y deben describir con suficiente detalle los métodos de limpieza que se utilizaran y
el calendario de limpieza de la instalacion.

(2) Debe documentar y mantener registros de todas las actividades de limpieza y saneamiento
realizadas para prevenir la contaminacion de los HCT/P. Debe conservar dichos registros 3 afios
después de su creacion.

§ 1271.195 Control y seguimiento medioambiental.

(a) Control medioambiental. Cuando pueda esperarse razonablemente que las condiciones
ambientales provoquen la contaminacion o la contaminacion cruzada de los HCT/P o del equipo,
o la exposicion accidental de los HCT/P a agentes de enfermedades transmisibles, debe controlar
adecuadamente las condiciones ambientales y proporcionar las condiciones adecuadas para las
operaciones. Cuando proceda, debe prever las siguientes actividades o sistemas de control:

(1) Controles de temperatura y humedad,

(2) Ventilacion y filtracion de aire;

(3) Limpieza y desinfeccion de salas y equipos para garantizar las operaciones de procesamiento
aseptico; y

(4) Mantenimiento del equipo utilizado para controlar las condiciones necesarias para las
operaciones de procesamiento aséptico.

(b) Inspecciones. Debe inspeccionar cada sistema de control medioambiental periodicamente
para verificar que el sistema, incluido el equipo necesario, es adecuado y funciona
correctamente. Debe tomar las medidas correctivas apropiadas segiin sea necesario.

(c) Vigilancia medioambiental. Debe vigilar las condiciones ambientales alli donde pueda
esperarse razonablemente que las condiciones ambientales provoquen la contaminacion o la
contaminacion cruzada de los HCT/P o del equipo, o la exposicion accidental de los HCT/P a
agentes de enfermedades transmisibles. Cuando proceda, deberd realizar un seguimiento
medioambiental para detectar microorganismos.

(d) Registros. Debe documentar y mantener registros de las actividades de control y seguimiento
medioambiental.

§ 1271.200 Equipamiento.

(a) Generalidades. Para prevenir la introduccion, transmision o propagacion de enfermedades
contagiosas, el equipo utilizado en la fabricaciéon de HCT/P debe tener un disefio apropiado para
su uso y debe estar convenientemente ubicado e instalado para facilitar las operaciones,
incluyendo la limpieza y el mantenimiento. Cualquier equipo automatizado, mecanico,
electrénico o de otro tipo utilizado para la inspeccion, medicion o prueba de acuerdo con esta
parte debe ser capaz de producir resultados validos. Debe limpiar, desinfectar y mantener el
equipo de acuerdo con los programas establecidos.

(b) Procedimientos y horarios. Debe establecer y mantener procedimientos de limpieza,
desinfeccion y mantenimiento de los equipos para evitar fallos de funcionamiento,




contaminacion o contaminacion cruzada, exposicion accidental de los HCT/P a agentes de
enfermedades transmisibles y otros sucesos que razonablemente podrian dar lugar a la
introduccion, transmision o propagacion de enfermedades transmisibles.

(¢) Calibracion de equipos. Cuando proceda, debera calibrar rutinariamente, de acuerdo con los
procedimientos y calendarios establecidos, todos los equipos automatizados, mecénicos,
electrénicos o de otro tipo utilizados para la inspeccion, medicioén y ensayo de acuerdo con esta
parte.

(d) Inspecciones. Debe inspeccionar rutinariamente el equipo para comprobar su limpieza,
saneamiento y calibracion, y para garantizar el cumplimiento de los programas aplicables de
mantenimiento del equipo.

(e) Registros. Debe documentar y mantener registros de todas las actividades de mantenimiento,
limpieza, desinfeccion, calibracion y de otro tipo del equipo realizadas de acuerdo con esta
seccion. Debe exhibir los registros de las actividades recientes de mantenimiento, limpieza,
desinfeccion, calibracion y otras actividades en cada pieza del equipo o cerca de ella, o poner los
registros facilmente a disposicion de las personas responsables de realizar estas actividades y del
personal que utiliza el equipo. Debe mantener registros del uso de cada pieza del equipo,
incluyendo la identificacion de cada HCT/P fabricado con ese equipo.

§ 1271.210 Suministros y reactivos.

(a) Verificacion. No debe utilizar suministros y reactivos hasta que se haya verificado que
cumplen las especificaciones disefiadas para prevenir circunstancias que aumenten el riesgo de
introduccion, transmision o propagacion de enfermedades transmisibles. La verificacion puede
ser realizada por el establecimiento que utiliza el suministro o reactivo, o por el vendedor del
suministro o reactivo.

(b) Reactivos. Los reactivos utilizados en el procesamiento y la conservacion de los HCT/P
deben ser estériles, cuando proceda.

(¢) Reactivos propios. Debe validar y/o verificar los procesos utilizados para la produccion de
reactivos internos.

(d) Registros. Debe mantener los siguientes registros relativos a los suministros y reactivos:

(1) Registros de la recepcion de cada suministro o reactivo, incluyendo el tipo, la cantidad, el
fabricante, el nimero de lote, la fecha de recepcion y la fecha de caducidad;

(2) Registros de la verificacion de cada suministro o reactivo, incluidos los resultados de las
pruebas o, en caso de verificacion por el vendedor, un certificado de anélisis del vendedor; y

(3) Registros del lote de suministro o reactivo utilizado en la fabricacion de cada HCT/P.

§ 1271.215 Recuperacién.

Si usted es un establecimiento que recupera HCT/P, debe recuperar cada HCT/P de una manera
que no cause contaminacion o contaminacion cruzada durante la recuperacion, o que de otra
manera aumente el riesgo de introduccion, transmision o propagacion de enfermedades
contagiosas a través del uso del HCT/P.

§ 1271.220 Procesamiento y controles del proceso.

(a) Generalidades. Si usted es un establecimiento que procesa HCT/P, debe procesar cada HCT/P
de manera que no cause contaminacion o contaminacion cruzada durante el procesamiento, y que
evite la introduccidn, transmision o propagacion de enfermedades contagiosas a través del uso
del HCT/P.

(b) Puesta en comun. Las células o tejidos humanos procedentes de dos o mas donantes no deben
agruparse (ponerse en contacto fisico o mezclarse en un mismo recipiente) durante la
fabricacion.




(c) Control y pruebas durante el proceso. Debe asegurarse de que se cumplen los requisitos
especificados, coherentes con el parrafo (a) de esta seccion, para los controles durante el proceso,
y de que cada HCT/P en proceso se controla hasta que se hayan completado la inspeccion y los
ensayos requeridos u otras actividades de verificacion, o se hayan recibido y documentado las
aprobaciones necesarias. El muestreo de los HCT/P en proceso debe ser representativo del
material a evaluar.

(d) Duramadre.

(1) Cuando exista un proceso validado y publicado que reduzca el riesgo de encefalopatia
espongiforme transmisible, debera utilizar este proceso para la duramadre (o un proceso
equivalente que haya validado), a menos que seguir este proceso afecte negativamente a la
utilidad clinica de la duramadre.

(2) Cuando utilice un proceso validado publicado, debera verificar dicho proceso en su
establecimiento.

§ 1271.225 Cambios en el proceso.

Cualquier cambio en un proceso debe ser verificado o validado de acuerdo con § 1271.230, para
asegurar que el cambio no crea un impacto adverso en otra parte de la operacion, y debe ser
aprobado antes de su aplicacion por una persona responsable con conocimientos y experiencia
adecuados. Debe comunicar los cambios aprobados al personal adecuado de manera oportuna.

§ 1271.230 Validacidn del proceso.

(a) Generalidades. Cuando los resultados del procesamiento descrito en § 1271.220 no puedan
verificarse completamente mediante inspecciones y pruebas posteriores, deberd validar y aprobar
el proceso de acuerdo con los procedimientos establecidos. Las actividades de validacion y los
resultados deben documentarse, incluyendo la fecha y la firma de la(s) persona(s) que aprueba(n)
la validacion.

(b) Representacion escrita. Cualquier representacion escrita de que sus métodos de
procesamiento reducen el riesgo de transmision de enfermedades transmisibles por un HCT/P,
incluyendo pero no limitandose a, una representacion de esterilidad o inactivacioén de patogenos
de un HCT/P, debe basarse en un proceso totalmente verificado o validado.

(c) Cambios. Cuando se produzcan cambios en un proceso validado sujeto al parrafo (a) de esta
seccion, debe revisar y evaluar el proceso y realizar la revalidacion cuando proceda. Debe
documentar estas actividades.

§ 1271.250 Controles de etiquetado.

(a) Generalidades. Debe establecer y mantener procedimientos para controlar el etiquetado de
los HCT/P. Debe disefiar estos procedimientos para garantizar la correcta identificacion del
HCT/P y evitar confusiones.

(b) Verificacion. Los procedimientos deben incluir la verificacion de la exactitud, legibilidad e
integridad de la etiqueta.

(c) Requisitos de etiquetado. Los procedimientos deben garantizar que cada HCT/P esté
etiquetado de acuerdo con todos los requisitos de etiquetado aplicables, incluidos los de §§
1271.55, 1271.60, 1271.65, 1271.90, 1271.290 y 1271.370, y que cada HCT/P puesto a
disposicion para su distribucion vaya acompanado de la documentacion de la determinacion de
elegibilidad del donante, tal y como se exige en § 1271.55.

§ 1271.260 Almacenamiento.

(a) Control de las zonas de almacenamiento. Debe controlar sus zonas de almacenamiento y
almacenes para evitar:

(1) Mezclas, contaminacion y contaminacion cruzada de HCT/P, suministros y reactivos, y




(2) Que un HCT/P se ponga indebidamente a disposicion para su distribucion.

(b) Temperatura. Debe almacenar los HCT/P a una temperatura adecuada.

(c) Fecha de caducidad. Cuando proceda, debera asignar una fecha de caducidad a cada HCT/P
basandose en los siguientes factores:

(1) Tipo HCT/P;

(2) Procesamiento, incluido el método de conservacion;

(3) Condiciones de almacenamiento; y

(4) Envasado.

(d) Accion correctiva. Debe tomar y documentar las acciones correctivas siempre que no se
cumplan las condiciones adecuadas de almacenamiento.

(e) Limites de temperatura aceptables. Debe establecer limites de temperatura aceptables para el
almacenamiento de HCT/Ps en cada paso del proceso de fabricacion para inhibir el crecimiento
de agentes infecciosos. Debe mantener y registrar las temperaturas de almacenamiento de los
HCT/P. Debe revisar periddicamente las temperaturas registradas para asegurarse de que las
temperaturas han estado dentro de los limites aceptables.

§ 1271.265 Recepciodn, envio previo a la distribucion y distribucion de un HCT/P.

(a) Recepcion. Debe evaluar cada HCT/P entrante para determinar la presencia y la importancia
de los microorganismos e inspeccionarlo en busca de dafios y contaminacioén. Debe determinar si
acepta, rechaza o pone en cuarentena cada HCT/P entrante, basandose en criterios
preestablecidos disefiados para prevenir la transmision de enfermedades contagiosas.

(b) Envio previo a la distribucion. Si envia un HCT/P dentro de su establecimiento o entre
establecimientos (por ejemplo, de comprador a procesador) y el HCT/P no esta disponible para
su distribucidon como se describe en el parrafo (c) de esta seccion, primero debe determinar y
documentar si se han cumplido los criterios preestablecidos disefiados para prevenir la
transmision de enfermedades contagiosas, y debe enviar el HCT/P en cuarentena.

(¢) Disponibilidad para la distribucion.

(1) Antes de hacer que un HCT/P est¢ disponible para su distribucion, debe revisar los registros
de fabricacion y seguimiento relativos al HCT/P y, basandose en esa revision de registros, debe
verificar y documentar que se han cumplido los criterios de liberacion. Una persona responsable
debe documentar y fechar la determinacién de que un HCT/P esta disponible para su
distribucion.

(2) No debe poner a disposicion para su distribucion un HCT/P que esté en cuarentena, esté
contaminado, se haya recuperado de un donante que se haya determinado que no es elegible o
para el que no se haya completado una determinacion de elegibilidad del donante (excepto segun
lo dispuesto en §§ 1271.60, 1271.65 y 1271.90), o que de otro modo no cumpla los criterios de
liberacion disefiados para prevenir la transmision de enfermedades contagiosas.

(3) No debe poner a disposicion para su distribucion ningin HCT/P fabricado apartandose de un
procedimiento pertinente para prevenir los riesgos de transmision de enfermedades transmisibles,
a menos que una persona responsable haya determinado que la desviacién no aumenta el riesgo
de enfermedad transmisible por el uso del HCT/P. Debe registrar y justificar cualquier desviacion
de un procedimiento en el momento en que se produzca.

(d) Embalaje y envio. Los contenedores de embalaje y envio deben estar disefiados y construidos
para proteger el HCT/P de la contaminacion. Para cada tipo de HCT/P, debe establecer las
condiciones de envio apropiadas que deben mantenerse durante el transito.




(e) Procedimientos. Debe establecer y mantener procedimientos, incluyendo criterios de
liberacion, para las actividades de los parrafos (a) a (d) de esta seccion. Debe documentar estas
actividades. La documentacion debe incluir:

(1) Identificacion del HCT/P y del establecimiento que lo suministro;

(2) Actividades realizadas y resultados de cada actividad;

(3) Fecha(s) de la actividad;

(4) Cantidad de HCT/P objeto de la actividad; y

(5) Disposicion del HCT/P (por ejemplo, identidad del destinatario).

(f) Devolucion al inventario. Debe establecer y mantener procedimientos para determinar si un
HCT/P que es devuelto a su establecimiento es apto para ser devuelto al inventario.

§ 1271.270 Registros.

(a) Generalidades. Debe mantener registros simultdneamente con la realizacion de cada paso
requerido en esta subparte y en la subparte C de esta parte. Cualquier requisito de esta parte de
que se documente una accion implica la creacion de un registro, que esta sujeto a los requisitos
de esta seccion. Todos los registros deben ser precisos, indelebles y legibles. Los registros deben
identificar a la persona que realiza el trabajo y las fechas de las distintas entradas, y deben ser tan
detallados como sea necesario para proporcionar un historial completo del trabajo realizado y
relacionar los registros con el HCT/P concreto implicado.

(b) Sistema de gestion de registros. Debe establecer y mantener un sistema de gestion de
registros relativo a los requisitos basicos del CGTP. Segun este sistema, los registros relativos a
un determinado HCT/P deben mantenerse de forma que se facilite la revision del historial del
HCT/P antes de ponerlo a disposicion para su distribucion vy, si fuera necesario, con posterioridad
a la liberacion del HCT/P como parte de una evaluacion o investigacion de seguimiento. Los
registros pertinentes a la fabricacion de HCT/Ps (por ejemplo, procedimientos de etiquetado y
envasado, y registros de equipos) también deben ser mantenidos y organizados bajo el sistema de
gestion de registros. Si los registros se mantienen en mas de una ubicacion, el sistema de gestion
de registros debe estar disefiado para garantizar la rapida identificacion, localizacion y
recuperacion de todos los registros.

(c) Métodos de conservacion. Puede conservar los registros exigidos en esta subparte
electronicamente, como registros originales en papel o como copias auténticas, como fotocopias,
microfichas o microfilmes. Los equipos necesarios para que los registros estén disponibles y sean
legibles, como los equipos informaticos y lectores, deben estar facilmente disponibles. Debe
hacerse una copia de seguridad de los registros almacenados en sistemas electronicos.

(d) Duracion de la conservacion. Debe conservar todos los registros durante 10 afos después de
su creacion, a menos que se indique lo contrario en esta parte. Sin embargo, debe conservar los
registros relativos a un HCT/P concreto al menos 10 afios después de la fecha de su
administracion o, si se desconoce la fecha de administracion, al menos 10 afios después de la
fecha de distribucion, eliminacion o caducidad del HCT/P, la que sea mas tardia. Debe conservar
los registros de las muestras archivadas de duramadre durante 10 afios después de la disposicion
adecuada de las muestras.

(e) Contratos y acuerdos. Debe mantener el nombre y la direccion y una lista de las
responsabilidades de cualquier establecimiento que realice una fase de fabricacion para usted.
Esta informacion debe estar disponible durante una inspeccion realizada segiin § 1271.400.

§ 1271.290 Seguimiento.

(a) Generalidades. Si realiza cualquier paso en la fabricacion de un HCT/P en el que manipule el
HCT/P, debe realizar un seguimiento de cada uno de dichos HCT/P de acuerdo con esta seccion,




para facilitar la investigacion de la transmision real o sospechada de enfermedades transmisibles
y tomar las medidas correctivas adecuadas y oportunas.

(b) Sistema de seguimiento HCT/P.

(1) Debe establecer y mantener un sistema de seguimiento de HCT/P que permita el seguimiento
de todos los HCT/P de:

(1) El donante al destinatario o disposicion final; y

(i1) El destinatario o la disposicion final al donante.

(2) Alternativamente, si usted es un establecimiento que realiza algunos, pero no todos los pasos
en la fabricacion de un HCT/P en el que usted manipula el HCT/P, puede participar en un sistema
de seguimiento del HCT/P establecido y mantenido por otro establecimiento responsable de otros
pasos en la fabricacion del mismo HCT/P, siempre que el sistema de seguimiento cumpla con
todos los requisitos de esta seccion.

(c) Codigo de identificacion distintivo. Como parte de su sistema de seguimiento, debe
asegurarse de: Que a cada HCT/P que fabrique se le asigne y etiquete un cédigo de identificacion
distinto, por ejemplo, alfanumérico, que relacione el HCT/P con el donante y con todos los
registros relativos al HCT/P; y que el etiquetado incluya informacion disefiada para facilitar un
seguimiento eficaz, utilizando el codigo de identificacion distinto, del donante al receptor y del
receptor al donante. Excepto en los casos descritos en § 1271.55(a)(1), usted debe crear dicho
codigo especificamente para el seguimiento, y no puede incluir el nombre, el nimero de la
seguridad social o el numero de historia clinica de un individuo. Puede adoptar un codigo de
identificacion distinto asignado por otro establecimiento que participe en el proceso de
fabricacion, o puede asignar un c6digo nuevo. Si asigna un nuevo codigo a un HCT/P, debe
establecer y mantener procedimientos para relacionar el nuevo cédigo con el antiguo.

(d) Seguimiento desde el destinatario hasta el donante. Como parte de su sistema de seguimiento,
debe establecer y mantener un método para registrar el cédigo de identificacion distintivo y el
tipo de cada HCT/P distribuido a un destinatario para permitir el seguimiento desde el
destinatario hasta el donante.

(e) Seguimiento desde el donante hasta el destinatario o disposicion final. Como parte de su
sistema de seguimiento, debe establecer y mantener un método para documentar la disposicion
de cada uno de sus HCT/P, para permitir el seguimiento desde el donante hasta el destinatario o
la disposicion final. La informacion que mantenga debe permitir la rapida identificacion del
destinatario del HCT/P, si lo hubiera.

(f) Consignatarios. En el momento de la distribucion de un HCT/P a un consignatario, o antes,
debe informar por escrito al consignatario de los requisitos de esta seccion y del sistema de
seguimiento que ha establecido y mantiene para cumplir con estos requisitos.

(g) Requisitos especificos para los donantes de duramadre. Debe archivar las muestras
apropiadas de cada donante de duramadre, en las condiciones de almacenamiento apropiadas y
durante el tiempo apropiado, para permitir el andlisis del material archivado en busca de
evidencias de encefalopatia espongiforme transmisible, y para permitir la disposicién apropiada
de cualquier tejido de duramadre afectado no administrado, si fuera necesario.

[69 FR 68681, 24 de noviembre de 2004, modificado en 70 FR 29952, 25 de mayo de 2005].

§ 1271.320 Expediente de denuncia.

(a) Procedimientos. Debe establecer y mantener procedimientos para la revision, evaluacion y
documentacioén de las reclamaciones, tal y como se definen en § 1271.3(aa), en relacion con los
requisitos basicos de las buenas practicas tisulares actuales (CGTP), y la investigacion de las
reclamaciones, seglin proceda.




(b) Archivo de quejas. Debera mantener un registro de las quejas que reciba en un archivo
designado para las quejas. El archivo de quejas debe contener suficiente informacion sobre cada
queja para su adecuada revision y evaluacion (incluyendo el codigo de identificacion distintivo
del HCT/P objeto de la queja) y para determinar si la queja es un hecho aislado o representa una
tendencia. Debe poner el expediente de la queja a disposicion de la FDA para su revision y copia
a peticion de la misma.

(c) Revision y evaluacion de las quejas. Debe revisar y evaluar cada queja relacionada con los
requisitos basicos del CGTP para determinar si la queja esta relacionada con una desviacion del
HCT/P o con una reaccidn adversa, y para determinar si se requiere un informe segun § 1271.350
u otra normativa aplicable. Tan pronto como sea practico, debe revisar, evaluar e investigar cada
queja que represente un acontecimiento que deba notificarse a la FDA, tal y como se describe en
§ 1271.350. Debe revisar y evaluar una queja relacionada con los requisitos basicos del CGTP
que no represente un suceso que deba notificarse para determinar si es necesaria una
investigacion; una investigacion puede incluir la remision de una copia de la queja a otro
establecimiento que haya realizado pasos de fabricacion pertinentes a la queja. Cuando no se
realice ninguna investigacion, debe mantener un registro que incluya la razon por la que no se
realiz6 ninguna investigacion y el nombre de la persona o personas responsables de la decision
de no investigar.

