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Preface

Purpose of This Resource Book

Although many federal organizations now have guide-
books, manuals, or handbooks in support of human sub-
jects protection activities, the first major work developed with
a broad perspective was the Guidebook for Institutional
Review Boards in the early 1980s by Public Responsibility in
Medicine and Research, a nonprofit organization. In 1992,
the year following the formal adoption by 16 federal agencies
of the Federal Policy for the Protection of Human Subjects
(Common Rule), the U. S. Department of Energy (DOE)
published the Human Subjects Research Handbook
(Protecting Human Research Subjects). In 1993, the Office
for Protection from Research Risks, National Institutes of
Health, issued Protecting Human Research Subjects,
Institutional Review Board Guidebook, a new work. In 1995,
a revised second edition of the DOE Human Subjects
Research Handbook (Protecting Human Research Subjects)
was published to address more current issues and con-
cerns in the human research area.

By 2000, it was evident that accelerating changes in
science, regulations, and practices would require that
existing guidebooks and manuals be updated. Dr. Susan
Rose, the DOE Human Subjects Research Program Man-
ager, with the support of the National Science and Technol-
ogy Council, proposed that major revisions to these guide-
books and manuals be undertaken to provide the human
subjects research community with broader and more current
information in the form of a resource manual. Dr. Rose was
asked to take on the development of such a document as a
federalwide project and formed a multiagency Resource
Book Task Group to research and compile the information.
Some participating departments or agencies made volun-
teers available to the task group for the research, compila-
tion, and review efforts. Many others contributed their time
and energy to the review process. (The participants in this
project are identified in the Acknowledgments section of this
manual.) This document is the result of several years of
hard work by many dedicated individuals and the support of
their institutions.

Thus, this resource book was a joint project of several
agencies: DOE, the U.S. Department of Defense, and the
U.S. Department of Veterans Affairs. However, this manual
does not represent the official views or policies of any of
these or any other agencies. Rather, it is an attempt to
synthesize the information currently available on the protec-
tion of human subjects in research, the continuing applica-
tion of such information to new areas of endeavor, and the
ever-changing rules, regulations, and guidance involved in
the hope that it might provide useful information for investiga-
tors, Institutional Review Boards (IRBs), research organiza-
tions, research subjects, and others.

This book does not constitute regulations or formal
federal agency guidance but rather has been prepared for
the convenience and reference of the many audiences noted
above. Regulations are cited when appropriate, as is federal
guidance, but existing regulations and agency guidance may
not always provide clarity or relevancy in the real world of
research review and conduct. Therefore, where relevant
citations from national advisory bodies have been used,
readers are encouraged to explore the work of these advisory
groups, as well as scholarly publications, to attain a greater
appreciation of the complexity of the challenges at hand.

Some readers will find portions of the resource book too
simplistic; and other readers will find these same portions to
be an important primer, while the more advanced reader will
employ this book as a useful reference. The book contains
chapters that provide background information on the history
and development of the federal regulations, chapters that
discuss procedural and substantive issues regarding the
review and conduct of human subjects research, and
chapters that are specific to one type of research (e.g.,
genetics, biological samples) or research in specific
populations (e.g., international settings, children, and
workers).



The chapters in this book provide evidence that the
issues with which IRBs, investigators, and research organi-
zations must concern themselves are many and complex.
We have tried to provide some expanded discussions of the
regulations and beyond, but we do not presume to offer the
definitive discussions of the many ways in which any
reasonable reader might interpret the language of the
regulations. An important goal of the resource book is to help
facilitate understanding of the concepts involved, how they
relate to human subjects research, and how one might go
about applying those concepts. This resource book is not
intended or designed to tell IRBs whether or not specific
protocols should be approved (unless the regulations
specifically prohibit the proposed activity or method). It does,
however, describe the issues on which investigators,
institutions, and IRBs should focus their attention. Further-
more, although the book is broad in scope, human subjects
issues change. Thus, this document focuses on what are
considered to be the most important issues and concerns to
the human subjects community, rather than on attempting to
be comprehensive or complete.