Subparte E - Requisitos adicionales para los establecimientos descritos en § 1271.10

Fuente: 69 FR 68686, 24 de noviembre de 2004, salvo que se indique lo contrario.

§ 1271.330 Aplicabilidad.

Las disposiciones establecidas en esta subparte estan siendo implementadas para los HCT/P no
reproductivos descritos en § 1271.10 y regulados unicamente bajo la seccion 361 de la Ley del
Servicio de Salud Publica y las regulaciones de esta parte, y para los establecimientos que
fabrican dichos HCT/P. Los HCT/P que son medicamentos o dispositivos regulados bajo la ley, o
son productos biologicos regulados bajo la seccion 351 de la Ley de Servicio de Salud Publica,
no estan sujetos a las regulaciones establecidas en esta subparte.

§ 1271.350 Presentacion de informes.

(a) Notificaciones de reacciones adversas.

(1) Debe investigar cualquier reaccion adversa que implique una enfermedad transmisible
relacionada con un HCT/P que haya puesto a disposicion para su distribucion. Debe informar a la
FDA de una reaccion adversa que implique una enfermedad transmisible si:

(1) Es mortal;

(i1) Ponga en peligro su vida;

(ii1) Produzca un deterioro permanente de una funcion corporal o un dafio permanente en la
estructura corporal; o

(iv) Necesite una intervencion médica o quirdrgica, incluida la hospitalizacion.

(2) Debe presentar cada informe en un formulario FDA-3500A a la direccion indicada en el
parrafo (a)(5) de esta seccion en un plazo de 15 dias naturales a partir de la recepcion inicial de
la informacion.

(3) Debe, tan pronto como sea practico, investigar todas las reacciones adversas que sean objeto
de estos informes de 15 dias y debe presentar informes de seguimiento en un plazo de 15 dias
naturales a partir de la recepcion de nueva informacion o segun lo solicite la FDA. Si no se
puede obtener informacion adicional, se podra exigir un informe de seguimiento que describa
brevemente los pasos dados para buscar informacion adicional y las razones por las que no se
pudo obtener.




(4) Puede obtener copias del formulario de notificacion (FDA-3500A) en el Centro de
Evaluacion e Investigacion Bioldgica (véase la direccion en el parrafo (a)(5) de esta seccion).
Puede obtener el formulario electronico FDA-3500A en http://www.fda.gov/medwatch o en
http://www.hhs.gov/forms.

(5) Debe presentar dos copias de cada informe descrito en este parrafo a la Administracion de
Alimentos y Medicamentos, Centro de Evaluacion e Investigacion Biologica, Centro de Control
de Documentos, 10903 New Hampshire Ave., Bldg. 71, Rm. G112, Silver Spring, MD 20993-
0002. La FDA puede eximir del requisito de la segunda copia en circunstancias apropiadas.

(b) Informes de desviaciones HCT/P.

(1) Debe investigar todas las desviaciones HCT/P relacionadas con un HCT/P distribuido para el
que haya realizado un paso de fabricacion.

(2) Debe informar de cualquier desviacion HCT/P de este tipo relacionada con los requisitos
basicos del CGTP, si la desviacion HCT/P se produjo en sus instalaciones o en unas instalaciones
que realizaron un paso de fabricacion para usted bajo contrato, acuerdo u otro arreglo. Cada
informe debe contener una descripcion de la desviacion HCT/P, informacion relevante sobre el
suceso y la fabricacion del HCT/P implicado, e informacion sobre todas las medidas de
seguimiento que se hayan tomado o se vayan a tomar en respuesta a la desviacion HCT/P (por
ejemplo, retiradas).

(3) Debe informar de cada una de estas desviaciones HCT/P relacionadas con un requisito basico
del CGTP en el formulario FDA 3486 en un plazo de 45 dias a partir del descubrimiento del
suceso, ya sea electronicamente utilizando la aplicacion electronica basada en la Web del Centro
de Evaluacion e Investigacion de Productos Biologicos o por correo a la Administracion de
Alimentos y Medicamentos, Centro de Evaluacion e Investigacion de Productos Bioldgicos,
Centro de Control de Documentos, 10903 New Hampshire Ave., Bldg. 71, Rm. G112, Silver
Spring, MD 20993-0002.

[69 FR 68686, 24 de noviembre de 2004, modificado en 80 FR 18095, 3 de abril de 2015].

§ 1271.370 Etiquetado.

Los siguientes requisitos se aplican ademas de los §§ 1271.55, 1271.60, 1271.65 y 1271.90:

(a) Debe etiquetar cada HCT/P puesto a disposicion para su distribucion de forma clara y precisa.
(b) La siguiente informacion debe aparecer en la etiqueta del HCT/P:

(1) Codigo de identificacion distintivo fijado al contenedor HCT/P, y asignado de acuerdo con §
1271.290(c);

(2) Descripcion del tipo de HCT/P;

(3) Fecha de caducidad, en su caso; y

(4) Advertencias requeridas bajo § 1271.60(d)(2), § 1271.65(b)(2), o § 1271.90(¢), si son
aplicables y fisicamente posibles. Si no es fisicamente posible incluir estas advertencias en la
etiqueta, las advertencias deben, en su lugar, acompanar al HCT/P.

(c) La siguiente informacion debe aparecer en la etiqueta del HCT/P o acompaiar al HCT/P:

(1) Nombre y direccion del establecimiento que determina que el HCT/P cumple los criterios de
liberacion y pone el HCT/P a disposicion para su distribucion;

(2) Temperatura de almacenamiento;

(3) Otras advertencias, en su caso; y

(4) Instrucciones de uso cuando estén relacionadas con la prevencion de la introduccion,
transmision o propagacion de enfermedades contagiosas.

[69 FR 68686, 24 de noviembre de 2004, modificado en 70 FR 29952, 25 de mayo de 2005; 81
FR 40518, 22 de junio de 2016].




Subparte F - Inspeccion y cumplimiento de los establecimientos descritos en § 1271.10

Fuente: 69 FR 68687, 24 de noviembre de 2004, salvo que se indique lo contrario.

§ 1271.390 Aplicabilidad.

Las disposiciones establecidas en esta subparte son aplicables unicamente a los HCT/P descritos
en § 1271.10 y regulados exclusivamente bajo la seccion 361 de la Ley del Servicio de Salud
Publica y las regulaciones de esta parte, y a los establecimientos que fabrican dichos HCT/P. Los
HCT/P que son medicamentos o dispositivos regulados por la ley, o son productos biologicos
regulados por la seccion 351 de la Ley del Servicio de Salud Publica, no estan sujetos a las
regulaciones establecidas en esta subparte.

§ 1271.400 Inspecciones.

(a) Si usted es un establecimiento que fabrica HCT/Ps descritos en § 1271.10, sea o no bajo
contrato, debe permitir a la Administracion de Alimentos y Medicamentos (FDA) inspeccionar
cualquier lugar de fabricacion en cualquier momento y de forma razonable para determinar el
cumplimiento de las disposiciones aplicables de esta parte. La inspeccion se llevara a cabo seglin
sea necesario a juicio de la FDA y puede incluir su establecimiento, instalaciones, equipos,
materiales acabados y no acabados, envases, procesos, HCT/Ps, procedimientos, etiquetado,
registros, archivos, papeles y controles requeridos para ser mantenidos bajo la parte. La
inspeccion puede realizarse con o sin notificacion previa y normalmente se realizara durante el
horario laboral habitual.

(b) La frecuencia de la inspeccidén quedara a discrecion de la agencia.

(c) La FDA llamara a la persona mas responsable disponible en el momento de la inspeccion del
establecimiento y podra interrogar al personal del establecimiento segin sea necesario para
determinar el cumplimiento de las disposiciones de esta parte.

(d) Los representantes de la FDA pueden tomar muestras, pueden revisar y copiar cualquier
registro que deba llevarse en virtud de esta parte, y pueden utilizar otros medios apropiados para
registrar pruebas de observaciones durante las inspecciones realizadas en virtud de esta subparte.
(e) La divulgacion publica de registros que contengan el nombre u otra identificacion positiva de
donantes o receptores de HCT/Ps se tratara de acuerdo con los procedimientos de la FDA sobre
divulgacion de informacion, tal y como se establece en las partes 20 y 21 de este capitulo.

§ 1271.420 HCT/Ps ofrecidos para la importacion.

(a) Salvo lo dispuesto en los parrafos (¢) y (d) de esta seccion, cuando un HCT/P se ofrezca para
la importacion, el importador registrado debe notificar, ya sea antes o en el momento de la
importacion, al director del distrito de la Administracion de Alimentos y Medicamentos (FDA)
que tenga jurisdiccion sobre el puerto de entrada a través del cual el HCT/P se importa u ofrece
para la importacion, o el funcionario del distrito que el director designe para actuar en su nombre
en la administracion y aplicacion de esta parte, y deberd proporcionar informacion suficiente,
incluida la informacion presentada en el sistema de Entorno Comercial Automatizado (ACE) o
cualquier otro sistema de intercambio electronico de datos autorizado por la U.S. Customs and
Border Protection Agency, tal y como se exige en la parte 1, subparte D de este capitulo, para
que la FDA pueda tomar una decision de admisibilidad.

(b) Salvo lo dispuesto en los parrafos (c) y (d) de esta seccion, un HCT/P ofrecido para
importacion debe ser mantenido intacto por el importador o consignatario, bajo las condiciones
necesarias para prevenir la transmision de enfermedades contagiosas, hasta que la FDA tome una
decision de admisibilidad. El HCT/P puede ser transportado en cuarentena hasta el destinatario,
mientras el distrito de la FDA revisa la documentacion que acompaiia al HCT/P. Cuando la FDA




tome una decision sobre la admisibilidad del HCT/P, la FDA lo notificara al importador
registrado.

(c) Esta seccion no se aplica a los HCT/P reproductivos regulados Ginicamente bajo la seccion
361 de la Ley de Servicios de Salud Publica y las regulaciones de esta parte, y donados por una
pareja sexualmente intima del receptor para uso reproductivo.

(d) Esta seccion no se aplica a las células madre/progenitoras de sangre periférica reguladas
unicamente bajo la seccion 361 de la Ley de Servicios de Salud Publica y las regulaciones de
esta parte, excepto que los parrafos (a) y (b) de esta seccion se aplican cuando se den
circunstancias en las que dichas células madre/progenitoras de sangre periférica importadas
puedan presentar un riesgo irrazonable de transmision de enfermedades transmisibles que
indique la necesidad de revisar la informacion a la que se hace referencia en el parrafo (a) de esta
seccion.

[69 FR 68687, 24 de noviembre de 2004, modificado en 81 FR 85873, 29 de noviembre de
2016].

§ 1271.440 Ordenes de retencién, retirada, destruccion y cese de fabricacién.

(a) Al encontrar la agencia que existen motivos razonables para creer que un HCT/P es un HCT/P
infractor porque fue fabricado en violacion de las regulaciones de esta parte y, por lo tanto, las
condiciones de fabricacion del HCT/P no proporcionan las protecciones adecuadas contra los
riesgos de transmision de enfermedades contagiosas; o el HCT/P esté infectado o contaminado
de modo que es una fuente de infeccion peligrosa para los seres humanos; o un establecimiento
infringe las regulaciones de esta parte y, por lo tanto, no proporciona las protecciones adecuadas
contra los riesgos de transmision de enfermedades contagiosas, la Administracion de Alimentos y
Medicamentos (FDA) puede tomar una o mas de las siguientes medidas:

(1) Entregar a la persona que distribuy6 el HCT/P una orden por escrito de que el HCT/P sea
retirado y/o destruido, seglin proceda, y a las personas en posesion del HCT/P de que el HCT/P
debe ser retenido hasta que sea retirado por el distribuidor, destruido o eliminado segtn lo
acordado por la FDA, o se confirme la seguridad del HCT/P;

(2) Tomar posesion y/o destruir el HCT/P infractor; o

(3) Notificar al establecimiento una orden de cese de la fabricacion hasta que se haya logrado el
cumplimiento de los reglamentos de esta parte. Cuando la FDA determine que existen motivos
razonables para creer que existe un peligro para la salud, dicha orden sera efectiva
inmediatamente. En otras situaciones, dicha orden sera efectiva después de uno de los siguientes
acontecimientos, lo que ocurra mas tarde:

(i) Transcurso de 5 dias laborables desde la recepcion de la orden por parte del establecimiento; o
(1) Si el establecimiento solicita una audiencia de acuerdo con el parrafo (e) de esta seccion y la
parte 16 de este capitulo, una decision en, y de acuerdo con, esos procedimientos.

(b) Una orden escrita emitida conforme al parrafo (a) de esta seccion expondra con particularidad
los hechos que justifican la orden.

(c)

(1) Una orden escrita emitida conforme al parrafo (a)(1) de esta seccion dispondra
ordinariamente que el HCT/P sea recuperado y/o destruido en un plazo de 5 dias laborables a
partir de la fecha de recepcion de la orden. Tras la recepcion de una orden emitida en virtud del
parrafo (a)(1) de esta seccion, el establecimiento en posesion del HCT/P no debe distribuir o
disponer del HCT/P de ninguna manera, excepto para recuperar y/o destruir el HCT/P de acuerdo
con las disposiciones de la orden, bajo la supervision de la FDA.




(2) En lugar del parrafo (c)(1) de esta seccion, la persona que reciba la orden por escrito y la
FDA podran acordar otros arreglos para asegurar la correcta disposicion del HCT/P. Dichos
acuerdos pueden incluir, entre otros, proporcionar a la FDA registros u otra informacion escrita
que garantice adecuadamente que el HCT/P ha sido recuperado, procesado, almacenado y
distribuido de conformidad con esta parte y que, salvo lo dispuesto en §§ 1271.60, 1271.65 y
1271.90, se ha determinado que el donante de las células o tejidos para el HCT/P es elegible.

(d) Una orden escrita emitida bajo el parrafo (a)(3) de esta seccion especificara las regulaciones
con las que usted debe lograr el cumplimiento y ordinariamente especificara las operaciones
particulares cubiertas por la orden. Tras la recepcion de una orden en vigor emitida en virtud del
parrafo (a)(3) de esta seccion, no debera reanudar las operaciones sin la autorizacion previa por
escrito de la FDA.

(e) El destinatario de una orden emitida conforme a esta seccion puede solicitar una audiencia de
acuerdo con la parte 16 de este capitulo. Para solicitar una audiencia, el destinatario de la orden
escrita o el anterior poseedor de dicho HCT/P debera presentar la solicitud en un plazo de 5 dias
laborables a partir de la recepcion de una orden escrita de retencion, retirada, destruccion y/o
cese (o en un plazo de 5 dias laborables a partir de la posesion por parte de la agencia de un
HCT/P en virtud del parrafo (a)(2) de esta seccion), de conformidad con la parte 16 de este
capitulo. La orden de destruccion se mantendra en suspenso hasta que se resuelva la solicitud de
audiencia. Previa solicitud conforme a la parte 16 de este capitulo, la FDA ofrecera la
oportunidad de una audiencia acelerada para una orden de cese que no haya sido suspendida por
el Comisionado de Alimentos y Medicamentos.

(f) La FDA no emitird una orden para la destruccion de tejido reproductivo segun el parrafo
(a)(1) de esta seccidn, ni llevara a cabo ella misma dicha destruccion segln el parrafo (a)(2) de
esta seccion.




ANEXO F

Buenas practicas de fabricacidon actuales-Directrices para
medicamentos de uso humano
Instalaciones de externalizacion de compuestos
Segun la Seccidon 503B de la Ley FD&C
Directrices para la industria?

Este es un borrador de directriz creado por la Administracion de Alimentos vy
Medicamentos de EE.UU. (FDA o Agencia) sobre el tema de la elaboracién de compuestos
farmacéuticos. El propdsito de esta guia es proporcionar directrices sobre las mejores
practicas de las empresas para la fabricacion de cGMP en el ambito de la elaboracién de

compuestos farmacéuticos. Las empresas de preparacion de compuestos farmacéuticos
pueden optar por utilizar un enfoque alternativo si satisface los requisitos de los estatutos
y las regulaciones aplicables descritas en estas directrices. Para discutir un enfoque
alternativo, péngase en contacto con las autoridades de Prospera ZEDE.

Aunque este borrador de guia fue adaptado de la FDA de EE.UU. con el propésito de establecer las mejores
practicas con la produccién cGMP, la autoridad no es la FDA de EE.UU. Prospera contiene la autoridad para
todas las industrias reguladas que operan dentro de su jurisdicciéon ZEDE.

I. INTRODUCCION

Esta guia describe las politicas de la FDA en relacion con el cumplimiento de los requisitos de las
buenas practicas de fabricaciéon actuales (BPF) para las instalaciones que componen
medicamentos de uso humano y se registran en la FDA como instalaciones de subcontratacidn en
virtud de la seccion 503B de |a Ley Federal de Alimentos, Medicamentos y Cosméticos (Ley FD&C).
Segun la seccién 501(a)(2)(B) de la Ley FD&C, un medicamento se considera adulterado si no se
produce de acuerdo con las CGMP. Las normativas de la FDA relativas a los requisitos de las CGMP
para la preparacion de productos farmacéuticos se han establecido en 21 CFR partes 210y 211.
2La FDA tiene la intencién de promulgar normativas CGMP mds especificas para las instalaciones
de subcontrataciéon. Hasta que se promulguen estas normativas definitivas, las instalaciones de
subcontratacién estan sujetas a los requisitos CGMP de las partes 210 y 211. Esta orientacion
establece las condiciones bajo las cuales la FDA generalmente no tiene la intencién de tomar
medidas reglamentarias contra una instalacion de externalizacion en relacién con ciertos
requisitos de CGMP en las partes 210y 211 durante este periodo provisional. Esta orientacion se
aplica a los medicamentos compuestos de acuerdo con la seccion 503B. Ademas, esta orientacion

! Esta gufa ha sido preparada por multiples oficinas del Centro de Evaluacién e Investigacién de Medicamentos y en
cooperacién con la Oficina de Asuntos Regulatorios de la Administracion de Alimentos y Medicamentos.

2 Los productos farmacéuticos de tomografia por emisién de positrones (PET) estdn sujetos a las normas CGMP en
21 CFR parte 212 y no estan cubiertos por esta guia.



se aplica generalmente a los medicamentos que las instalaciones de externalizacion re envasan y
a los productos bioldgicos que las instalaciones de externalizacion mezclan, diluyen o re envasan
de acuerdo con la orientacidn pertinente para las instalaciones de externalizacién. 3

Esta guia refleja la intencién de la FDA de reconocer las diferencias entre las instalaciones de
subcontrataciéon y los fabricantes de medicamentos convencionales, manteniendo al mismo
tiempo las normas minimas necesarias para proteger a los pacientes de los riesgos de los
medicamentos compuestos contaminados o de calidad inferior.

Esta guia revisa el borrador de la guia Buenas prdcticas de fabricacion actuales - Guia provisional
para instalaciones externas de preparacion de medicamentos de uso humano segun la Seccion
503B de la Ley FD&C publicado en julio de 2014. La Revisidon 1 se desarrollé para (1) incluir
consideraciones para los productos farmacéuticos compuestos no estériles; (2) diferenciar entre
los requisitos aplicables a los productos farmacéuticos compuestos estériles y los productos
farmacéuticos compuestos no estériles cuando sea apropiado; (3) incluir cambios relativos a las
pruebas de estabilidad, incluida la asignacion de una fecha mas alla del uso (BUD) como fecha de
caducidad, y los requisitos de las pruebas de liberacion; y (4) abordar las muestras de reserva y
proporcionar orientacion sobre los “tiempos en uso”. La revision 2 perfecciona una descripcion
de las pruebas de eficacia antimicrobiana en la seccién IIl.K. y aclara que la seccidn C del apéndice
B no se aplica a los medicamentos acuosos no estériles no conservados.

En general, los documentos de orientacion de la FDA no establecen responsabilidades legalmente
exigibles. En su lugar, las directrices describen el pensamiento actual de la Agencia sobre un tema
y deben considerarse sélo como recomendaciones, a menos que se citen requisitos
reglamentarios o estatutarios especificos. El uso de la palabra deberia en las directrices de la
Agencia significa que se sugiere o recomienda algo, pero no se exige.

II. CGMP PARA INSTALACIONES DE SUBCONTRATACION

A. Actividades de garantia de calidad

Las actividades de garantia de calidad son necesarias para asegurar que se siguen los procedimientos
y que se produce un medicamento de calidad (véanse, por ejemplo, §§ 211.22, 211.180, 211.192,
211.198). La Parte 211 (véase, por ejemplo, § 211.22) exige que los productores de medicamentos
establezcan una unidad de control de calidad para supervisar diversos aspectos de la produccion,
incluida la resistencia, asi como las actividades de garantia de esterilidad para los productos estériles y
de calidad microbiolégica para los productos no estériles.

3 véanse las guias para la industria Re envasado de determinados medicamentos de uso humano por parte de
farmacias y centros de subcontratacion y Mezcla, dilucion o re envasado de productos bioldgicos fuera del dmbito
de una solicitud de licencia biolégica aprobada (guia Bioldgicos). En la medida en que las politicas de la guia
Biologics difieran de esta guia (por ejemplo, las condiciones relativas a la asignacién de una fecha de caducidad a
los productos biolégicos re envasados en funcién de las pruebas de estabilidad), se aplicaran las politicas descritas
en la guia Biologics. La FDA actualiza las orientaciones periddicamente. Para obtener la version mas reciente de
una guia, consulte la pagina web de guias de la FDA en https://www.fda.gov/regulatory- information/search-fda-
guidance-documents.




La unidad de control de calidad debe ser independiente; es decir, la unidad de control de calidad
no debe asumir las responsabilidades de otras unidades de la organizacién de la instalacion de
subcontratacion, como las que maneja el personal de produccion, con el fin de preservar la
integridad de las funciones de la unidad de control de calidad. La FDA ha comprobado que las
unidades de control de calidad que son independientes de otras operaciones tienen mas
probabilidades de poder cumplir sus funciones requeridas. *La FDA recomienda que la dotacién
de personal sea adecuada para realizar todas las funciones de control de calidad a un nivel
proporcional a la escala de la operacion de elaboracién de compuestos, incluidos el nimero y el
volumen de los medicamentos elaborados.

Deben establecerse y seguirse procedimientos que describan el papel y las responsabilidades de
la unidad de control de calidad (§ 211.22(d)). Los siguientes aspectos de la garantia y el control
de calidad son fundamentales para garantizar la calidad de los medicamentos compuestos
estériles y no estériles en los centros de externalizacion.

Launidad de control de calidad es responsable de asegurar que cada lote de producto farmacéutico
terminado se somete a muestreo y pruebas para garantizar que cumple las especificaciones
adecuadas para su liberacion (véanse §§ 211.22(a), 211.165(d)). Para los productos estériles, deben
establecerse y seguirse procedimientos que garanticen que para cada lote destinado a ser liberado
sin haber completado las pruebas de esterilidad (véase la seccion I y el apéndice A), los resultados
de las pruebas de esterilidad, una vez disponibles, se revisen y afiadan al registro del lote (véase §
211.188).

La unidad de control de calidad debe revisar peridédicamente (al menos una vez al afio) los registros de
las operaciones de composicion para evaluar los estandares de calidad de cada medicamento y
determinar la necesidad de cambios en las especificaciones o en los procedimientos de control (§
211.180(e)). Como parte de esta revisién, la unidad de control de calidad debe identificar tendencias y
evaluar indicadores de calidad tales como (cuando lo requiera la parte 211):

e Resultados del seguimiento medioambiental.
e Resultados del seguimiento del personal.

e (Cuando se utilice agua como componente del medicamento, los resultados de las pruebas
del sistema de agua para el agua que se purifica/procesa in situ, o si el agua se compra
como componente entrante, los resultados de las pruebas del proveedor o los resultados de
las pruebas realizadas por la instalacion subcontratada.

4 La informacidn de las inspecciones de la FDA indica que la mayoria de las instalaciones de externalizacién
mantienen personal en una unidad de control de calidad totalmente separada de las operaciones de elaboracion
de compuestos. Sin embargo, la FDA reconoce que puede darse una circunstancia extraordinaria en la que una
persona de la unidad de control de calidad tenga que participar en otra operacion. En tales circunstancias, esa
persona sigue siendo responsable de aplicar todos los controles y revisar las operaciones de preparacidn de
compuestos para garantizar que se han cumplido las normas de calidad de las instalaciones, los procesos y los
productos. Véase § 211.22.



Resultados de las pruebas de productos farmacéuticos acabados.
Todos los rellenos de medios/simulaciones de procesos realizados desde la ultima revision.

Control periodico de las operaciones para garantizar el cumplimiento de los procedimientos
y una técnica aséptica adecuada.

Reclamaciones, discrepancias, fallos y variacion del rendimiento.

La unidad de control de calidad es responsable de las investigaciones de discrepancias y fallos y
del desarrollo y la supervisidén de acciones correctivas eficaces, que también incluyen los cambios
necesarios para evitar que se repitan (véanse, por ejemplo, §§ 211.192, 211.180(e)):

B.

Resultados de pruebas y exdmenes, independientemente de la disposicion del lote, si
procede para evaluar la calidad de los componentes, envases, cierres, materiales en proceso
y producto acabado. Ejemplos de dichas pruebas y examenes incluyen, entre otros, pruebas
de esterilidad, niveles de endotoxinas, ensayo de contenido, ensayo de impurezas, materia
particulada, tiempo de reconstitucion, uniformidad del contenido, pruebas de contenido de
conservantes, enumeracion microbiana, pruebas para microorganismos especificos y, peso,
volumen o recuentos.

Resultados inesperados (por ejemplo, defectos potenciales) o tendencias.

Fallos que se producen durante la validacién o revalidacion. Estos podrian incluir la
validacion del proceso, la esterilizacion o los procesos de despirogenacion, incluidos los
fallos de llenado del medio/simulacion del proceso, segun proceda.

Fallos de estabilidad, incluidos los fallos de calidad que se determine que tienen causas
distintas a la degradacion del medicamento.

Resultados del control medioambiental y del personal que superen los limites de alerta o
de actuacion.

Desviaciones del proceso o averias del equipo que afecten a equipos criticos, como
esterilizadores,  liofilizadores,  peletizadoras,  capsuladoras, = mezcladoras y
homogeneizadores.

Quejas que indiquen una posible contaminacion del producto farmacéutico u otros riesgos
potenciales para los pacientes (por ejemplo, producto farmacéutico turbio o turbio,
materia/particulas extrafias en productos farmacéuticos inyectables, envases agrietados o
con fugas, cambio de color o aspecto, particulas que se desprenden de soluciones orales).

Diseiio de instalaciones

La Parte 211 establece los requisitos aplicables al disefio de las instalaciones utilizadas en la
fabricacion, transformacion, envasado o conservacion de un medicamento (véase, por ejemplo, §
211.42). El disefio de una instalacion debe tener en cuenta los productos producidos y debe



proporcionar el nivel de control necesario para evitar las mezclas y la contaminacion (§ 211.42).

Las areas de produccion en las que se preparen, conserven, o transfieran componentes, productos
farmacéuticos, materiales en proceso, equipos y recipientes o cierres deben estar disefiadas para
minimizar el nivel de contaminantes con el fin de evitar microorganismos objetables en productos
farmacéuticos no estériles (véase § 211.113(a)) y evitar la contaminacién microbiolégica de
productos farmacéuticos que pretendan ser estériles (véase § 211.113(b)). Las zonas de
procesamiento y control deben estar limpias e higiénicas (§211.56).

Consideraciones adicionales para los medicamentos estériles

Las instalaciones de subcontratacion deben cumplir los siguientes elementos:

e Los fairmacos estériles deben producirse inicamente en salas limpias con una calidad de
aire ISO 5 o superior, determinada en condiciones dindmicas (véase la tabla 1 para conocer
las normas de clasificacion de salas limpias de la Organizacion Internacional de
Normalizacion (ISO)).

Tabla 1 : Clasificacion ISO de las particulas en el aire ambiente*.

Nombre de la clase ISO Particulas/m3
3 35.2
4 352
5 3,520
6 35,200
7 352,000
8 3,520,000
“Limites o particulas de 0,5 ym y mayores por metro cubico (ISO actual) medidas en condiciones
dinamicas. Adaptado de ISO 14644-1:2015, Salas blancas y entornos controlados asociados-Parte
1. Clasificacion de la limpieza del aire por concentracién de particulas: Clasificaciéon de la limpieza
del aire por concentracién de particulas.

e Lainstalacion debe disenarse y funcionar con una calidad del aire en cascada (por ejemplo,
mediante una clasificacion del aire y una presurizacion del aire adecuadas) para proteger la
zona ISO 5 (o 4rea critica® ). La disposicién de la instalacion, la separacion de las salas y
el flujo del proceso deben disenarse para evitar la entrada de contaminacion procedente de
zonas y salas adyacentes de menor calidad del aire y para evitar cualquier interrupcion del
flujo unidireccional HEPA (§ 211.42).

e La clasificacion de la limpieza del aire del area que rodea la zona ISO 5 inmediatamente
adyacente a la linea de procesado aséptico debe cumplir, como minimo, las normas ISO 7
en condiciones dinamicas.

5 Un drea critica es un drea disefiada para mantener la esterilidad de los materiales estériles. Véase la guia para la
industria Productos farmacéuticos estériles producidos mediante procesamiento aséptico - Buenas prdcticas de
fabricacion actuales.



Si se utiliza un aislante® , el 4rea circundante debe cumplir, como minimo, las normas ISO
8 en condiciones dinamicas.

Si se utiliza una barrera de acceso restringido’ (por ejemplo, una caja de guantes), el area
circundante debe cumplir, como minimo, las normas ISO 7 en condiciones dinamicas.

Los medicamentos esterilizados en fase terminal deben producirse en aire de calidad ISO
8 o superior, determinada en condiciones dinamicas.

La zona ISO 5 o darea critica debe estar cualificada (es decir, debe demostrarse que cumple las
especificaciones; véanse §§ 211.42, 211.113(b)). La cualificacion debe incluir al menos los
siguientes estudios y pruebas, cuya realizacidon debe documentarse (véase § 211.113(b)), incluidas
las condiciones particulares en las que se realizaron los estudios y pruebas: . 8

C.

Deben realizarse estudios de flujo de aire (por ejemplo, un estudio de humo in situ) en
condiciones operativas simuladas para evaluar los patrones de flujo de aire debido al riesgo
de contaminacién del producto expuesto en el area critica. Estos estudios deben realizarse
en el area critica para demostrar el flujo unidireccional y la accion de barrido por encima y
lejos del producto en condiciones dindmicas y deben repetirse cuando se realice cualquier
cambio en el 4rea critica que pueda afectar al flujo de aire.® Dado que el control adecuado
del flujo de aire es necesario para evitar la contaminacion, cualquier indicio de un control
deficiente del aire (por ejemplo, no unidireccional, turbulento) debe corregirse antes de su
uso (véanse §§ 211.42, 211.113(b)).

Deben realizarse pruebas periodicas/recertificacion HEPA al menos dos veces al afio para
garantizar que se mantienen el flujo y la calidad de aire adecuados. Estas pruebas deben
incluir pruebas de integridad de los filtros HEPA, recuento de particulas y comprobaciones
de la velocidad del aire.

Las velocidades del aire unidireccional deben medirse a 15 c¢cm de la cara del filtro HEPA
y a una distancia definida cerca de la superficie de trabajo en la zona ISO 5.

Si alguna de las unidades ISO 5 portatiles se traslada de un lugar a otro, debera realizarse
una recalificacion de la unidad antes de reanudar la preparacion de compuestos estériles.

Sistemas de control y procedimientos para mantener unas instalaciones adecuadas

6 Un aislador es una unidad descontaminada suministrada con una calidad de aire ISO 5 o superior que
proporciona un aislamiento continuo y sin compromisos de su interior respecto al entorno exterior. Para mas
informacion, véase también la guia para la industria Productos farmacéuticos estériles producidos mediante
procesamiento aséptico - Buenas prdcticas de fabricacion actuales.

7 Véase la guia para la industria Productos farmacéuticos estériles producidos mediante procesamiento aséptico -
Buenas prdcticas de fabricacion actuales.

8 Ademas de documentar estas pruebas y estudios, las normas CGMP exigen en general que se documenten otras
actividades clave (véase la parte 211, subparte J: Registros e informes).

% Puede encontrar informacidn adicional en NSF/ANSI 49-2014 Biosafety Cabinetry: Disefio, Construccién,
Rendimiento y Certificacién de Campo.



Para evitar la contaminacién o las mezclas durante el transcurso de las operaciones, el § 211.42
exige zonas separadas o definidas u otros sistemas de control similares para las operaciones de
una instalacién.1 La seccidn 211.56 exige que se establezcan y sigan procedimientos que asignen
la responsabilidad del saneamiento y describan detalladamente los horarios, métodos, equipos y
materiales de limpieza que se utilizaran en la limpieza de edificios e instalaciones.

Para las instalaciones de usos multiples y los equipos no dedicados, deben establecerse y seguirse
procedimientos de cambio y limpieza de equipos y utensilios para evitar la contaminacion,
incluida la contaminacion cruzada entre productos (véanse §§ 211.42, 211.67).

También deben establecerse procedimientos de limpieza y desinfeccion (véanse §§ 211.42,
211.56, 211.67). Las superficies del equipo que entren en contacto con productos farmacéuticos,
envases o cierres deben limpiarse a intervalos apropiados para evitar la contaminacion (véase §
211.67). Debe evaluarse la idoneidad y eficacia de los agentes y métodos de limpieza, asi como la
compatibilidad del agente limpiador con las superficies de trabajo aplicables. Se puede confiar
en la bibliografia publicada y en los certificados de analisis (COA) del proveedor a la hora de
determinar inicialmente la eficacia de los agentes utilizados para limpiar y desinfectar, segun sea
necesario, las superficies de la instalacion y del equipo, siempre que se sigan los procedimientos
de limpieza del proveedor. Las fechas de caducidad de

Los agentes de limpieza y desinfeccién deben vigilarse estrechamente y las soluciones caducadas
deben ser

descartado.

Para la produccién de medicamentos no estériles, el agua utilizada como agente de enjuague final
para cualquier equipo o utensilio que entre en contacto directo con el medicamento debe cumplir
los requisitos del Agua Purificada, USP, o normas de calidad superiores. *

Si se manipulan medicamentos en polvo, deben establecerse y seguirse procedimientos para
gestionar adecuadamente el riesgo de contaminacién cruzada (véase § 211.100). Esto es
especialmente importante si el polvo es citotdxico o altamente sensibilizante. La FDA recomienda
la segregacion fisica de las zonas en las que los medicamentos en polvo estén expuestos al medio
ambiente. Para los productos de penicilina, se requiere una instalacion separada (véase §
211.42(d)). Sin embargo, la FDA ha aclarado que puede no ser necesario disponer de edificios
separados, siempre que la operacion de fabricacion en la que intervenga la penicilina esté aislada
(es decir, completa y exhaustivamente separada) de las zonas en las que se fabriquen productos

10 por ejemplo, esto seria especialmente critico cuando se utilizan polvos, ya que las particulas de polvo pueden ser
transportadas por el aire y contaminar otras zonas, a menos que el flujo de aire esté disefiado para contener
dichas particulas.

11 Consulte la Guia de inspecciones de sistemas de agua de gran pureza de la FDA en
https://www.fda.gov/inspections-compliance- enforcement-and-criminal-investigations/inspection-guides/high-
purity-water-system-793.




sin penicilina.’> Para los productos betalactdmicos sin penicilina, la FDA recomienda una
separacién completa y exhaustiva de otros productos.'®> Ademas, deben establecerse controles
apropiados relacionados con el movimiento de equipos, productos y personal para evitar la
contaminacién cruzada de productos no betalactamicos.

En general, los procesos y procedimientos de una instalacion de subcontratacién deben
minimizar los riesgos de contaminacién que plantean, por ejemplo, el nimero y la complejidad
de las manipulaciones, el nimero de operaciones y puestos de trabajo simultdneos y la puesta
en escena de los materiales utilizados en el proceso.

Consideraciones adicionales para los medicamentos estériles

Los filtros HEPA deben estar cualificados para proporcionar una calidad de aire adecuada vy
someterse periddicamente a mantenimiento y pruebas para garantizar la calidad de aire prevista.
Los filtros HEPA descoloridos, sucios o dafiados deben repararse o sustituirse.

La temperatura y la humedad deben mantenerse en las zonas de salas limpias; estos controles
son fundamentales para reducir el crecimiento microbioldgico (véase § 211.46). Debe
establecerse una especificacion para la humedad teniendo en cuenta que una humedad mas alta
favorece el crecimiento microbiano, mientras que una humedad demasiado baja puede causar
problemas de electricidad estatica (lo que puede ser especialmente problematico cuando se
trabaja con polvos) y puede provocar un aumento de las particulas. Las especificaciones de
temperatura y humedad de las salas limpias deben mantenerse Unicamente a través del sistema
central de calefaccién, ventilacion y aire acondicionado (HVAC) de la instalacidn; no deben
utilizarse dispositivos periféricos como (des)humidificadores y acondicionadores de aire
auténomos porque generan particulas en el aire, son fuentes de agua y pueden albergar
microorganismos. Como cuestién cientifica, un sistema de control ambiental debe incluir el
establecimiento de limites de diferencial de presion (véase § 211.42), y los sistemas de control
deben incluir alarmas incorporadas para detectar las desviaciones. Un sistema de control
adecuado incluye la vigilancia de los diferenciales de presién, humedad y temperatura durante la
produccién y la adopcién de medidas rapidas para corregir las condiciones adversas, que son
actividades necesarias para prevenir la contaminacion durante la elaboracidn aséptica (véanse
§§211.42,211.46, 211.58). Si una condicidn problematica no puede corregirse inmediatamente,
la produccion debe detenerse hasta que se haya corregido. Independientemente de si se detiene
la produccion o se permite que continle, debe evaluarse el impacto de cualquier excursion sobre
el producto que ya estd en proceso. Entre otros requisitos de § 211.192, debe investigarse
cualquier discrepancia inexplicable, cuyos resultados deben documentarse.

12 predmbulo de la norma final, “Buenas practicas actuales de fabricacion en la fabricacidn, el procesamiento, el
envasado o la conservacion”. 43 FR 45014, en 45038 (29 de septiembre de 1978).

13 véase la guia para la industria Medicamentos betalactdmicos sin penicilina: Un marco de CGMP para prevenir la
contaminacion cruzada.



Los procedimientos de control deben exigir la documentacion e investigacion de cualquier caso
en el que se produzca una pérdida de presién positiva en la sala blanca durante la produccion
real, asi como la documentacion de los lotes afectados y las medidas correctoras adoptadas. Estas
comprobaciones deben realizarse con regularidad segun un calendario que tenga en cuenta el
entorno, como el uso de un aislador frente a un proceso menos protegido, y los resultados deben
registrarse en registros y evaluarse con respecto a los limites de alerta y accién preespecificados
en cada comprobacién.

Ademas de los requisitos de los §§ 211.42 y 211.56, la FDA recomienda que las instalaciones de
subcontratacidn se aseguren de que las rejillas de ventilacion y el flujo de aire no estén obstruidos
-por ejemplo, por equipos de gran tamafio- de forma que puedan comprometer las operaciones
asépticas. El equipo que no sea necesario para las operaciones especificas que se lleven a cabo
en la sala blanca no debera almacenarse en ella.

Los procedimientos de limpieza y desinfeccion de las areas/unidades I1SO 5 deben incluir
instrucciones detalladas para limpiar y desinfectar de forma sistematica y adecuada las
superficies de dificil acceso. Unsistema de limpieza y desinfeccién de todas las areas criticas para
producir condiciones asépticas incluye desinfectantes esporicidas y otros desinfectantes vy
toallitas estériles sin pelusa (véase § 211.42). Los procedimientos deben describir los métodos y
el calendario de limpieza (véanse §§ 211.42, 211.56, 211.67, 211.182) y deben incluir el uso de
desinfectantes esporicidas en el area ISO 5 y otras areas clasificadas de forma regular.

El agua utilizada como agente de limpieza o enjuague para cualquier equipo o utensilio que no
vaya a ser posteriormente desinfectado o esterilizado y despirogenado debe ser estéril (véase §
211.113(b)). El agua purificada, USP, se considera aceptable para su uso con equipos o utensilios
gue vayan a ser esterilizados y despirogenados.

Basandose en los resultados de la vigilancia ambiental (véase la seccion D mas adelante), el
programa de desinfeccion debe revisarse si hay indicios de que la frecuencia de la desinfeccién o
los métodos o el tipo de desinfectante(s) utilizado(s) son inadecuados para garantizar unas
superficies adecuadamente limpias (véanse §§ 211.42, 211.56, 211.67, 211.113). La realizaciéon
de pruebas de eficacia del desinfectante puede ser util para orientar la revision del programa de
desinfeccién en tales casos.

Las superficies criticas de los equipos que entran en contacto con productos farmacéuticos
estériles, envases y cierres deben esterilizarse a intervalos apropiados (véase § 211.67); la
desinfeccion por si sola no es suficiente (véase la seccion E mas adelante). Los equipos y
suministros desechables de un solo uso que se compran pre esterilizados y despirogenados y se
desechan después de un uso no necesitan volver a esterilizarse.



D. Vigilancia medioambiental y del personal

La frecuencia y los métodos de control y seguimiento medioambiental y del personal deben ser
proporcionales al riesgo para la calidad del producto. Por ejemplo, en el caso de los
medicamentos no estériles, los de base acuosa presentan el mayor riesgo microbiolédgico para los
pacientes. En consecuencia, el control del sistema de agua y del medio ambiente para la
produccion de farmacos no estériles acuosos debe realizarse con mayor frecuencia que para los
farmacos no estériles no acuosos. Durante la produccién de medicamentos no estériles acuosos,
la temperatura y la humedad deben controlarse diariamente y el aire (** viable y particulas no
viables) y las superficies (particulas viables) deben controlarse periddicamente (por ejemplo, al
menos trimestralmente). Los entornos asépticos de produccién de medicamentos estériles
deben vigilarse al menos diariamente durante la produccién. También puede ser necesaria la
vigilancia de los residuos del producto para garantizar que el programa de limpieza es eficaz o
gue se mantiene la contencién, con una mayor frecuencia de vigilancia y sensibilidad de los
métodos cuando la contaminacion suponga un riesgo mayor, como cuando se producen
materiales citotoxicos o altamente sensibilizantes.