This resource manual frequently refers to the policies
and guidance of all signatories to the Common Rule and
often to the policies and guidance of the Office for Human
Research Protections (OHRP) as the lead regulatory agency
in this field. OHRP has been given permission by the Office
of Management and Budget to negotiate Federalwide
Assurances of Compliance, and, as such, many depart-
ments and agencies rely on OHRP’s assurance system to
implement their own systems of compliance oversight.
However, departments or agencies might interpret the
regulations differently or impose additional requirements for
research they conduct or support. Readers are encouraged
to find out whether their institutions or funding agencies have
different or additional requirements. Although this book
contains an Agency Chapter 27 for DOE, your agency may
insert your human subjects chapter in its place. Each agency
has the opportunity to add a Chapter 27 to this resource
manual that will include agency-specific additional sections
or references covering its pertinent research regulations,
policies, and procedures.
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Roles and Responsibilities for
Protecting Human Subjects

A. Introduction

This chapter summarizes the responsibilities for pro-
tecting human subjects that are expected of individuals and
organizations involved in the conduct of human research.
These responsibilities include following ethical principles,
complying with federal regulations, and adhering to institu-
tional policies.

The ethical conduct of human subjects research is an
individual, organizational, and shared responsibility that
includes all who contribute to the research endeavor—
research team members, institutional officials, such as
deans and department heads, Institutional Review Board
(IRB) members and staff, research administrators, research
sponsors, members of the community from which research
subjects are drawn, and the research subjects themselves.

Protecting research subjects—an essential feature of the
ethical conduct of human research—is also an individual,
organizational, and shared responsibility. No single person
can ensure that subjects are protected in every research
project, or even in every component of any specific research
project. Therefore, every person involved in the conduct of
human research expects and depends upon each one of his/
her colleagues to place the rights and welfare of subjects
above other considerations.
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The critical elements underlying the responsibilities
related to human subjects protection derive from nationally
and/or internationally accepted ethical principles, govern-
ment regulations, and the policies of individual organizations
conducting research. These elements are summarized in
Table 1.1 and will be discussed in detail in later chapters.

Institutions involved in the conduct of research that is
funded by the federal government have an explicit organiza-
tional responsibility to protect human subjects. Every
organization, regardless of research funding source,
conducting human research should have a program in place
that provides the organizational structure, lines of communi-
cation, and other resources necessary to
protect subjects. The human research
protection program (HRPP) is a relatively
new term adopted by at least one accredi-
tation organization and described in detail
in Responsible Research: A Systems
Approach to Protecting Research Participants (IOM 2003).
The term reflects growing awareness that institutions
conducting research should have a system-wide program
involving many units and functions to protect research
subjects. There are many components of an effective HRPP,
each with unique roles and responsibilities as well as
shared and overlapping roles and responsibilities, including
the institution conducting research, the Principal Investigator (PlI),

Human
Research

Protection
Program (HRPP)




Table 1.1
Important Documents Relevant to Protecting Human Research Subjects
Ethical Standards and Codes

e The Nuremberg Code (Nuremberg 1949)

e The Declaration of Helsinki: Ethical Principles for Medical Research Involving Human Subjects (WMA 1964,
revised most recently in 2002)

e The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research
(National Commission 1979)

Federal Government Regulations

o Federal Policy for the Protection of Human Subjects (or the Common Rule), codified for the Department of Health
and Human Services (DHHS) at 45 CFR Part 46, Subpart A?

o Regulations providing additional protections for pregnant women, fetuses, and neonates (for DHHS, at 45 CFR
Part 46, Subpart B), prisoners (45 CFR Part 46, Subpart C), and children (45 CFR Part 46, Subpart D) involved in
research

e Food and Drug Administration (FDA) Informed Consent Regulations (21 CFR Part 50)2

e FDA IRB regulations (21 CFR Part 56)°

e State laws and regulations

Local and Institutional Laws and Policies

o Administrative requirements (e.g., processing of grant applications, and contracts)