14 Una particula viable consiste en, o soporta, uno o mas microorganismos vivos (véase I1SO 14644-6:2007, Salas
blancas y entornos controlados asociados-Parte 6: Vocabulario).



Consideraciones adicionales para los medicamentos estériles

21 CFR 211.42(c)(10)(iv) exige el establecimiento de un sistema de control de las condiciones
ambientales en las dreas de procesamiento aséptico, y §§ 211.113(b) y 211.28(a) exigen que las
practicas de saneamiento del personal y el uso de batas sean aceptables y cualificados para las
operaciones que realizan. Por ejemplo, los procedimientos de uso de batas deben garantizar que
no haya piel expuesta en el personal que participe en cualquier actividad de produccién en el drea
ISO 5 o que pueda afectar directamente a la misma.

Deben establecerse y seguirse los procedimientos de control del entorno y del personal para
detectar la presencia de particulas viables y no viables, tal y como se describe aqui.

Las operaciones y los procedimientos escritos apropiados disefiados para prevenir la contaminacion
microbiana incluyen un programa bien definido y documentado para el control del medio ambiente que
evalle las posibles vias de contaminacion microbiana del medicamento humano que puedan surgir del
aire, las superficies, el proceso, el funcionamiento y las practicas del personal (véanse §§
211.42(c)(10)(iv), 211.100, 211.113(b)). El programa debe contener un componente o componentes de
deteccioén apropiados para verificar el estado de control del medio ambiente. Sin embargo, el equipo de
control ambiental no debe interferir con las operaciones asépticas (por ejemplo, los instrumentos no
deben interferir con los patrones de flujo de aire validados y apropiados). En particular, el programa
debera:

e Cubrir todos los turnos de produccion e incluir la supervision durante las condiciones
normales de produccion.

e Incluya al menos un control diario de la zona ISO 5 durante las operaciones.

e Establezca limites de alerta y actuacion y respuestas adecuadas cuando se produzcan
desviaciones.

e Describa el uso del muestreo (por ejemplo, placas de contacto, hisopos, muestreadores
activos de aire), los limites de alerta y accion y las respuestas, y los métodos de prueba (por
ejemplo, medios, tiempos de exposicion de las placas, tiempos de incubacién y
temperaturas) que estan diseflados para detectar contaminantes medioambientales,
incluidos los cambios en el tipo y la cantidad de microflora, y la justificacion cientifica de
los métodos de prueba seleccionados.

e Estar respaldados por una justificacion cientifica de los lugares de muestreo, basada en el
riesgo, y de los métodos de muestreo, que puede basarse en el riesgo y en la literatura
revisada por expertos.

e Investigue los resultados que excedan los limites establecidos o demuestren tendencias
adversas; determine el impacto en el producto y ejecute las acciones apropiadas.

El seguimiento del personal debe:

15 Consulte la guia para la industria Productos farmacéuticos estériles producidos mediante procesamiento aséptico
- Buenas prdcticas de fabricacion actuales para obtener mas recomendaciones sobre el uso de batas.



e Incluya un programa rutinario para la supervision diaria/por turnos de los guantes de los
operarios y un calendario adecuado para la supervision de otros lugares criticos de la bata
(por ejemplo, las mangas de la bata para el trabajo en capucha) durante o inmediatamente
después de la finalizacién de las operaciones asépticas. La supervision debe tener lugar
antes de la desinfeccién planificada para que se evaluen las condiciones reales de
funcionamiento.

e Establezca y justifique limites basados en la criticidad de la operacion en relacion con el
riesgo de contaminacion del producto.

e Exige una investigacion de los resultados que superen los niveles establecidos o
demuestren una tendencia adversa, una determinacién del impacto sobre la garantia de
esterilidad de los productos acabados destinados a ser estériles, y el desarrollo y ejecucion
de las acciones correctivas apropiadas.

Si los medios microbiologicos utilizados en la realizacidon de pruebas, incluido el control medioambiental
y del personal, no se adquieren a un proveedor cualificado,'® los procedimientos de la instalacion de
externalizacién o del laboratorio contratado deben establecer la validez de cada medio, incluido su
potencial de crecimiento. La unidad de control de calidad de una instalacién de externalizaciéon que opte
por confiar en un laboratorio contratado para cualquiera de las tareas descritas en esta seccién de la guia
debe garantizar la existencia, adecuacion y aplicacion de los procedimientos del laboratorio contratado
(véanse §§ 200.10 211.22, 211.160).

E. Equipamiento

Varias disposiciones de la parte 211 abordan los controles sobre el equipo utilizado para elaborar
compuestos (véanse §§ 211.63, 211.65, 211.67, 211.68).

El equipo (mecdnico, electrénico o automatizado) debe calificarse como capaz de realizar las
funciones u operaciones previstas antes de su primer uso, y deben establecerse y seguirse
procedimientos para la calibracién y el mantenimiento rutinarios (véase § 211.68). Las superficies
de los equipos que entren en contacto con componentes, materiales en proceso o medicamentos
no deben ser reactivas, aditivas o absorbentes de forma que alteren la calidad del medicamento
(véase § 211.65). El equipo debe disefarse y ubicarse para facilitar las operaciones, la limpieza y

16 Un proveedor podria cualificarse siguiendo las recomendaciones para la cualificacion de proveedores de
componentes de la seccién

111.G.1. de esta guia. Especificamente, la instalacion de subcontratacién debe tener un acuerdo de calidad con cada
proveedor y hacer que el acuerdo de calidad esté disponible para su revisidn a peticién de la FDA. Cada acuerdo de
calidad debe incluir, como minimo una descripcién de las pruebas realizadas antes de que un lote sea liberado y
enviado a la instalacion de externalizacidn y los resultados cuantitativos (o cualitativos, si procede) especificos de
un lote representativo que se proporcionarian en cada COA; ejemplos de registros de pruebas (como la promocion
del crecimiento) que el proveedor genera al realizar las pruebas de liberacion antes de enviar cada lote a la
instalacion de externalizacidn; una descripcién del embalaje, el etiquetado, los precintos a prueba de
manipulaciones y otras caracteristicas utilizadas para garantizar la integridad del paquete mientras los medios
adquiridos estan en distribucidn; y un compromiso de que el proveedor notificard a la instalacion de
externalizacion si se identifica algun problema con la calidad de los medios ya enviados a la instalacion de
externalizacion.



el mantenimiento, y el equipo puede requerir desinfeccién o esterilizacién para evitar la
contaminacioén (véanse §§ 211.63, 211.67).

Las instalaciones de subcontratacién pueden optar por utilizar equipos desechables de un solo uso (por
ejemplo, tubos de transferencia y recipientes de almacenamiento temporal), lo que reduce la necesidad
de limpieza entre diferentes lotes y la posibilidad de contaminacion (véase § 211.67). El equipo
desechable de un solo uso debe inspeccionarse en busca de dafios o contaminacion después de su uso.
La idoneidad del equipo desechable de un solo uso para su uso en el procesamiento puede determinarse
mediante el uso de un COA valido del proveedor en lugar de pruebas o examenes por parte de la
instalacién subcontratada (véanse §§ 211.65, 211.113). Ademas, debera verificarse la integridad del
embalaje del equipo desechable de un solo uso en el momento de su recepcion antes de su uso.

Consideraciones adicionales para los medicamentos estériles

El equipo que entra en contacto con el medicamento debe ser evaluado para garantizar su idoneidad
para el uso previsto, incluyendo la esterilidad y limpieza en el momento de su uso (véanse §§ 211.65,
211.67(a)). Para los limites de esterilidad y endotoxinas, se puede utilizar un COA valido en lugar de las
pruebas realizadas por la instalacion subcontratada para los equipos desechables de un solo uso (véanse
§§ 211.65, 211.113).

Si la instalacién de subcontratacién no utiliza equipo desechable de un solo uso pre esterilizado y
despirogenado (por ejemplo, filtros, tubos de transferencia, recipientes de retencion temporal), el equipo
debe esterilizarse y despirogenarse antes de su uso mediante procesos que hayan sido validados'”
(véanse §§ 211.65, 211.67(a) y (b), 211.100, 211.113).

F. Envases y cierres

Los controles de los envases y cierres en los que se envasa el medicamento compuesto son
fundamentales para garantizar la calidad de los medicamentos compuestos y se espera que sean
aplicados por los centros de externalizacion (véanse §§ 211.80, 211.82, 211.84, 211.87, 211.94,
211.113).

Deben establecerse criterios cientificamente sélidos y apropiados'® para los envases y cierres, con
el fin de garantizar que los envases y cierres del producto farmacéutico utilizados para los
medicamentos compuestos sean adecuados para cada medicamento en particular para el que se
vayan a utilizar (véase § 211.160(b)). Como parte del proceso de seleccion, deben realizarse
pruebas del sistema de envase-cierre del medicamento en las condiciones de almacenamiento
propuestas para el producto terminado, con el fin de verificar su capacidad para cumplir las
especificaciones de calidad establecidas del medicamento terminado durante el periodo de
caducidad (véanse §§ 211.94, 211.166). Las pruebas deben realizarse de nuevo si se cambia la
especificacion del fabricante del envase o del cierre (véanse §§ 211.94, 211.166). Deben
establecerse procedimientos adecuados para probar o verificar las pruebas, segiin corresponda,
de los recipientes y cierres antes de su uso para determinar si cumplen los criterios de uso; las
pruebas vy los resultados deben documentarse (véanse §§ 211.84(d)(3), 211.184). Cada lote de

17 Un proceso ha sido validado si se ha demostrado y documentado que consigue de forma consistente el resultado
deseado cuando se realiza en condiciones definidas.

18 para los productos farmacéuticos estériles, consulte la gufa para la industria Productos farmacéuticos estériles
producidos mediante procesamiento aséptico - Buenas prdcticas de fabricacion actuales para conocer los métodos
y criterios de prueba recomendados.



envases y cierres debe ser examinado para verificar su identidad y probado para asegurar su
conformidad con las especificaciones apropiadas antes de su uso (véase § 211.84(d)).

Los recipientes y los cierres deben manipularse y almacenarse para protegerlos del riesgo de
contaminacion y deben examinarse y limpiarse para evitar la introduccion de contaminacion (véanse §§
211.80, 211.82, 211.84, 211.94).

Si los envases o los cierres se almacenan durante largos periodos en ausencia de la fecha de caducidad
del proveedor o del periodo de uso establecido, o si se exponen al aire, al calor o a otras condiciones que
puedan afectar negativamente al envase o al cierre del medicamento, los envases y los cierres deben
volver a probarse o examinarse para comprobar su integridad y aptitud para el uso antes de que se
utilicen (véase § 211.87).



Consideraciones adicionales para los medicamentos estériles

Los envases y cierres que entran en contacto con el medicamento deben ser evaluados para garantizar
su idoneidad para el uso previsto, incluso para asegurar su esterilidad y limpieza en el momento de su
uso (véanse §§ 211.80, 211.84(d)(6)).

Por lo general, la FDA no tiene intencién de tomar medidas reglamentarias contra una instalacion
de externalizacidn en relacidn con la identificacion o las pruebas de cada lote de envases y cierres
si (1) para un medicamento terminado destinado a ser estéril, el proveedor certifica y etiqueta el
material como listo para usar, estéril y no pirogénico; (2) se verifica la integridad del envase del
proveedor en el momento de la recepcidén antes de su uso; y (3) se revisa el COA valido
proporcionado por el proveedor para verificar que se representa que el producto cumple las
especificaciones requeridas establecidas por la instalacién de externalizacion, incluidas la
esterilidad y la despirogenacién. Cualquier envase o cierre que no cumpla los requisitos de
aceptacion debe rechazarse o no utilizarse hasta que sea apto para su uso (véanse §§ 211.84(d)

y (e)).

Si el centro de subcontratacién no utiliza envases y cierres pre esterilizados y despirogenados (por
ejemplo, viales, jeringas), los envases y cierres deben esterilizarse y despirogenarse antes de su primer
uso mediante procesos que hayan sido validados (véase § 211.94(c)).

Deben establecerse procedimientos para el almacenamiento, si procede, de los recipientes o cierres
esterilizados de forma que se evite la contaminacion y se mantenga la esterilidad (véanse §§ 211.80(a)
y (b)). Por ejemplo, deberan establecerse salvaguardias para garantizar que los recipientes y los cierres
no se contaminen cuando se mantengan para su uso en zonas en las que se reciban, desembalen y
almacenen otros materiales.

Los envases o cierres que se compran como estériles no deben utilizarse después de la fecha de
caducidad del proveedor sin que se hayan realizado pruebas o examenes para verificar que se ha
mantenido la integridad del envase o del cierre (véase § 211.87). Una vez que el envase primario pre
esterilizado ha sido violado, debe permanecer bajo la campana o en el area ISO 5 hasta que se utilicen
los envases o cierres. Cuando proceda, los envases o cierres que se retiren del area ISO 5 pueden
utilizarse para la produccion estéril después de la re esterilizacion mediante un proceso validado (que
también debe establecer que se mantiene la integridad del envase o cierre) o utilizarse para productos
farmacéuticos que no requieran un envase o cierre esterilizado (§§ 211.84, 211.87, 211.94).

G. Componentes

Se requieren controles sobre la fuente y la calidad de los componentes (§§ 211.82, 211.84,
211.87, 211.113). Cuando se fabrican productos farmacéuticos estériles, un aspecto de dichos
controles es la consideracién de si los componentes entrantes no son estériles. Los siguientes
controles se consideran criticos para asegurar la calidad de los productos farmacéuticos
compuestos y se espera que sean implementados por las instalaciones de subcontratacién.

Deben establecerse especificaciones cientificamente sdlidas y apropiadas para los componentes
utilizados en cada producto farmacéutico (véase § 211.160(b)). Las especificaciones
cientificamente sélidas y apropiadas incluyen aquellas que abordan los atributos necesarios para
garantizar la calidad del producto farmacéutico terminado y son apropiadas para el uso previsto



del producto farmacéutico, incluida la via de administracion, tal como se especifica en las
instrucciones de uso. Por lo general, una especificacion debe ajustarse al modelo descrito en la
guia de la ICH para la industria Especificaciones Q6A: Procedimientos de ensayo y criterios de
aceptacion para nuevas sustancias medicamentosas y nuevos productos farmacéuticos:
Sustancias Quimicas. Una especificacion debe incluir como minimo las pruebas descritas en la
seccidn 3.2 de ICH Q6A, “Pruebas/Criterios universales”. También pueden considerarse otros
atributos especificos de la forma farmacéutica (véase la seccién 3.3, “Pruebas/criterios
especificos”, de ICH Q6A). Los atributos pueden incluir la identidad, la potencia, la pureza, el
tamanfo de las particulas, la esterilidad, el nivel de endotoxinas bacterianas, la uniformidad del
contenido, la enumeracidn microbiana, las pruebas para microorganismos especificos u otras
caracteristicas que puedan afectar a la calidad del medicamento final.

Para poder acogerse a las exenciones previstas en la seccion 503B de la Ley FD&C, cada sustancia
farmacéutica a granel utilizada en la elaboracién de compuestos debe ir “acompanada de un
certificado de analisis valido” (seccion 503B(a)(2)(D)). La FDA interpreta esta disposicion en el
sentido de que cada lote de una sustancia farmacéutica a granel vaya acompafado de un COA
valido.*® La FDA recomienda que el COA se ajuste al modelo descrito en ICH Q6A.2° Ademas, para
poder acogerse a las exenciones previstas en la seccion 503B de la

Ley FD&C, la sustancia farmacéutica a granel debe ser fabricada por un establecimiento
registrado segun la seccion 510 de la Ley FD&C (seccion 503B(a)(2)(C) de la Ley FD&C).

Cada envio de cada lote de componentes debe probarse para verificar su identidad y evaluarse
su conformidad con las especificaciones apropiadas antes de su uso (véase § 211.84). Los
componentes no deben utilizarse mas alla de la fecha de caducidad (o de repeticién de pruebas)
indicada por el proveedor. Si el componente no tiene una fecha de caducidad, el proveedor debe
proporcionar la fecha o se deben realizar pruebas para establecer una fecha de caducidad.

Los componentes que no sean productos farmacéuticos acabados aprobados (tanto los
ingredientes farmacéuticos activos (API) como los ingredientes inactivos) deben ser analizados
para verificar su identidad y evaluados para determinar su conformidad con las especificaciones
apropiadasyy, si es necesario y dependiendo del uso previsto, analizados para determinar el nivel
de endotoxinas y la carga bioldgica antes de su uso en la elaboracion de compuestos (véase §
211.84). Como se describe en § 211.84(d)(2), en lugar de probar cada envio de cada ingrediente,

1% En determinadas condiciones, se puede confiar en un COA vélido para minimizar las pruebas de los
componentes entrantes (véase § 211.84).

20 E| COA debe estar en inglés o debe traducirse al inglés para facilitar su uso por parte del centro de
subcontratacion y su revision por parte de la FDA en una inspeccion si fuera necesario.



se puede aceptar y evaluar el COA de un proveedor para determinar si se puede utilizar el lote,
siempre que se cumplan las siguientes condiciones (véase también la Figura 1 a continuacion):

e La fiabilidad de los analisis del proveedor se ha establecido a intervalos apropiados y
mediante los pasos adecuados para:

o Confirme los resultados de las pruebas del proveedor para aquellas pruebas relevantes
para las especificaciones establecidas para el medicamento compuesto.

o Confirme que el ingrediente cumple la monografia aplicable de la Farmacopea de los
Estados Unidos (USP) o del Formulario Nacional (NF), si existe. 2!

Dichas medidas pueden incluir, entre otras, pruebas de confirmacion y auditorias a
distancia de los procedimientos del proveedor.

La FDA recomienda que estos pasos se lleven a cabo con una frecuencia no inferior a la
anual para los API y cada 2 afios para otros componentes.

e Se harealizado al menos una prueba de identidad especifica antes de su uso para confirmar
que el componente es el especificado en la orden de compra.

Ademas, como exige § 211.82(a):

e Cadarecipiente o agrupacion de recipientes de componentes debe examinarse para verificar
el etiquetado apropiado en relacion con el contenido.

e Laintegridad del embalaje del envio debe verificarse en el momento de la recepcion antes
de su utilizacion.

Figura 1: Utilizacion del COA de un proveedor en lugar de las pruebas*.

21 Los componentes, tanto las sustancias farmacéuticas a granel como otros ingredientes, utilizados en la
elaboracién de compuestos deben cumplir las normas de la monografia USP o NF aplicable, si existe tal
monografia, para poder acogerse a las exenciones previstas en la seccién 503B de la Ley FD&C (véanse las
secciones 503B(a)(2)(B) y (a)(3)).



A intervalos apropiados (por ejemplo, anualmente para APl y cada 2 afos \
para otros componentes):
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* Véanse §§ 211.84(d)(2) y 211.82(a).

La aceptacion de lotes entrantes de componentes no estériles (incluida el agua) para su uso en
medicamentos estériles debe incluir pruebas microbianas y de endotoxinas y cumplir los limites
adecuados para el uso previsto del medicamento (véase § 211.84(d)(6)). Por lo general, la FDA no tiene
intencion de tomar medidas reglamentarias contra una instalacién de externalizacion en relacién con la
ausencia de dichas pruebas para el agua si ésta se compra y se certifica como estéril y no pirogénica y
si va acompanada de un COA valido; sin embargo, el tipo de agua comprada debe ser apropiado para
su uso previsto (por ejemplo, agua estéril para inyeccion, USP) (§ 211.84). La calidad del agua producida
in situ y utilizada como ingrediente o coadyuvante de elaboracién debe analizarse regularmente,
utilizando métodos validados, en el punto de uso para verificar la calidad microbiana aceptable, la calidad
quimica y los limites de endotoxinas (§§ 211.84, 211.160). Los criterios de aceptacion deben estar de
acuerdo con los especificados en la monografia USP respectiva y ser apropiados para el uso previsto
del producto.

Cualquier componente que no cumpla los requisitos de aceptacion debera ser rechazado (véase §
211.84(e)).

Los componentes deben volver a someterse a pruebas o examenes para comprobar su identidad,
resistencia, calidad y pureza después de un almacenamiento prolongado o tras su exposicion al aire, al
calor o a otras condiciones que puedan afectar negativamente al componente (véase § 211.87). Sin
embargo, las pruebas adicionales son innecesarias si cada lote de componentes se almacena en las
condiciones de almacenamiento etiquetadas del proveedor, se utiliza dentro de la fecha de reexamen o
caducidad establecida (es decir, segun lo etiquetado, segun lo proporcionado por el proveedor o segun
lo determinado por la instalaciéon de subcontratacion) y se protege de la contaminacion cuando se retiran
partes del lote (véase § 211.187).

1. Politica reglamentaria relativa a las pruebas de cualificacion de los proveedores de
componentes



Por lo general, la FDA no tiene intencion de adoptar medidas reglamentarias contra una
instalacion de subcontratacion en relacion con las pruebas adicionales para confirmar el COA del
proveedor en virtud de § 211.84(d)(2) si la instalacién de subcontratacion celebra un acuerdo de
calidad con cada proveedor de cada componente, pone el acuerdo de calidad a disposicidn para
su revisidn a peticion de la FDA, y cada acuerdo de calidad incluye, como minimo:

e Una descripcion de las pruebas realizadas antes de que un lote de componentes se libere y
envie a la instalacion de subcontratacion y los resultados cuantitativos (o cualitativos, si
procede) especificos de un lote representativo que se facilitarian en cada COA.

e Ejemplos de registros de pruebas, como cromatogramas y espectrogramas, que el
proveedor del componente genera al realizar las pruebas de liberacion antes de enviar cada
lote de componente a la instalacion de subcontratacion.

e Una descripcion del envasado, el etiquetado, los precintos a prueba de manipulaciones y
otras caracteristicas utilizadas para garantizar la integridad del envase mientras el
componente adquirido esta en distribucion.

e Un compromiso de que el proveedor de componentes notificara a la instalacion de
subcontratacion si alguna de las pruebas realizadas para generar el COA de liberacion se
modifica significativamente (por ejemplo, cambio en el principio de funcionamiento de un
método de prueba).

e Un compromiso de que el proveedor de componentes notificard a la instalacion de
subcontratacion en circunstancias especificas, incluyendo, pero no limitdndose a un cambio
en las especificaciones o la identificacion de un problema con la calidad de un componente
ya enviado a la instalacién de subcontratacion.

e Un compromiso de que el proveedor, si no es el fabricante del componente original,
garantice el pedigri del componente a la instalacion de subcontratacion, incluyendo:

o Una descripcion de los requisitos de cualificacion y auditoria del proveedor para cada
fabricante al que compre componentes.

o Una descripcion de los controles de autenticacion de la cadena de suministro que el
proveedor ha implantado para verificar que, antes de su recepcion, cada componente
se transporta a través de canales conocidos y preestablecidos.

2. Politica reglamentaria relativa a las pruebas para el producto acabado que se utilizara como
material de base para la transformacion

Por lo general, la FDA no tiene intenciéon de adoptar medidas reglamentarias contra una instalacién de
subcontratacion en relacion con la identificaciéon o las pruebas de cada lote de un producto conforme a §
211.84 que se vaya a utilizar como material de partida y sea un medicamento humano terminado
aprobado si se cumplen todas las condiciones siguientes:

e El producto se compro6 directamente a un fabricante registrado y listado en la FDA segun



la seccion 510 de la Ley FD&C y no ha sido re envasado ni alterado de otro modo desde
su fabricacion inicial, o el producto se compro6 a un distribuidor que certifica que no ha sido
re envasado ni alterado de otro modo desde su fabricacion inicial.

e La etiqueta de cada lote del producto ha sido examinada para verificar que el producto
cumple las especificaciones requeridas antes de su uso.

e Ninguna parte de la parcela ha sido objeto de una retirada por motivos que la hagan
inadecuada para su uso.

e Se ha verificado la integridad del embalaje del envio en el momento de su recepcion antes
de utilizarlo.

H. Controles de produccion y procesos

Los controles de produccion y proceso son necesarios cuando se produce cualquier medicamento
(véase, por ejemplo, 211.22, 211.25, 211.28, 211.100, 211.111, 211.113, 211.188, 211.192).

Deben disefiarse y seguirse procedimientos escritos para los controles de produccién y proceso
gue garanticen la produccién consistente de un medicamento que cumpla con las normas
aplicables de identidad, potencia, calidad y pureza (véase § 211.100). Estos controles tienen por
objeto garantizar rendimientos constantes; los lotes que no alcancen el rendimiento tedrico deben
ser investigados (véanse §§211.186, 211.192). El grado de control lote por lote sobre los atributos
del producto o los parametros del proceso debe ser proporcional al riesgo de dichos atributos y
pardmetros para el proceso y el producto. Estos procedimientos deben garantizar
documentalmente que todos los pardmetros clave del proceso estdn controlados y que cualquier
desviacion de los procedimientos estd justificada.

Antes de su uso en la produccion, el equipo, los componentes, los envases y los cierres deben
examinarse visualmente para detectar indicios de dafios, degradacién o contaminacion.

Los registros de lotes deben proporcionar una documentacion completa de la produccién de cada lote
de un medicamento (véase § 211.188).2% La produccion real del lote (rendimiento) debe compararse con
la produccién prevista (calculada) para cada medicamento (véase § 211.103). Si la produccién real es
diferente de la prevista después de tener en cuenta el muestreo y las pérdidas conocidas del proceso,
este hallazgo debe considerarse un indicador de un problema potencial con la produccién y debe
investigarse (§ 211.192). Debe establecerse un nivel de aceptacion para la produccion real que garantice
la coherencia entre lotes. El incumplimiento de los criterios de aceptacién y de las normas de produccion
debe investigarse antes de tomar la decision de disposicién del lote y puede requerir que el lote sea
rechazado (véanse §§ 211.165, 211.192).

Consideraciones adicionales para los medicamentos estériles

22 para las operaciones asépticas que tienen lugar en una campana, un registro contemporéaneo al registro de lote
es aquel que se produce lo antes posible tras la finalizacién de esa operacidn unitaria.



1. Controles generales de produccion y procesos

Si un producto farmacéutico destinado a ser estéril no se esteriliza de forma terminal, debe haber un
paso de esterilizacion validado, como la filtracion estéril (véase § 211.113(b)), y es fundamental que el
paso de esterilizacion se produzca tan cerca del llenado en el envase del producto final como sea factible.

Debe controlarse el contenido microbioldgico (carga bioldgica) de los articulos y componentes que se
esterilizan posteriormente. Si los materiales se almacenan o retienen durante el procesamiento (por
ejemplo, antes de la esterilizacion, después de la esterilizacion, antes del llenado del envase), deben
establecerse los tiempos de almacenamiento o retencién (véanse §§ 211.110(c), 211.111). Los tiempos
de retencién en la fase de produccién de un medicamento deben ser limitados, verificados mediante
pruebas y basados en la comprensién del riesgo asociado de aumento de la carga bioldgica y la
endotoxina. Las evaluaciones de los tiempos de retencion pueden realizarse como parte del proceso de
validacion de la garantia de esterilidad (véanse §§ 211.111, 211.113(b), 211.160). Ademas, los
materiales en proceso, como las soluciones madre a granel, deben almacenarse en equipos que protejan
y no afecten a la calidad del medicamento mas alla de sus especificaciones establecidas (véanse §§
211.65, 211.113(b)).

2. Esterilizacion de productos farmacéuticos
a. Esterilizacion terminal

Para los productos farmacéuticos estériles que se esterilizan de forma terminal, debe
demostrarse al menos un nivel de garantia de esterilidad de 10® en estudios de validacion
durante el desarrollo del proceso utilizando un monitor de carga de esterilizacién adecuado,
como indicadores bioldgicos y termopares.?® Los estudios de validacion deben realizarse para
cada tamafio de carga (cierre del envase y nimero de viales) destinado a la esterilizacion. Para
los productos farmacéuticos esterilizados de forma terminal que no se sometan a un ciclo de
esterilizacién terminal de sobrecarga, deben establecerse limites de carga bioldgica previos a la
esterilizacién (es decir, determinar el nUmero de microorganismos que pueden eliminarse de
forma fiable) y medirse antes de la esterilizacion. El método de esterilizacién seleccionado debe
tanto esterilizar como mantener la resistencia, pureza, calidad e integridad del envase del
producto estéril. 24

b. Procesado aséptico

2 Consulte la gufa para la industria Documentacion de presentacién para la validacion del proceso de esterilizacién
en las solicitudes para productos farmacéuticos de uso humano y veterinario. Para productos como pellets o
polvos, los estudios de validacion deben realizarse utilizando un indicador biolégico colocado dentro del producto
(es decir, dentro del polvo o los pellets en sus envases comercializados) y espaciado por toda la carga para verificar
que el ciclo de esterilizacién da como resultado la esterilidad de todo el lote. Los granulos deben colocarse en un
patron definido y especificado en la cdmara de esterilizacién para demostrar que se proporciona la letalidad
adecuada a cada unidad del lote. Consulte la norma ISO 11137-1:2006, Esterilizacién de productos sanitarios-
Radiacion-Parte 1: Requisitos para el desarrollo, validacidn y control rutinario de un proceso de esterilizacion para
productos sanitarios; e ISO 11137-2:2013, Esterilizacidn de productos sanitarios-Radiacion-Parte 2:
Establecimiento de la dosis de esterilizacion. Véase el Informe técnico n.2 1 de la PDA (Parenteral Drug Association
2007).

24 yéanse también los capitulos generales de la USP <1211> Garantia de esterilidad y <1229> Esterilizacién de
articulos en compendio.



Si un medicamento destinado a ser estéril no se esteriliza terminalmente, el medicamento
terminado

deben esterilizarse inmediatamente antes de su llenado en el envase final del producto. Esto
suele hacerse por filtracidon; sin embargo, pueden utilizarse otros métodos de esterilizacion
validados. Si un medicamento acabado producto no puede filtrarse (por ejemplo, ciertas
suspensiones), los componentes deben esterilizarse (por ejemplo, filtrarse) en el Ultimo paso
posible (por ejemplo, antes de formar la suspension). Las manipulaciones posteriores al paso de
esterilizacién de los componentes deben utilizar practicas asépticas para mantener la esterilidad
(véase § 211.113).

Se debe establecer y llevar a cabo una formacion introductoria sobre microbiologia, técnica
aséptica, comportamiento en la sala limpia, uso de batas y procedimientos que cubran las
operaciones en el area de fabricacidn aséptica antes de que se permita a una persona entrar en
el area de fabricacidén aséptica o realizar operaciones en una campana de flujo laminar (véase §
211.25(a)). Una vez completada la formacion introductoria fuera del area de fabricacién aséptica,
debera realizarse una formacion adicional basada en los requisitos especificos del departamento
y en las descripciones individuales de los puestos de trabajo. Se consideraria que las personas
estan cualificadas para realizar operaciones asépticas tras superar al menos tres simulacros de
llenado de medios sucesivos con éxito, basados en un protocolo cientificamente sélido disefiado
para verificar la idoneidad de su técnica y comportamiento. Los simulacros de producciéon deben
llevarse a cabo en la misma zona en la que tiene lugar la produccién.

Las técnicas destinadas a mantener la esterilidad de los articulos y las superficies deben incluir lo
siguiente:

e Los materiales estériles deben manipularse inicamente con instrumentos estériles.
e Tras la colocacion inicial de la bata, los guantes estériles deben desinfectarse regularmente
(por ejemplo, con alcohol isopropilico estéril al 70%) durante la produccion o, cuando sea

necesario, cambiarse.

e Deben utilizarse componentes de la bata estériles y que no se desprendan. Los componentes
de la bata deben almacenarse de forma que su esterilidad no se vea comprometida.

e Las batas rotas o defectuosas deben cambiarse inmediatamente.

e Los productos estériles, las superficies de contacto con el producto de los envases o los
cierres, u otras superficies criticas no deben tocar directamente ninguna parte de la bata o
los guantes.

e El personal debe moverse lenta y deliberadamente dentro de la sala blanca o la campana.

e El personal debe mantener sus cuerpos y objetos fuera de la trayectoria del flujo



unidireccional por encima de los recipientes abiertos y de los productos que se estén
llenando.

Los procedimientos para el procesamiento aséptico deben tener en cuenta las siguientes
consideraciones:

e El diseno del equipo utilizado en el procesamiento aséptico debe limitar el nimero y la
complejidad de las manipulaciones asépticas y debe ser adecuado para el uso previsto.

e El personal, el material y el flujo del proceso deben optimizarse para evitar actividades
innecesarias que puedan aumentar la posibilidad de introducir contaminantes en los
recipientes o cierres expuestos o en el entorno circundante.

e El material en proceso, incluidos los productos intermedios como las soluciones madre,
deben colocarse en recipientes o cierres que protejan el material del entorno de la sala
limpia.

e Los recipientes o cierres que contengan material estéril en proceso no deben romperse en
un entorno inferior a ISO 5.

e Los productos deben transferirse en condiciones adecuadas de sala limpia. Por ejemplo, la
transferencia, carga y descarga del producto llenado asépticamente hacia y desde el
liofilizador se realiza solo en areas clasificadas que proporcionen una proteccion ISO 5 o
superior a los recipientes parcialmente sellados.

e Todas las manipulaciones asépticas, incluido el procesamiento de materiales estériles, el
llenado y el cierre (por ejemplo, la colocacion y el sellado de tapones en viales), deben
realizarse bajo un flujo unidireccional que sea ISO 5 o mejor.

e Deben establecerse los pasos adecuados para preparar el equipo para la esterilizacion, como
lalimpieza y el uso de un envoltorio que garantice la proteccion y permita al mismo tiempo
la penetracion del agente esterilizante.

e La validacion de las operaciones de esterilizacion de los equipos asociados al
procesamiento aséptico (por ejemplo, recipientes de retencion, equipos de llenado,
liofilizador) y la verificacion periodica y los resultados deben estar documentados (véase §
211.113(b)).

e Para los productos farmacéuticos estériles que se esterilizan por filtracion, los limites de bio
carga de la prefiltracion deben ser y medirse antes de la filtracion estéril, a menos que todos
los componentes consistan en productos farmacéuticos estériles aprobados por la FDA y/o
componentes comprados y certificados como estériles y no pirogénicos. Debe utilizarse un
filtro estéril de grado de esterilizacion farmacéutica apropiado para el producto
farmacologico (por ejemplo, quimicamente compatible). El filtro debe cumplir con §
211.72 y se deben realizar pruebas de integridad del filtro después de cada filtracién o
corrida de produccion.



Para el procesamiento aséptico de productos farmacéuticos estériles (es decir, no sometidos a
esterilizacion terminal), debe validarse el proceso para garantizar la esterilidad (§ 211.113(b)), por
ejemplo, realizando rellenos de medios que simulen el proceso de produccion. La validacion debe
realizarse semestralmente. Los estudios de llenado de medios deben simular estrechamente las
operaciones de fabricacion aséptica incorporando, segin corresponda, las actividades y
condiciones del peor caso que sean desafiantes para las operaciones asépticas. El programa de
llenado de medios debe abordar cuestiones aplicables como las siguientes:

e Factores asociados con la ejecucion mas larga permitida de la operacion de procesado
aséptico que pueden suponer un riesgo de contaminacion (por ejemplo, fatiga del operario,
calidad del entorno de procesado).

e Numero representativo, tipo y complejidad de las intervenciones normales que se producen
en cada ejecucion, asi como de las intervenciones y eventos no rutinarios (por ejemplo,
mantenimiento, paradas, ajustes del equipo). (Debe incluirse el nimero maximo de
intervenciones previstas para simular las condiciones mas desfavorables. )

e Liofilizacion, cuando proceda.

e Montaje aséptico del equipo (por ejemplo, en la puesta en marcha, durante el
procesamiento).

e Numero de personal y sus actividades. (Debe incluirse el nimero maximo de personal
previsto para simular las peores condiciones).

e Numero representativo de adiciones asépticas (por ejemplo, llenado de envases y cierres,
asi como de ingredientes estériles) o transferencias.

e Cambios de turno, descansos y cambios de bata (cuando proceda).

e Tipo de desconexiones/conexiones de equipos as€pticos.

e Recogida aséptica de muestras.

e Configuraciones operativas en la zona ISO 5 y velocidades de linea (cuando proceda).
e Controles de peso.

e Sistemas de cierre de los contenedores (por ejemplo, tamafio, tipo, compatibilidad con el
equipo).

e Disposiciones especificas en los procedimientos escritos relacionados con el

25 Cuando la posibilidad de contaminacidn es mayor en funcién del disefio del proceso (por ejemplo, lineas de
llenado manual intensivo), debe utilizarse un mayor nimero de unidades, generalmente del tamafio del lote de
produccion completo o aproximandose a él. Por el contrario, un proceso realizado en un aislador puede tener un
bajo riesgo de contaminacion debido a la falta de intervencién humana directa y puede simularse con un menor
numero de unidades como proporcién de la operacién global.



procesamiento aséptico (por ejemplo, las condiciones a partir de las cuales es obligatorio
desechar los materiales expuestos en la zona ISO 5 o el despeje de la linea).

1. Pruebas de liberacion

Las secciones 211.165y 211.167 exigen que los productos farmacéuticos acabados se sometan a
pruebas para determinar si cumplen las especificaciones del producto final antes de su liberacién
para la distribucion. La seccion 211.22 establece que la unidad de control de calidad es
responsable de garantizar que el medicamento terminado no se libere hasta que se realicen estas
pruebas y los resultados confirmen que el medicamento terminado cumple las especificaciones.
Los procedimientos para las pruebas de liberacion final deben establecerse y seguirse como se
indica aqui.

Deben establecerse especificaciones apropiadas para cada medicamento (véase § 211.160(b)). Las
especificaciones deben abordar los atributos necesarios para garantizar la calidad del medicamento
terminado y deben incluir, como minimo (§§ 211.160(b), 211.165, 211.167):

e Identidad y fuerza de la API. ¢
e Pureza del producto farmacéutico.

e Para los productos farmacéuticos que pretendan ser estériles y/o no pirogénicos,
esterilidad®’ y un limite para las endotoxinas bacterianas.

e Eficacia antimicrobiana para productos farmacéuticos estériles etiquetados como dosis
multiples y para productos farmacéuticos acuosos no estériles etiquetados como dosis
multiples.?® Si se han realizado previamente pruebas de eficacia antimicrobiana con la
formulacion y el sistema de cierre del envase en cuestion, se pueden utilizar pruebas de
contenido de conservantes en lugar de un estudio completo de eficacia antimicrobiana. Las
especificaciones apropiadas para los productos farmacéuticos acuosos etiquetados como
dosis multiples incluyen garantias de que el producto es adecuadamente auto conservante
o contiene un contenido conservante apropiado para limitar la proliferacion microbiana de

microorganismos y asegurar que el producto mantiene su calidad y pureza para cada dosis.
29

26 Sj se sabe (por la literatura u otra informacién cientifica) que el API tiene el potencial de formar degradantes
genotdxicos, tal y como se discute en la guia ICH para la industria M7(R1) Evaluacion y control de impurezas
reactivas del ADN (mutagénicas) en productos farmacéuticos para limitar el riesgo carcinogénico potencial, la
presencia de la impureza o impurezas debe evaluarse como parte del ensayo o, si el método de ensayo no es lo
suficientemente sensible, utilizando una prueba diferente.

27 Las pruebas de esterilidad deben realizarse utilizando el capitulo general de la USP <71> Pruebas de esterilidad.
Cualquier otro método utilizado para las pruebas de esterilidad deberd ser validado. Consulte, por ejemplo, el
Capitulo General de la USP <1223> Validacion de métodos microbioldgicos alternativos o el Informe Técnico n2 33
de la PDA (véase Parenteral Drug Association 2013) para conocer los métodos de validacién recomendados.

28 Consulte el capitulo general de la USP <51> Pruebas de eficacia antimicrobiana para obtener mas informacion.
29 Las précticas de inyeccién inseguras, incluido el uso inadecuado de agujas, jeringuillas y viales para mas de un
paciente, amenazan la seguridad de los pacientes y han dado lugar a multiples brotes de infecciones bacterianas y



El producto también debe cumplir cualquier otra especificacién incluida en una monografia USP aplicable
(véase, por ejemplo, la seccion 501(b) de la Ley FD&C). Ademas, la FDA recomienda tener en cuenta
las siguientes especificaciones:

e Color, claridad.
e pH, si procede (por ejemplo, para formulaciones acuosas).
e Para los medicamentos que no son soluciones, la uniformidad del contenido. *°

e Para los productos farmacéuticos no estériles, pruebas microbianas (es decir, enumeracion
microbiana, pruebas para microorganismos especificos).

e Para los productos farmacéuticos que son soluciones que pretenden ser estériles, un limite
para particulas visibles®' y particulas sub visibles (10pm-100um).>?

También deben considerarse otras especificaciones apropiadas para atributos generalmente
reconocidos para la forma farmacéutica, como los descritos en ICH Q6A. Por ejemplo, la
especificacion para formas farmacéuticas orales sdlidas de liberacion inmediata suele incluir
pruebas de desintegracion, mientras que las formas farmacéuticas que no son de liberacion
inmediata incluyen pruebas de disolucion como medida de la velocidad de liberacion de la
sustancia farmacologica del producto farmacéutico (véase § 211.167).

Deben establecerse procedimientos para la liberacion que garanticen que cada lote de un
medicamento no se libera hasta que se hayan completado los siguientes puntos (véanse §§ 211.22,
211.165, 211.167, 211.192):

e Se ha realizado una determinacion de laboratorio adecuada para garantizar que cada lote
de un producto farmacéutico se ajusta a las especificaciones.

e Se ha realizado una revision de los datos de control medioambiental y del personal, si
procede, para garantizar que las condiciones de fabricacion fueron aceptables durante la
produccion del lote.

viricas transmitidas por la sangre. Las infecciones bacterianas se han transmitido a los pacientes cuando los
envases monodosis se utilizaron de forma inadecuada, el contenido se contamind y este contenido se administré
después a multiples pacientes. Por lo tanto, es fundamental que los productos farmacéuticos que no se
autoconserven adecuadamente y que no contengan conservantes apropiados se etiqueten como monodosis para
prevenir estos riesgos para la salud.

30 para las formas farmacéuticas orales sélidas (por ejemplo, comprimidos y capsulas), el contenido debe evaluarse
entre las unidades de dosificacién. Para los productos orales no sélidos (p. €j., suspensiones), el contenido debe
evaluarse dentro del envase (p. €j., desde la parte superior e inferior del envase).

31 Dicho limite puede establecerse para cualquier solucidn siguiendo el capitulo general de la USP <790> Particulas
visibles en inyecciones.

32 Aplicable sélo a las preparaciones parenterales. Véanse los capitulos generales de la USP <788> Particulas en
inyecciones'y

<789> Particulas en soluciones oftdlmicas para obtener informacion adicional.



e Los datos y la documentacion de laboratorio asociados han sido revisados por la unidad de
control de calidad y demuestran que el medicamento cumple las especificaciones.

e Una persona cualificada designada de la unidad de control de calidad ha autorizado la
liberacion definitiva.

En determinadas condiciones descritas en el apéndice A, la FDA no tiene intencién, por lo general, de
tomar medidas contra una instalacion subcontratada en relacién con los requisitos de pruebas de
liberacion descritos inmediatamente antes y en el apéndice.

Consideraciones adicionales para los medicamentos estériles

Las pruebas de esterilidad del producto terminado proporcionan una verificacién adicional de la
esterilidad, incluso para aquellos productos compuestos a partir de materiales de partida
estériles, ya que puede haber ocurrido un evento inesperado que suponga un riesgo para la
esterilidad pero que no se haya detectado. En el apéndice A se describen las condiciones en las
qgue, por lo general, la FDA no tiene intencién de adoptar medidas reglamentarias contra un
centro de externalizacién en relacién con las pruebas de esterilidad de productos acabados
basadas en factores atenuantes, como el uso de un método de esterilizacion terminal validado y
el uso de otros enfoques para evaluar la esterilidad del producto acabado antes de su liberacion.

Para los productos acabados que pretenden ser no pirogénicos, el producto debe cumplir los
limites de endotoxinas®® antes de su liberacién (§ 211.167). Para los productos acabados
compuestos a partir de materiales de partida que son estériles y no pirogénicos, las pruebas de
endotoxinas pueden realizarse en todos los materiales de partida (mediante pruebas de los
materiales de partida, o confiando en una declaracion del limite cumplido en un COA vdlido, o
cuando se especifique en una monografia USP aplicable) o mediante pruebas de muestras del
producto acabado. El hecho de que un material de partida esté etiquetado como no pirogénico
no garantiza necesariamente que el producto acabado cumpla el limite de endotoxinas adecuado,
ya que los materiales de partida, incluidos los productos aprobados por la FDA, pueden haber sido
sometidos a pruebas con diferentes limites de endotoxinas, en funcion de la dosis prevista y la via
de administracién. 34

J. Controles de laboratorio

Al ensayar componentes, materiales en proceso y productos farmacéuticos acabados, los
laboratorios deben utilizar controles para garantizar la fiabilidad de los ensayos (§ 211.160). Cada
laboratorio utilizado para probar componentes, materiales en proceso o productos farmacéuticos
acabados -ya sea interno o externo al centro de subcontratacidon- debe emplear los siguientes
aspectos criticos de los controles de laboratorio para garantizar la calidad de los productos
farmacéuticos no estériles y estériles compuestos por el centro de subcontratacién (véanse §§
211.160, 211.194):

33 Normalmente, las pruebas de endotoxinas no son necesarias para los productos oftdlmicos de administracion
topica. Véase el capitulo general de la USP <771> Productos oftdlmicos-Pruebas de calidad.
34 yéase también la guia para la industria Pruebas de pirégenos y endotoxinas: Preguntas y respuestas.



e Siga los procedimientos escritos adecuados para la realizacion de cada prueba y documente
los resultados.

e Disefie procedimientos de muestreo y ensayo para garantizar que los componentes, los
materiales en proceso y los productos farmacéuticos se ajustan a las especificaciones
establecidas para el producto farmacéutico.

e Utilice métodos y equipos analiticos que sean adecuados para su uso previsto y capaces de
producir resultados validos. Si utiliza una prueba validada o una prueba compendiada
establecida en una especificacion, la prueba ha sido verificada y documentada para que
funcione en las condiciones de uso real.

e Mantenga registros completos de todas las pruebas realizadas para garantizar el
cumplimiento de las especificaciones y normas establecidas, incluidos los examenes y
ensayos.

Cuando una instalacion de subcontratacion busca los servicios de una instalacion contratada para
realizar todas o parte de las pruebas de un medicamento, la unidad de control de calidad de la
instalacion de subcontratacidn es responsable de aprobar y rechazar los medicamentos probados
por el contratista. Véanse §§ 200.10(b) y 211.22(a) y la guia para la industria Acuerdos de
fabricacion por contrato de medicamentos: Acuerdos de calidad. Ademas, la FDA recomienda que
las instalaciones contratadas que realicen las pruebas de un medicamento tengan la acreditacion
ISO 17025.



K. Estabilidad/Fecha de caducidad de los medicamentos compuestos

1. Programa de estabilidad y citas posteriores

Debe establecerse un programa de estabilidad para evaluar las caracteristicas de estabilidad de los
medicamentos acabados, y los resultados de las pruebas de estabilidad deben utilizarse para determinar
las condiciones de almacenamiento y las fechas de caducidad adecuadas (§ 211.166). Las pruebas de
estabilidad se utilizan para garantizar que un medicamento conservara su calidad (por ejemplo, su
potencia) y seguira siendo estéril, si procede, hasta la fecha de caducidad indicada en la etiqueta. Un
programa de estabilidad para productos farmacéuticos compuestos debe utilizar las experiencias
pasadas, la literatura disponible y los principios cientificos fundamentales para establecer los parametros
del programa. La fecha de caducidad se establece mediante la realizacion de un programa de estabilidad
que incluya pruebas para evaluar el comportamiento del producto frente a las especificaciones tras el
envejecimiento hasta la fecha de caducidad deseada (§ 211.137); se recomiendan las condiciones
descritas en la guia ICH para la industria Q7A(R2) Pruebas de estabilidad de nuevas sustancias y
productos farmacéuticos.

La FDA entiende que el tamarfio de los lotes de un medicamento compuesto puede ser pequefio y que la
frecuencia de produccién de los lotes puede variar considerablemente. Las politicas relativas a las
pruebas de estabilidad y la fecha de caducidad en esta guia reconocen estos aspectos potenciales de la
producciéon de medicamentos compuestos, al tiempo que abordan las preocupaciones relativas a la
calidad de estos productos utilizando un enfoque basado en el riesgo.

Por lo general, la FDA no tiene intencion de adoptar medidas reglamentarias contra una instalacion de
subcontratacion en relacion con los requisitos de las pruebas de estabilidad si se cumplen todos los
requisitos siguientes:

e El medicamento estd compuesto Unicamente por la combinacion de dos o mas
medicamentos aprobados segun la seccion 505 de la Ley FD&C.

e El etiquetado aprobado del medicamento de al menos uno de los componentes especifica
como asignar un tiempo de uso.

e Elmedicamento compuesto ha sido preparado y etiquetado con un tiempo de uso conforme
al etiquetado aprobado del producto.

e El tiempo de utilizaciéon se utiliza como fecha de caducidad, siempre que el tiempo de
utilizacion no supere la fecha de caducidad de ninguno de los medicamentos aprobados
utilizados para elaborar el medicamento compuesto. Si en el medicamento compuesto se
utilizan dos o mas productos farmacéuticos aprobados con tiempos de uso, se utilizara
como fecha de caducidad del medicamento compuesto el tiempo de uso mas corto.

Ademas, teniendo en cuenta los aspectos Unicos de la elaboracion de compuestos, la FDA no tiene
intencion, por lo general, de tomar medidas reglamentarias contra una instalacion de externalizacion en
las condiciones descritas en el resto de esta seccion y en el Apéndice B, como el uso de un BUD
establecido a través de pruebas de estabilidad limitadas o, para determinadas situaciones de menor
riesgo, el uso de un BUD por defecto como fecha de caducidad, en lugar de establecer una fecha de
caducidad a través de la realizacion de un programa de estabilidad completo requerido en virtud de la
parte 211,35 si se dan todas las circunstancias siguientes:

35 para cumplir las condiciones de la seccidon 503B de la Ley FD&C, el producto farmacéutico compuesto debe estar
etiquetado con una fecha de caducidad (véase la seccion 503B(a)(10)(A)(iii)(V1)).



e El BUD del medicamento compuesto no supera las fechas de caducidad o de repeticion de
la prueba establecidas adecuadamente para ninguno de los componentes utilizados para
componer el medicamento.

e Si el medicamento se compone a partir de un producto farmacéutico aprobado, y el
etiquetado del producto aprobado recomienda un tipo de almacenamiento (por ejemplo,
refrigeracion hasta la fecha de caducidad, como 18 meses), pero también prevé el
almacenamiento en otra condicion (por ejemplo, estable a temperatura ambiente durante
un plazo inferior a la fecha de caducidad, como hasta 14 dias), el medicamento compuesto
no esta etiquetado con un BUD superior al plazo de almacenamiento correspondiente en el
etiquetado del producto aprobado (por ejemplo, el BUD del medicamento compuesto no
supera los 14 dias para temperatura ambiente).

Ademas, para los productos re envasados, la FDA generalmente no tiene intencion de tomar medidas
reglamentarias contra una instalacion de subcontratacién en las condiciones descritas en el resto de esta
seccion y en el Apéndice B, en lugar de establecer una fecha de caducidad mediante la realizaciéon de
un programa de estabilidad completo, si (1) el BUD no supera la fecha de caducidad del medicamento
que se esta re envasando; y (2) si el etiquetado aprobado del medicamento que se esta re envasando
recomienda un tipo de almacenamiento (por ejemplo, refrigeraciéon hasta la fecha de caducidad, como
por ejemplo 18 meses) pero también prevé el almacenamiento en otra condicion (por ejemplo, estable a
temperatura ambiente durante un periodo de tiempo inferior a la fecha de caducidad, como hasta 14
dias), el producto re envasado no estéa etiquetado con un BUD que sea superior al periodo de tiempo de
almacenamiento pertinente en el etiquetado aprobado del producto (por ejemplo, el BUD no supera los
14 dias para temperatura ambiente). Para obtener mas informacion sobre el re envasado, consulte la
guia para la industria, Re envasado de determinados medicamentos de uso humano por parte de
farmacias e instalaciones subcontratadas.

Tanto si se utiliza una fecha de caducidad como si se utiliza BUD como fecha de caducidad de acuerdo
con las disposiciones descritas a continuacion y en el apéndice B, es necesario completar los dos
estudios que se indican a continuacion antes de liberar un lote (véanse §§ 211.166, 211.167). Cada
estudio solo debe realizarse una vez para cada formulacién y sistema de cierre del envase, y se puede
considerar un enfoque de paréntesis o matricial para minimizar la cantidad de pruebas. Consulte el
apéndice B para obtener mas informacion sobre los enfoques de horquillado.

e Las pruebas de integridad del cierre del envase se realizan en muestras envejecidas hasta
la fecha BUD o de caducidad deseada, o mas alla de ella, para garantizar que la esterilidad
se mantiene durante ese periodo de tiempo. 3¢

e Las pruebas de eficacia antimicrobiana para los medicamentos etiquetados o destinados
a dosis multiples se realizan en muestras envejecidas hasta la fecha propuesta de BUD o
de caducidad. (Tenga en cuenta que las pruebas de eficacia antimicrobiana son especificas
del cierre del envase). %’

Las tablas 2 y 3 destacan las condiciones en las que la FDA no tiene intencion, por lo general, de adoptar
medidas reglamentarias contra una instalacién de externalizacién por asignar un BUD que se utilizara
como fecha de caducidad en lugar de realizar los estudios de estabilidad completos que exige la parte

36 Consulte el capitulo general de la USP <1207> Evaluacién de la integridad del envase-Productos estériles para
obtener mas informacion sobre las pruebas de integridad del cierre del envase.
37 Consulte el capitulo general de la USP <51> Pruebas de eficacia antimicrobiana para obtener mas informacion.



211.

a. Pruebas de estabilidad limitadas no estériles

En el caso de lotes pequefios (<5.000 unidades® en un lote agregado® ), la FDA generalmente no tiene
intencion de tomar medidas reglamentarias si se utilizan las BUD por defecto pertinentes proporcionadas
en el Apéndice B para la fecha de caducidad y se cumplen las condiciones establecidas en el Apéndice
B. Alternativamente, para lotes pequenos, la FDA generalmente no tiene intenciéon de tomar medidas
reglamentarias si se realizan pruebas de estabilidad limitadas para apoyar un BUD mas largo que los
BUD por defecto pertinentes de acuerdo con el Apéndice B, y ese BUD se utiliza como fecha de
caducidad en lugar de realizar estudios de estabilidad completos requeridos en virtud de la parte 211. En
el caso de lotes mas grandes (>5.000 unidades en un lote global), la FDA no tiene intencién, en general,
de adoptar medidas reglamentarias en relacion con las pruebas de estabilidad si se cumplen las
condiciones pertinentes para las pruebas de estabilidad limitadas descritas en el apéndice B. Si, en
cualquier momento durante un periodo de notificacion de 6 meses, el numero total de unidades
compuestas supera el limite de 5.000 unidades, no se aplican las condiciones aplicables a los lotes

pequenfios (es decir, <5.000 unidades).

Tabla 2: BUD para medicamentos compuestos no estériles, por tamaiio de lote agregado

Tamanho total del
lote (en un periodo
de notificacion de 6

meses)

BUD por defecto (sin
pruebas)

BUD Basado en pruebas
de estabilidad limitadas

<5.000 unidades

BUD predeterminado, que
puede estar mas limitado
por la literatura u otra
informacion cientifica.
Consulte en el Apéndice B
las condiciones que deben
cumplirse.

Programa de estabilidad
basado en datos.
Consulte en el Apéndice B
las condiciones que deben
cumplirse.

>5.000 unidades

N/A. Los BUD por defecto
no son aplicables a lotes de
gran tamafno.

Programa de estabilidad
basado en datos.
Consulte en el Apéndice B
las condiciones que deben
cumplirse.

38 | as unidades son comprimidos o capsulas individuales para formas de dosificacién oral sélidas y supositorios,
insertos o envases inmediatos (por ejemplo, vial, jeringa, bolsa intravenosa, tubo) para otras formas de

dosificacion.

39 A efectos de esta guia, el tamafio del lote se ha considerado definiendo lote agregado como la suma de todas las

unidades producidas de cualquier nimero de lotes durante el periodo de 6 meses para el que se presenta un

informe de producto farmacéutico. Para mas informacion sobre los informes de productos, consulte la guia para la

industria Electronic Drug Product Reporting for Human Drug Compounding Outsourcing Facilities Under Section
503B of the Federal Food, Drug, and Cosmetic Act.




b. Pruebas de estabilidad limitada estéril

En el caso de lotes pequefios (<1.000 unidades en un lote agregado), la FDA generalmente no tiene
intenciéon de tomar medidas reglamentarias si se utilizan los BUD por defecto pertinentes
proporcionados en el Apéndice B para la fecha de caducidad y se cumplen las condiciones
establecidas en el Apéndice B. Alternativamente, para lotes pequefios, la FDA generalmente no
tiene intencion de tomar medidas reglamentarias si se realizan pruebas de estabilidad limitadas
para apoyar un BUD mas largo que los BUD por defecto pertinentes de acuerdo con el Apéndice
B, y ese BUD se utiliza como fecha de caducidad en lugar de realizar estudios de estabilidad
completos requeridos en virtud de la parte 211. En el caso de lotes més grandes (>1.000 unidades
en un lote global), la FDA no tiene intencion, en general, de tomar medidas reglamentarias en
relacion con las pruebas de estabilidad si se cumplen las condiciones pertinentes para las pruebas
de estabilidad limitadas descritas en el apéndice B. Si, en cualquier momento durante un periodo
de notificacion de 6 meses, el numero total de unidades compuestas supera el limite de 1.000
unidades, no se aplican las condiciones aplicables a los lotes pequefios (es decir, <1.000 unidades).

Tabla 3: BUD para medicamentos compuestos estériles, por tamaiio de lote agregado

Tamano total del
lote (en un periodo
de notificacion de 6

meses)

BUD Basado en pruebas

BUD por defecto (sin
de estabilidad limitadas

pruebas)

BUD predeterminado, que

<1.000 unidades

puede estar mas limitado
por la literatura u otra
informacion cientifica.
Consulte en el Apéndice B
las condiciones que deben
cumplirse.

Programa de estabilidad
basado en datos.
Consulte en el Apéndice B
las condiciones que deben
cumplirse.

>1.000 unidades

N/A. Los BUD por defecto
no son aplicables a lotes de
gran tamafno.

Programa de estabilidad
basado en datos.
Consulte en el Apéndice B
las condiciones que deben
cumplirse.

2. Establecimiento de un plazo de utilizacion para los medicamentos estériles

Para poder acogerse a las exenciones de la seccién 503B de la Ley FDC, el recipiente para la

medicamento compuesto debe incluir las instrucciones de uso, incluyendo, segln proceda, la

dosisy la




administracién (seccién 503B(a)(10)(B) de la Ley FD&amp;C). Si el medicamento compuesto
requiere una manipulacion adicional antes de su administracién (por ejemplo, reconstitucién y/o
dilucién), la FDA interpreta que el requisito de las instrucciones de uso incluye un tiempo en uso
porque el profesional sanitario que manipula o administra el medicamento necesitaria saber
cuanto tiempo se espera que conserve su calidad después de ser manipulado. Ademas, se
necesitarian estudios de estabilidad (como exige § 211.166) para respaldar el tiempo en uso
indicado. Sin embargo, en general la FDA no tiene intencion de adoptar medidas reglamentarias
en relacién con el requisito de disponer de datos que respalden el tiempo de uso declarado, como
estudios de desafio microbiano y de estabilidad, si el producto estéril tiene instrucciones de uso
gue incluyan un tiempo de uso inferior a 4 horas a temperatura ambiente o inferior a 24 horas
refrigerado.*°

En virtud de los §§ 211.160 y 211.165(b), se requieren pruebas de laboratorio apropiadas de los
productos que deben estar libres de microorganismos objetables, y los controles de laboratorio deben
incluir especificaciones y procedimientos de prueba cientificamente solidos y apropiados, disefiados para
proporcionar la garantia de que el producto se ajusta a las normas apropiadas de identidad, potencia,
calidad y pureza. Para los productos de dosis multiples, las pruebas y especificaciones de laboratorio
apropiadas incluyen las de eficacia antimicrobiana, tanto si el producto contiene un conservante como si
la actividad antimicrobiana es inherente a la formulacién. Consulte el capitulo general <51> de la USP
para conocer los métodos de prueba de la eficacia antimicrobiana y los criterios de aceptacion. Si se
cumplen los criterios de aceptacion descritos en el Capitulo General de la USP <51>, se considera
apropiado el etiquetado hasta un periodo de 28 dias en uso para los productos de dosis multiples, sujeto
a las condiciones relativas a las pruebas de estabilidad que se comentan a continuacion.

Ademas de los estudios de desafio microbiano, debe evaluarse la estabilidad del producto manipulado
(véase § 211.166). En general, la FDA no tiene intencién de adoptar medidas reglamentarias en relacion
con el requisito de realizar estudios de estabilidad completos para evaluar la estabilidad del producto
manipulado si las pruebas realizadas como parte de las pruebas de estabilidad limitadas descritas en el
Apéndice A se llevan a cabo en muestras envejecidas hasta al menos 2/3 del BUD etiquetado (si es mas
largo que los BUD por defecto descritos en el Apéndice B), manipuladas (por ejemplo, reconstituidas o
diluidas) como se describe en el etiquetado, y luego mantenidas durante el tiempo de uso deseado (hasta
28 dias).

Las instrucciones de uso etiquetadas*' deben incluir instrucciones para el profesional sanitario o el
paciente de que el tiempo de almacenamiento mas la fase de administracion no deben superar el BUD.
Consideremos, por ejemplo, una formulacién en polvo estéril en un vial que debe reconstituirse con agua
estéril para inyectables, USP, antes de la administracion al paciente con una etiqueta que incluye un
tiempo en uso de dentro de 4 horas a temperatura ambiente o dentro de 24 horas si se refrigera. El
tiempo de utilizacién comienza cuando se introduce el vial de polvo estéril y se reconstituye con Agua
Estéril para Inyecciones, USP. La solucidn reconstituida debe administrarse al paciente en un plazo de
4 horas si la solucion se mantiene a temperatura ambiente o en un plazo de 24 horas si se almacena en
el frigorifico.

3. Tiempo de utilizacion y BUD para medicamentos estériles

40 para una descripcién de los métodos vy criterios de aceptacidn de los estudios de desafio microbiano, véase
Metcalfe 2009.

41 La seccién 503B(a)(10)(B) de la Ley FD&C establece lo siguiente: “El envase del que se extraen las unidades
individuales del medicamento para su dispensacion o para su administracion... debera incluir... las instrucciones de
uso, incluyendo, segun proceda, la dosis y la administracién”.



El centro de externalizacion debe establecer el BUD colocado en la etiqueta de un medicamento
compuesto, teniendo en cuenta que el BUD es la fecha/hora tras la cual el producto debe
desecharse. Las instrucciones de uso que figuran en la etiqueta deben incluir las instrucciones
correspondientes para el profesional sanitario o el paciente. Si el producto no requiere ninguna
manipulacion (por ejemplo, dilucién o reconstitucién) antes de su administracion, las
instrucciones de uso deben advertir que la administracién al paciente debe completarse antes de
alcanzar el BUD. Por ejemplo, si una bolsa intravenosa que contiene un medicamento compuesto
con un BUD de 24 horas va a ser infundida al paciente durante un periodo de 4 horas, la infusion
debe comenzar a las 20 horas para garantizar que la administracion se completard antes de
alcanzar el BUD, momento en el que el medicamento compuesto debe desecharse.

L.

Envases y etiquetas

El envasado de medicamentos no estériles y estériles debe ser apropiado para el producto y capaz de
garantizar la esterilidad, si procede, y la integridad del producto hasta que se administre a un paciente
(véanse §§ 211.94, 211.122). Las etiquetas deben contener la informacién requerida y las operaciones
de etiquetado deben incluir controles para evitar confusiones; ademas, se deben desarrollar
procedimientos para garantizar que se cumplen estos requisitos (§§ 211.122, 211.125, 211.130,
211.134).

Los siguientes aspectos del envasado y etiquetado son fundamentales para garantizar la calidad de los
medicamentos compuestos y deben ser aplicados por los centros de externalizacion:

El recipiente, el cierre y los sistemas de envasado proporcionan una proteccion adecuada
contra los factores externos previsibles en el almacenamiento, el envio y el uso que podrian
causar la contaminacion o el deterioro del medicamento terminado (por ejemplo, viales
agrietados, fugas en las bolsas) (§ 211.94).

Se han establecido controles adecuados para la emision de etiquetas, el examen de las

etiquetas emitidas y la conciliacion de las etiquetas usadas para evitar confusiones (§
211.125).

Existe una separacion adecuada entre las operaciones de etiquetado y envasado de
diferentes productos, incluidos los que tienen diferentes concentraciones o envases O
cierres, para evitar mezclas (§ 211.130).

Se han establecido controles adecuados para garantizar la correcta identificacion de todos
los envases llenos de productos farmacéuticos no estériles o estériles que se almacenaran

sin etiquetar durante cualquier periodo de tiempo (§ 211.130).

Los registros de envasado incluyen los resultados de los examenes de las etiquetas
utilizadas (§ 211.134) y muestras o copias de todo el etiquetado utilizado (§ 211.188).

Se ha examinado la exactitud del medicamento terminado etiquetado antes de su liberacion
(§ 211.134).

Muestras de reserva



Se debe conservar y almacenar una muestra de reserva debidamente identificada que sea representativa
de cada lote o partida de medicamento en condiciones coherentes con el etiquetado del producto (§
211.170). Por lo general, la FDA no tiene la intencion de tomar medidas reglamentarias contra una
instalacién de subcontratacion en relacién con los requisitos de la muestra de reserva si se cumplen
todos los requisitos siguientes:

e Una vez que se produzcan >10.000 unidades de una determinada formulacién de
medicamento y sistema de cierre de envase en un periodo de notificacion de 6 meses, se
recogera una muestra de reserva adecuadamente identificada y representativa cada vez que
se produzcan 1.000 unidades de esa formulacidn y sistema de cierre de envase especificos
durante el resto del periodo de notificacion actual y durante todo el periodo de notificacion
posterior de 6 meses.

e La muestra de reserva se conserva y almacena en las condiciones de almacenamiento
etiquetadas y en el mismo sistema de envase-cierre inmediato en el que se comercializa el
medicamento o en uno que tenga esencialmente las mismas caracteristicas (por ejemplo, el
mismo material, el mismo espacio de cabeza para los liquidos).

e La muestra de reserva se conserva durante al menos 30 dias tras la fecha de caducidad.

e Lamuestra de reserva consiste en al menos la cantidad de producto farmacéutico necesaria
para todas las pruebas requeridas en el momento de la liberacion, excepto para las pruebas
de esterilidad y piroégenos.

N. Tramitacion de reclamaciones

Las instalaciones externas deben disponer de procedimientos para gestionar las quejas que reciban
sobre sus productos farmacéuticos compuestos (§ 211.198). Las quejas escritas y orales relativas a la
calidad o pureza de un medicamento deben ser revisadas por la unidad de control de calidad, que debe
determinar la necesidad de investigar la queja de acuerdo con § 211.192 (§ 211.198). Si es necesaria
una investigacion, ademas de la unidad de control de calidad, debe participar el personal adecuado para
evaluar la queja. Los procedimientos de tramitacién de reclamaciones deben incluir disposiciones para
su revision con el fin de determinar si la reclamacién representa un acontecimiento adverso que deba
notificarse a la FDA (véase

§ 211.198, seccion 301(ccc)(3) de la Ley FD&C, y la guia para la industria Notificacion de eventos
adversos para instalaciones subcontratadas bajo la seccion 503B de la Ley Federal de Alimentos,
Medicamentos y Cosméticos).

III. GLOSARIO

Limite de actuacion: Nivel microbiano o de particulas en suspension en el aire establecido que, cuando
se supera, debe desencadenar una investigacion adecuada y una acciéon correctiva basada en la
investigacion.

Ingrediente Farmacéutico Activo (IFA): Cualquier sustancia destinada a ser incorporada en un
producto farmacéutico acabado y cuyo fin es proporcionar actividad farmacolégica u otro efecto directo
en el diagndstico, cura, mitigacion, tratamiento o prevencién de enfermedades, o afectar a la estructura
0 a cualquier funcién del organismo. El API no incluye los productos intermedios utilizados en la sintesis
de la sustancia.



Lote agregado: La suma de todas las unidades producidas de cualquier nimero de lotes durante el
periodo de 6 meses para el que se presenta un informe de producto farmacéutico.

Limite de alerta: Un nivel microbiano o de particulas en suspension en el aire establecido que advierte
con antelacién de una posible desviacion de las condiciones normales de funcionamiento y desencadena
un escrutinio y un seguimiento adecuados para abordar el posible problema. Los limites de alerta son
siempre inferiores a los limites de actuacion.

Aséptico: Libre de gérmenes causantes de enfermedades; estéril.

Area de fabricacion aséptica: La parte clasificada de una instalacién que incluye la sala de
procesamiento aséptico y las salas blancas auxiliares.

Proceso aséptico: Proceso mediante el cual un producto estéril se envasa en un recipiente estéril de
forma que se mantenga la esterilidad.

Lote: Una cantidad especifica de un medicamento u otro material que se pretende que tenga una
uniformidad

caracter y calidad, dentro de los limites especificados, y se produce de acuerdo con un unico pedido de
compuestos durante el mismo ciclo de produccion.

Fecha de caducidad (BUD): Fecha mas alla de la cual no debe utilizarse un medicamento compuesto.
Una BUD notifica al usuario el periodo durante el cual pueden garantizarse las caracteristicas de calidad
requeridas de un medicamento compuesto (por ejemplo, esterilidad, potencia, pureza, ausencia de
particulas).

Carga bioldgica: El nimero total de microorganismos asociados a un articulo especifico antes de la
esterilizacion.
Indicador biolégico (Bl): Poblacion de microorganismos inoculados en un medio adecuado (por
ejemplo, solucion, recipiente o cierre) y colocados en lugares de carga apropiados del esterilizador para
determinar la eficacia del ciclo de esterilizacion de un proceso fisico o quimico. El microorganismo

desafio se selecciona en funcion de su resistencia al proceso en cuestion. El valor D del lote entrante y
el recuento microbiolégico definen la calidad del BI.

Sustancia farmacéutica a granel: Véase la definicidn de ingrediente farmacéutico activo.
Sala blanca: Una sala disefiada, mantenida y controlada para evitar la contaminaciéon microbioldgica y
por particulas de los productos farmacéuticos. A una sala de este tipo se le asigna una clasificacion

basada en el cumplimiento reproducible de los limites adecuados de limpieza del aire.

Componente: Cualquier ingrediente destinado a ser utilizado en la fabricacion de un medicamento,
incluidos los ingredientes que pueden no aparecer en el medicamento final.

Area critica: Area destinada a mantener la esterilidad de los materiales estériles.

Superficie critica: Superficies que pueden entrar en contacto o afectar directamente a un producto
esterilizado o a sus envases o cierres.

Despirogenacion: Proceso utilizado para destruir o eliminar pirégenos (por ejemplo, endotoxinas).

Desinfeccion: Proceso mediante el cual se reduce la carga bioldgica de la superficie a un nivel seguro
0 se elimina.



Endotoxina: Producto pirégeno (por ejemplo, lipopolisacarido) presente en la pared celular bacteriana.
Las endotoxinas pueden provocar reacciones que van desde la fiebre hasta la muerte en los pacientes
que reciben inyecciones.

Fecha de caducidad: Fecha que figura en la etiqueta del producto farmacéutico y que indica el tiempo
que el medicamento puede cumplir las normas aplicables de identidad, potencia, calidad y pureza en las
condiciones de almacenamiento indicadas en la etiqueta antes de ser utilizado. Las fechas de caducidad
se determinan basandose en estudios de estabilidad especificos del producto que evaltan la formulacién
concreta de un medicamento, en el recipiente especifico en el que se va a almacenar y en las condiciones
a las que puede estar expuesto. La temperatura, la humedad y la luz son algunos de los factores que
pueden afectar a si un medicamento se degrada con el tiempo y en qué medida.

Filtro HEPA: Un filtro de aire de particulas de alta eficacia con una eficiencia minima de retencién de
particulas de 0,3 um del 99,97%.

Tiempo de uso: La cantidad maxima de tiempo que puede transcurrir entre la penetracion de un sistema
de envase-cierre una vez que el medicamento ha sido esterilizado, o después de que un medicamento
liofilizado ha sido reconstituido, y antes de la administracion al paciente.

Intervencién: Manipulacién o actividad aséptica que se produce en la zona critica.

Aislador: Unidad descontaminada suministrada con aire de calidad ISO 5 o superior que proporciona un
aislamiento continuo y sin concesiones de su interior respecto al entorno exterior (por ejemplo, el aire
circundante de la sala blanca y el personal). 42

Lote: Un lote, o una porcién especifica identificada de un lote, que tiene caracter y calidad uniformes
dentro de los limites especificados; o, en el caso de un producto farmacéutico producido mediante un
proceso continuo, una cantidad especifica identificada producida en una unidad de tiempo o cantidad de
forma que se garantice que tiene caracter y calidad uniformes dentro de los limites especificados.

Operario: Cualquier individuo que participe en la operacion de procesado aséptico, incluyendo la
preparacion, llenado o mantenimiento de la linea, o cualquier otro personal asociado con las actividades
de la linea aséptica.

Piréogeno: Sustancia que induce una reaccion febril en un paciente.

Esterilizacion terminal: La aplicacion de un agente letal (por ejemplo, calor) a productos farmacéuticos
acabados y precintados con el fin de alcanzar un nivel de garantia de esterilidad (SAL) predeterminado,
normalmente inferior a 10 (es decir, una probabilidad de una unidad no estéril superior a una entre un
millén).

Flujo unidireccional: Un flujo de aire que se mueve en una sola direccién, de forma robusta y uniforme,
y a velocidad suficiente para barrer de forma reproducible las particulas de la zona critica de
procesamiento o ensayo.

Particula viable: Una particula que consiste en, o soporta, uno 0 mas microorganismos vivos.

42 yéase el apéndice 1 de la guia para la industria Productos farmacéuticos estériles producidos mediante
procesamiento aséptico - Buenas prdcticas de fabricacion actuales.



IV. APENDICE A.

CONDICIONES EN LAS QUE EL FDA GENERALMENTE NO TIENE INTENCION DE ADOPTAR
MEDIDAS REGLAMENTARIAS EN RELACION CON DETERMINADOS REQUISITOS DE PRUEBAS DE
LIBERACION

Deben establecerse procedimientos para la liberacién que garanticen que cada lote de un medicamento
no se libere hasta que se hayan completado los siguientes puntos (véanse §§ 211.22, 211.165,
211.167(a), 211.192):

e Se ha realizado una determinacion de laboratorio adecuada para garantizar que cada lote
de un producto farmacéutico se ajusta a las especificaciones.

e Se ha realizado una revision de los datos de control medioambiental y del personal, si
procede, para garantizar que las condiciones de fabricacion fueron aceptables durante la
produccion del lote.

e Los datos y la documentacion de laboratorio asociados han sido revisados por la unidad de
control de calidad y demuestran que el medicamento cumple las especificaciones.

e Una persona cualificada designada de la unidad de control de calidad ha autorizado la
liberacion definitiva.

A. Medicamentos no estériles

Por lo general, la FDA no tiene intencién de tomar medidas reglamentarias contra una instalacion de
externalizacion en relacion con estos requisitos de liberacién en las condiciones descritas en la Tabla
A, que se encuentra al final del Apéndice A. Para cualquier producto dado, considere qué condiciones
de la Tabla A se aplican. Si se aplican varias condiciones, elegir la opcidon menos estricta para cada
prueba de liberacién de lote individual entre las condiciones aplicables seria coherente con la politica de
aplicacion establecida en este apéndice.

Ejemplo 1: Se dan todas las condiciones siguientes:

e El tamafio del lote es >60 unidades.
e Laactividad acuosa es <0,6 (no es una forma de dosificacion solida).

e Laresistencia del producto se comprueba mediante un método que es altamente especifico
(por ejemplo, cromatografia liquida de alta resolucion (HPLC)) y que utiliza un patrén de
referencia.

A partir de la Tabla A, se aplican las condiciones 2b y 3; bajo esas condiciones, la FDA generalmente no
tiene intencion de tomar medidas reguladoras contra una instalacion de externalizacién en relacion con
las pruebas de liberacién de lotes para la identidad, el contenido de AET/conservantes, la enumeracion
microbiana o las pruebas para microorganismos especificados si la instalacién de externalizacion evalué
la resistencia, la uniformidad del contenido, el pH, la apariencia y las demas especificaciones apropiadas
para ese producto.



Ejemplo 2: Se dan todas las condiciones siguientes:

e El tamafio del lote es de 30 unidades cada mes.
e El material de partida es una sustancia farmacéutica a granel.
e El producto es una forma farmacéutica solida.

e Se comprueba la resistencia del producto mediante un método que es altamente especifico
(por ejemplo, HPLC) y que utiliza un estandar de referencia.

De la tabla A, las condiciones 1b y 3 se aplican al primer lote de 30 unidades; las condiciones 2c y 3 se
aplican al segundo lote de 30 unidades (es decir, cuando se ha producido un total de 60 unidades); las
condiciones 1b y 3 se aplican al tercer lote de 30 unidades; y asi sucesivamente. En esas condiciones,
la FDA no tiene intencién, por lo general, de tomar medidas reglamentarias contra una instalacion de
externalizacién en relacion con las pruebas de liberacion de lotes para la identidad, la uniformidad del
contenido, el pH, el contenido de AET/conservantes, la enumeracién microbiana, las pruebas para
microorganismos especificos o las demas especificaciones apropiadas si la instalacion de
externalizacién evalud la resistencia y el aspecto para cada lote y también evalué la uniformidad del
contenido y las demas especificaciones apropiadas para ese producto para cada dos lotes.

B. Productos farmacéuticos estériles

Por lo general, la FDA no tiene intencién de tomar medidas reglamentarias contra una instalacion de
externalizacién en relacién con estos requisitos de liberacién, ya que se aplican a las pruebas de
esterilidad si las pruebas de esterilidad se inician antes de la liberacién del lote (véase también la Tabla
D en el Apéndice B para los BUD para los productos liberados sin una prueba de esterilidad completa) y
los procedimientos establecidos especifican que si el producto farmacéutico no cumple con un criterio de
esterilidad:

e Todas las instalaciones que recibieron el producto farmacéutico son notificadas
inmediatamente de los resultados de las pruebas y se les proporciona cualquier informacién
y recomendaciones apropiadas para ayudar en el tratamiento de los pacientes.

e La notificacion esta documentada.

e LaFDA es notificada por escrito en un plazo de 5 dias laborables. *3

Ademas, en general, la FDA no tiene intencién de tomar medidas reglamentarias contra una instalacion
de externalizacion en relacion con los requisitos de liberacion para las pruebas de esterilidad en las
condiciones descritas en la Tabla B, que se encuentra al final del Apéndice A. Para cualquier producto
dado, considere qué condiciones de la Tabla B se aplican. Si se aplican varias condiciones, elegir la
opcion menos estricta para cada prueba de liberacién de lote individual entre las condiciones aplicables
seria coherente con la politica de aplicacién establecida en este apéndice.

Ejemplo 1: Se dan todas las condiciones siguientes:

43 Los informes deben enviarse por correo electrdnico a la FDA, a la direccién OFAlertReport@fda.hhs.gov.




e El tamano del lote es de 30 unidades cada mes.

e El producto es una solucion o nutricion parenteral total (NPT) y se comprueba la identidad
y la fuerza de la solucion a granel, pero no del producto farmacéutico acabado,
inmediatamente antes de llenarlo en los envases finales y preetiquetados del producto
farmacéutico.

e Elproducto se esteriliza de forma terminal mediante un ciclo de esterilizacion validado que
utiliza indicadores fisicos, quimicos o biologicos.

De la tabla B, las condiciones 2, 5 y 6 se aplican al primer lote de 30 unidades; las condiciones 1,5y 6
se aplican al segundo lote de 30 unidades (es decir, cuando se ha producido un total de 60 unidades); y
asi sucesivamente. En estas condiciones, la FDA no tiene intencién, por lo general, de emprender
acciones reguladoras contra una instalacion de externalizacién en relacion con las pruebas de liberacion
de lotes en cuanto a identidad, fuerza, esterilidad, pH, particulas visibles, particulas subvisibles (cuando
proceda) u otras especificaciones apropiadas, incluidas las especificaciones de la monografia USP, si la
instalacién de externalizacion realiz6 pruebas de endotoxina, color y claridad en ese producto para cada
lote y también realizé pruebas de pH, particulas visibles, particulas subvisibles (cuando proceda) y otras
especificaciones apropiadas, incluidas las especificaciones de la monografia USP en cada otro lote.

Ejemplo 2: Se dan las dos condiciones siguientes:

e El tamano del lote es >60 unidades.

e El producto farmacéutico es un producto farmacéutico inyectable multicomponente (por
ejemplo, un producto de nutricion parenteral total, una solucion de cardioplejia) compuesto
a partir de API producidos unicamente por fabricantes registrados por la FDA, el producto
acabado se compone utilizando un equipo automatizado con software validado y el equipo
se calibra inmediatamente antes y después de cada turno del personal.

De la Tabla B, se aplican las condiciones 1 y 5; bajo esas condiciones, la FDA generalmente no tiene
intencion de tomar medidas reguladoras contra una instalacién de externalizacion en relacion con las
pruebas de liberacion de lotes para la identidad y la fuerza si la instalacién de externalizacion llevo a
cabo pruebas de esterilidad, endotoxina, pH, color, claridad, particulas visibles, particulas subvisibles
(cuando proceda) y otras especificaciones apropiadas, incluidas las especificaciones de la monografia
USP.

C. Consideraciones adicionales

Por lo general, la FDA no tiene intencién de adoptar medidas reglamentarias contra un centro de
externalizacion en relacion con el requisito de analizar el producto acabado antes de su liberaciéon
(véanse § 211.165, 211.167) si el medicamento se envasa asépticamente en cartuchos o casetes
estériles y seguros que estén disefiados para evitar el uso indebido mediante un mecanismo de bloqueo
que impida que el centro de externalizacion analice el producto acabado, y todas las pruebas/examenes
se realizan en una muestra del recipiente que contiene el medicamento compuesto agrupado (por
ejemplo, el depdsito de la bomba) después de que se hayan llenado todos los recipientes finales. 44

Para reducir la necesidad de fabricar unidades adicionales para cumplir con el requisito de pruebas de
esterilidad (véase § 211.167) siguiendo los procedimientos del capitulo general de la USP <71> Pruebas

4 Consulte la tabla 2 del capitulo general de la USP <71> Pruebas de esterilidad para obtener mds informacién
sobre el volumen que debe muestrearse.



de esterilidad, la FDA no tiene intencion, por lo general, de tomar medidas contra una instalacion de
subcontratacién en relacién con el numero de unidades probadas si:

e Para tamafios de lote de hasta 10 unidades inclusive que no cumplan también las
condiciones 3 0 6 del cuadro B, se sometera a ensayo al menos 1 unidad; y

e Para tamafos de lote superiores a 10 unidades e inferiores a 40 unidades, la prueba de
esterilidad se realiza utilizando un nimero de envases igual al 10% redondeado al nimero
entero superior.



Tabla 4: Condiciones relativas a las pruebas de liberacion por lotes para medicamentos no estériles

Prueba de liberacion de lotes

O  Prueba para la que la FDA generalmente no tiene intencién de
adoptar medidas reglamentarias en las condiciones enumeradas

® Prueba que se espera realizar, si procede

Condiciones
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Pruebas para
microorganismos

P

Otras especificaciones
apropiadas

Las pruebas se realizan seguin estas condiciones ...

1. Tamafio del lote <60 unidades, 2 si se realizan pruebas omitidas una vez producidas 60 unidades. °

1a. A partir de un producto aprobado por
la FDA

1b. Partiendo de
farmacéutica a granel

la  sustancia

2. Tamafio del lote 260 unidades o una vez producidas 60 unidades ® y considerando las siguientes

caracterizaciones de la actividad del agua:

2a. Actividad del agua >0,6 ® Y ° Y Y ) ) () )
2b. Actividad del agua <0,6 (distinta de

la dosificacion sélida Y Y ° ) Y 0] @) O )
formas)

2c. Formas farmacéuticas sélidas ® Y ® o) Y ®) 0] 0] ®

... a menos que las condiciones 3 o 4 también sean aplicables. De ser asi, elegir la opcién menos
estricta para cada prueba entre las condiciones aplicables seria coherente con la politica de
aplicacién establecida en este apéndice.

3. Producto cuya resistencia se ha
comprobado mediante un método
altamente especifico (por ejemplo,
HPLC) y que utiliza una norma de




referencia.

4. El medicamento compuesto es una
Unica dilucion de un medicamento
aprobado por la FDA, o se elabora a
partir de una o mas diluciones de un
medicamento aprobado por la FDA
realizadas segun las instrucciones de
dilucion del etiquetado y utilizando un
equipo automatizado calibrado
inmediatamente antes y después de la
produccion

aComprimidos o capsulas individuales para formas de dosificacion oral sélidas y supositorios, insertos o recipientes
(por ejemplo, vial, jeringa, bolsa intravenosa, tubo) para otras formas de dosificacion.

bLas pruebas °mitidas gn estas condiciones solo deben realizarse una vez después de que se haya producido un
Unico lote de 60 o mas unidades o una vez que se hayan producido 60 o mas unidades en mas de 1 lote en el plazo
de un afno desde el momento en que se produjo el primer lote, y se restablecen una vez que se han realizado las
pruebas o al cabo de 1 afio desde el momento en que se produjo el primer lote si no se produjo un minimo de 60
unidades. Por ejemplo, si el tamafio del lote es sistematicamente de 30 unidades (por ejemplo, tubos) de un
determinado volumen de farmaco, las pruebas omitidas se realizan en cada segundo lote producido. O, si el primer,
segundo y tercer lote del afio incluyen 25, 30 y 10 unidades respectivamente, las pruebas omitidas se realizan en
el tercer lote porque se ha cumplido el minimo de 60 unidades.

¢ Por lo general, la FDA no tiene intencion de adoptar medidas reglamentarias si no se realizan pruebas de
uniformidad del contenido en las soluciones.

4 Si el producto farmacéutico es autoconservante, entonces realice pruebas para el APl/excipiente que esta
proporcionando el efecto conservante o realice pruebas de eficacia antimicrobiana (AET). Para los productos con
conservante, realice pruebas de contenido de conservante. No obstante, la AET debe realizarse al menos una vez
en una formulacién que utilice la concentracién de conservante mas baja para la formulaciéon en cuestion y el
sistema de cierre del envase.

¢Véase, por ejemplo, el capitulo general <1111> de la USP.

fIncluyen atributos generalmente reconocidos para cada forma farmacéutica, como los descritos en la norma ICH
Q6A o en las monografias o capitulos generales de la USP.




Tabla 5: Condiciones relativas a las pruebas de liberacion de lotes de medicamentos estériles

Condiciones

Prueba de liberacion de lotes
O Prueba para la que la FDA generalmente no tiene intencion de

adoptar medidas reglamentarias en las condiciones enumeradas

® Prueba que se espera realizar
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Las pruebas se realizan segun estas condiciones
1. Tamafo del lote 260 unidades? | == — — — — — - - - -
o0 una vez producidas 60 unidades®
2. Tamano del lote <60 unidades,
si las pruebas omitidas se realizan | © O - = | O | =] - | o | O
una vez producidas 60 unidades®
3. Lote <10 unidades compuesto
conforme a prescripcion para un
solo paciente y la etiqueta lleva
BUD segun la Tabla D del| O O @) - @) - - (@) @) @)

Apéndice B, si se realizan pruebas
omitidas una vez producidas 60
unidades®

... a menos que también sean aplicables las condiciones 4, 5 6 6. De ser asi, elegir la opcién
menos estricta para cada prueba entre las condiciones aplicables seria coherente con la politica

de aplicacion establecida en este apéndice.

4. Producto cuya fuerza (potencia)
se ha comprobado mediante un
método que es altamente
especifico (por ejemplo, HPLC) y
que utiliza un estandar de
referencia.

5. Sélo para soluciones o nutricién
parenteral total (NPT):

- El medicamento compuesto es
una Unica dilucion de un
medicamento aprobado por la
FDA, o se elabora a partir de una o
mas diluciones de un medicamento




aprobado por la FDA realizadas
segun las instrucciones de dilucién
del etiquetado y utilizando un
equipo automatizado calibrado
inmediatamente antes y después
de la produccién

- 0O-

- La solucién a granel, pero no el
producto farmacéutico acabado,
se somete a pruebas de identidad
y resistencia inmediatamente
antes de su llenado en los envases
finales y preetiquetados del
producto farmacéutico

- 0-

- El producto farmacéutico es un
producto farmacéutico inyectable
multicomponente (por ejemplo,
producto de NPT, soluciéon de
cardioplejia) compuesto a partir de
APl producidos unicamente por
fabricantes registrados en la FDA,
el producto acabado se compone
utilizando equipos automatizados
con software validado vy los
equipos se calibran
inmediatamente antes y después
de cada turno del personal.

6. El producto esta esterilizado en
su fase final mediante un ciclo de

esterilizacion validado que utiliza | = - O - - - - - - -
indicadores fisicos, quimicos o
biolégicos

aComprimidos o capsulas individuales para formas de dosificacion oral sélidas y supositorios, insertos o recipientes
(por ejemplo, vial, jeringa, bolsa intravenosa, tubo) para otras formas de dosificacion.

bLas pruebas omitidas bajo esta condicion solo tienen que realizarse una vez después de que se haya producido
un unico lote de 60 o mas unidades o una vez que se hayan producido 60 o0 mas unidades en mas de 1 lote en el
plazo de un afio desde el momento en que se produjo el primer lote, y se reinicia una vez que se han realizado las
pruebas o al cabo de 1 afio desde el momento en que se produjo el primer lote si no se produjo un minimo de 60
unidades. Por ejemplo, si el tamafio del lote es sistematicamente de 35 unidades (por ejemplo, viales) de un
determinado volumen de farmaco, las pruebas se realizan en cada segundo lote producido. O, si el primer, segundo
y tercer lote del afio incluyen 25, 20 y 30 unidades respectivamente, las pruebas se realizan en el tercer lote porque
se ha alcanzado el minimo de 60 unidades.

¢ Para los productos acabados compuestos a partir de materiales de partida estériles y no pirogénicos, véase la
seccion |, Pruebas de liberacion, para mas informacién sobre las pruebas de endotoxinas.

dIncluyen atributos generalmente reconocidos para cada forma farmacéutica, como los descritos en la norma ICH
Q6A o en las monografias o capitulos generales de la USP.




V. APENDICE B.

CONDICIONES EN LAS QUE EL FDA GENERALMENTE NO TIENE INTENCION DE ADOPTAR
MEDIDAS REGLAMENTARIAS EN RELACION CON LAS PRUEBAS DE ESTABILIDAD Y LOS

REQUISITOS DE FECHA DE CADUCIDAD

A. BUD por defecto (sin pruebas) para medicamentos no estériles: Tamaiio de lote

agregado <5.000 unidades

Por lo general, la FDA no tiene intenciéon de adoptar medidas reglamentarias contra una instalaciéon de
externalizacién en relacion con los requisitos para los estudios de estabilidad y las fechas de caducidad
de los medicamentos no estériles en virtud de

§§ 211.166 y 211.137 si (1) se ha asignado un BUD de acuerdo con la Tabla C; (2) se realizan pruebas
de actividad del agua como se describe a continuacién, si procede, para determinar el tipo de producto
para asignar el BUD; (3) la bibliografia u otra informacion cientifica, incluido el etiquetado pertinente del
producto disponible en el mercado para un medicamento similar (por ejemplo, componentes, forma de
dosificacion, via de administracion, tipo de cierre primario del envase), no indica que el producto
farmacéutico pueda no ser fisicoquimicamente estable durante el periodo de tiempo indicado; y (4) el
BUD se utiliza como fecha de caducidad. #°

Los BUD por defecto de la tabla C se basan en la probabilidad de proliferacién microbiana determinada
por las pruebas de actividad del agua. Los productos con una actividad del agua >0,6 son mas
preocupantes desde el punto de vista microbiolégico porque existe un potencial de proliferacion de
microorganismos en el producto. El uso de una estrategia de conservacion validada*® puede reducir en
gran medida la probabilidad de proliferacién microbiana en los productos farmacéuticos acabados.

Las pruebas de actividad del agua se realizan de la siguiente manera para determinar el tipo de producto
para asignar el BUD por defecto:

e Formas farmacéuticas so6lidas (es decir, comprimidos y capsulas): No es necesario realizar
pruebas de actividad del agua.

e Productos con actividad acuosa >0,6: No es necesario realizar pruebas de actividad acuosa
si se sabe o se supone que el producto tiene una actividad acuosa elevada (por ejemplo, una
solucion oral liquida) y se utiliza el BUD aplicable por defecto para productos con
actividad acuosa >0,6.

e Productos con sospecha de baja actividad acuosa (que no sean formas farmacéuticas
solidas) (por ejemplo, supositorios): La prueba de actividad del agua se realiza una vez
para cada formulacion de producto farmacéutico no estéril segun procedimientos de prueba
validados como los descritos en el capitulo general de la USP <1112>. En funcioén de los
resultados de la prueba de actividad del agua, el BUD debe fijarse de acuerdo con la tabla
C.

4> para poder acogerse a las exenciones previstas en la seccién 503B de la Ley FD&C, el medicamento compuesto
debe estar etiquetado con una fecha de caducidad (véase la seccion 503B(a)(10)(A)(iii)(VI)).
46 yvéase el capitulo general de la USP <51>.



Tabla 6: BUD por defecto para medicamentos no estériles con tamaiio de lote agregado <5.000 unidades

Condiciones de almacenamiento
Tipo de producto -
Temperatura ambiente Frigorifico (2° a 8°C)
controlada (20° a 25°C) g
Formas farmacéuticas solidas 180 dias N/A

Actividad del agua >0,6 Conservado: 30 dl.as Sin Conservado 30 dl:’:ls Sin
conservar: No aplicable conservarl4 dias

Actividad del agua <0,6 90 dias N/A

B. BUD por defecto (sin pruebas) para medicamentos estériles: Tamaiio de lote

agregado <1.000 unidades

Por lo general, la FDA no tiene la intencion de tomar medidas reglamentarias contra una
instalacion de externalizacion en relacion con los requisitos para los estudios de estabilidad y las
fechas de caducidad segun §§ 211.166 y 211.137 si (1) se ha asignado un BUD de acuerdo con los
criterios basados en las condiciones de procesamiento de la Tabla D; (2) la bibliografia u otra
informacion cientifica, incluido el etiquetado pertinente del producto disponible en el mercado
para un medicamento similar (por ejemplo, componentes, forma de dosificacion, via de
administracion, tipo de cierre del envase primario), no indica que el producto farmacéutico pueda
no ser fisicoquimicamente estable durante el periodo de tiempo indicado; y (3) el BUD se utiliza
como fecha de caducidad.?’

Tabla 7: BUD por defecto para un tamaiio de lote agregado <1.000 unidades con unas condiciones de procesado
y almacenamiento dadas

Condiciones de almacenamiento

Temperatura
Condiciones de ¢Contiene un ambiente Erigorifi Congelador
procesamiento conservante? | controlada (gog: ';olg‘)) (25°a -
(20° a 25°C) 10°C)

e El producto farmacéutico
terminado se procesa No 6 dias 9 dias 45 dias
asépticamente; y

47 para poder acogerse a las exenciones previstas en la seccién 503B de la Ley FD&C, el medicamento compuesto
debe estar etiquetado con una fecha de caducidad (véase la seccion 503B(a)(10)(A)(iii)(VI)).



e No se ha completado

una  prueba de Si 28 dias 42 dias 45 dias
esterilidad antes de la
liberacion

e El producto farmacéutico
acabado se esteriliza de
forma terminal;

e Se emplea un ciclo de No 14 dias 28 dias 45 dias
esterilizacion  validado

que utiliza indicadores
fisicos, quimicos o
bioldgicos; y

e No se ha completado

una  prueba de Si 28 dias 42 dias 45 dias
esterilidad antes de la
liberacion

e El producto farmacéutico No 28 dias 42 dias 45 dias

terminado se procesa
asépticamente o se
esteriliza terminalmente
y se somete a una Si 42 dias 42 dias 45 dias
prueba de esterilidad
completa y aprobada
antes de su liberacion

C. Politica de aplicacion relativa al uso de pruebas de estabilidad limitada para asignar
un BUD

Las pruebas de estabilidad tienen por objeto confirmar el comportamiento de estabilidad de un
medicamento compuesto no estéril o estéril mantenido en las condiciones de almacenamiento indicadas
en la etiqueta durante el tiempo que dure el BUD. Los procedimientos establecidos para evaluar la
estabilidad de los productos farmacéuticos compuestos por instalaciones externas deben lograr lo
siguiente (§§ 211.122, 211.160, 211.166):

e Incorpore métodos de prueba indicadores de estabilidad que sean fiables, significativos y
especificos.

e Evaliie muestras del medicamento en el mismo sistema de envase-cierre y con la misma
etiqueta y adhesivo, o representativos, que se colocaran en el envase en el que se
comercializard el medicamento.

e Evalue la estabilidad de las muestras que sean representativas del lote del que se obtuvieron
y estén almacenadas en condiciones adecuadas.



1

a.

e Incorpore pruebas para evaluar la eficacia antimicrobiana para los productos farmacéuticos
etiquetados o destinados a ser de dosis multiples. Si se ha establecido previamente la
eficacia antimicrobiana para la formulacion y el sistema de cierre del envase, puede
utilizarse una prueba para el contenido de conservantes en lugar de un estudio completo de
eficacia antimicrobiana.

Por lo general, la FDA no tiene intencién de tomar medidas reglamentarias contra una instalacién de
externalizacién en relacion con las pruebas de estabilidad y los requisitos de fecha de caducidad si la
instalacion de externalizacion utiliza el enfoque que se describe a continuacion, en el que se describe un
numero de lotes y un conjunto de pruebas -que deben realizarse en el momento de la liberacién del lote
como parte de las operaciones normales- que deben realizarse en el momento del BUD deseado. Esta
seccion C no se aplica a los medicamentos acuosos no estériles no conservados debido al mayor riesgo
de proliferacion microbioldgica.

Se aplican las siguientes condiciones:

e Las muestras se evaluan tras su envejecimiento en las condiciones de almacenamiento a
largo plazo (es decir, temperatura y humedad) de la norma ICH Q1A(R2).

e Los datos de cada punto temporal se evaluan frente a las especificaciones establecidas para
el medicamento compuesto.

e EIBUD no es superior a 12 meses.

e Silos datos de alguna prueba quedan fuera de las especificaciones establecidas, el BUD se
restringe al ultimo punto temporal en el que los datos permanecieron dentro de las
especificaciones, o se utiliza el BUD por defecto (descrito anteriormente).

Debido a la posibilidad de que una muestra no cumpla las especificaciones en el punto temporal final, la
FDA recomienda encarecidamente la inclusion de pruebas en al menos un punto temporal intermedio. Si
los datos en el punto temporal final no confirman la estabilidad del producto en la BUD deseada (por
ejemplo, algunas mediciones quedan fuera de las especificaciones establecidas), pero los datos en el
punto temporal intermedio son aceptables (es decir, las mediciones cumplen las especificaciones
establecidas), una BUD igual al punto temporal intermedio cumple la segunda condicion anterior.

Segun esta politica, se someten a prueba las muestras de un solo lote. Cada unidad sometida a una o
mas pruebas que comprometan la integridad del cierre primario del envase sélo se prueba en un unico
punto temporal (es decir, no en puntos temporales adicionales). Si se va a utilizar una sola unidad para
multiples pruebas discretas con el fin de minimizar las pruebas destructivas, la dosis de la unidad se
subdivide en multiples alicuotas que no se retienen mas tiempo que el necesario para completar las
pruebas (normalmente no mas de 48-72 horas) y las alicuotas se colocan en recipientes de prueba
apropiados (por ejemplo, viales de cromatografia liquida de alto rendimiento o tubos de muestra) que
protejan la muestra de ser comprometida (por ejemplo, de la exposicion al aire, la luz, la evaporacion).

. No esteril

Pruebas no destructivas

Se realiza la siguiente prueba:



e Apariencia.
b. Pruebas quimicas destructivas
Las pruebas que se llevaran a cabo incluyen:
e pH, si procede (por ejemplo, para formulaciones acuosas).
e Ensayo.®
e Especificaciones adecuadas.
c. Pruebas microbioldgicas, si la actividad del agua >0,6
Las pruebas que se llevaran a cabo incluyen:
e Pruebas de eficacia antimicrobiana/pruebas de contenido de conservantes a la caducidad.
e Enumeracién microbiana*® (USP Capitulo General <61>).

e Prueba para organismos especificos®® (USP Capitulo General <62>).

2. Esteril

a. Pruebas no destructivas

Se realizan las siguientes pruebas:
e Apariencia.
e Colory claridad.
e Particulas visibles.
b. Pruebas quimicas destructivas
Las pruebas que se llevaran a cabo incluyen:
e pH, si procede (por ejemplo, para formulaciones acuosas).

e Ensayo. !

48 yéase la nota 31.

49 Véase, por ejemplo, el capitulo general <1111> de la USP.
50 |bid.

51 yéase la nota 31.



C.

e Particulas subvisibles (10pm-100um). >

Pruebas de esterilidad o de integridad del cierre del envase

Para confirmar que la esterilidad se mantiene durante el BUD propuesto, se deben realizar pruebas de
integridad del cierre del envase (como las descritas en el capitulo general <1207> de la USP) o una
prueba de esterilidad (véase el capitulo general <1208> de la USP).

<71>) se lleva a cabo. Cuando se realicen, las pruebas de integridad del cierre del envase se llevaran a
cabo en un numero de unidades que sea adecuado para el método de prueba elegido.

d. Sujecion

El uso del horquillado en los estudios de estabilidad permite una evaluacién mas racionalizada de los
medicamentos para los que se producen multiples concentraciones o presentaciones de volumen. El
horquillado supone que la estabilidad de las concentraciones intermedias (0 volumenes de llenado
intermedios) esta adecuadamente representada por los extremos probados. % Para que varios
medicamentos puedan someterse a estudios de estabilidad con horquillado, las formulas candidatas
deben variar sélo en concentracion o volumen de llenado.

Aunque las cantidades individuales de excipientes pueden variar, todos los excipientes (en las
cantidades del peor de los casos) deben estar en todas las formulaciones entre corchetes. No se
requieren formulaciones proporcionales. Debe utilizarse el mismo sistema de envase-cierre (§ 211.166).
Si existen tres 0 mas puntos fuertes, concentraciones o presentaciones en volumen, los casos
intermedios para los estudios de estabilidad, como se indica a continuacion, pueden reflejar un uso
apropiado de los corchetes:

e Si se producen 3 6 4 concentraciones o presentaciones en volumen del medicamento,
pruebe los extremos superior e inferior (por ejemplo, si las concentraciones disponibles
incluyen 2,0 mg/mL, 3,5 mg/mL, 5,0 mg/mL y 10,0 mg/mL, pruebe 2,0 mg/mL y 10,0
mg/mL).

e Si se producen de 5 a 10 concentraciones, concentraciones o presentaciones en volumen
del medicamento, pruebe los extremos superior e inferior y 1 caso intermedio.

e Sise producen mas de 10 dosificaciones, concentraciones o presentaciones en volumen del
medicamento, pruebe los extremos superior e inferior y 2 casos intermedios.

Es fundamental que la determinacion de los extremos se haga con cuidado. Por ejemplo, con respecto
al volumen de llenado, los extremos adecuados no son necesariamente siempre el mas alto y el mas
bajo volumen de fluido llena. Mas bien, la relacién entre el espacio de la cabeza y el volumen de fluido
puede representar mejor el extremo adecuado en funcién del volumen del recipiente utilizado en las
distintas presentaciones.

El horquillado descrito en esta seccidn no se aplica a las pruebas microbianas de esterilidad, endotoxinas
o carga bioldgica. El horquillado puede ser apropiado para las pruebas de actividad del agua y de eficacia
antimicrobiana cuando se utiliza junto con una estrategia de prueba del contenido de conservantes.

52 Aplicable Gnicamente a los preparados intratecales, intravenosos, intraarteriales, oftalmicos, intramusculares,
Gticos estériles y subcutaneos.

53 Véase la guia ICH para la industria Q1D Bracketing and Matrixing Designs for Stability Testing of New Drug
Substances and Products para mas informacién sobre bracketing y matrixing.
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