Oversight requirements (e.g., protocol review and monitoring, biosafety and radiation safety)
Professional qualification requirements (e.g., certification of IRB administrators, members, and staff)
e Organizational mission statements

Organizational ethical standards

other members of the research team, the members of the

B. The Institution Conducting

IRB, IRB administrators and staff, research sponsors, and
the community. The implication of having HRPPs is that the
IRB cannot and should not be expected to fulfill all protection
duties, even though it is the predominant unit addressed in
the Federal Policy for the Protection of Human Subjects (or
the Common Rule). The roles and responsibilities of each
component unit of an HRPP are described below.

Research

Just as research programs need infrastructural support
to survive and flourish, the oversight of human subjects
protection also requires administrative resources to be
viable and effective. This infrastructure and the activities it
supports constitute the HRPP of the organization that

conducts the research.

The review of proposed research by an IRB, described in
detail in Chapter 11 of this manual, constitutes only one
component of an effective HRPP. Organizational commit-

1 Each codification of the Federal Policy for the Protection of Human Subjects by a department or agency is equivalent to 45 CFR 46.101-
46.124 (Subpart A), DHHS codification. Each signatory to the Federal Policy, also called the Common Rule, codified the regulations sepa-
rately; however, the individual sections of the regulations are identical to 45 CFR Part 46, Subpart A (except in their initial reference number),
with the exception of the regulations of the Food and Drug Administration (FDA), in which the reference number and sometimes the language
differ in some key areas (56 Federal Register 28002, June 18, 1991). Throughout this manual, the codification will be referred to as
§_ XXX when citing the regulatory requirements of the Common Rule. Anyone looking at any version of the Common Rule, regardless of the
agency that has signed on, will be able to recognize the codification using this format. The FDA requirements will also be cited. Throughout
this manual, when both the Common Rule and FDA regulations are applicable, the Common Rule citation will appear first, followed by the FDA
citation—for example, (8 .108(b); 21 CFR 56.108(c)). DHHS also adheres to Subparts B through D, which address special protections for
vulnerable populations (discussed later in this manual). 45 CFR Part 46. Subparts A through D are available at
www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm. Some departments and agencies also have incorporated some or all of the
subparts into their policies.
2 See www.access.gpo.gov/nara/cfr/waisidx_01/21cfr50_01.html.
3 See www.access.gpo.gov/nara/cfr/waisidx_01/21cfr56_01.html.
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ment, accountable leadership, initial and continuing educa-
tion programs, and compliance oversight activities are
prerequisites for a successful HRPP.

The Common Rule delineates the responsibilities of
“institutions” that are engaged in human subjects research
conducted or supported by the federal departments and
agencies that have adopted the policy. According to the
Common Rule, any such “public or
responsibilities private entity (including federal, state, or
o) laki 1110 1[o)lci other agencies)’ must “assure” the
supporting or conducting department or
agency in writing that it will comply with the regulations for
protecting human subjects in research (§__ 103(a)).*

The regulations contemplate that this is accomplished
through the use of a written assurance to the appropriate
federal department or agency that the institution conducting
the research will comply with the Common Rule—that is, it
accepts its responsibility for protecting human subjects in a
manner that is consistent with accepted ethical standards
and specific regulatory requirements (see Chapter 5 for a
lengthier discussion of the assurance process). Each legally

separate institution must obtain its own
il SE0 ez lalel=l assurance applicable to the research.
Many institutions hold assurances

approved for federalwide use by the Office for Human
Research Protections (OHRP), Department of Health and
Human Services (DHHS). Until recently these included
Federalwide Assurances (FWAs) and Multiple Project
Assurances; currently the FWA is the only new assurance
offered by OHRP (see Chapter 5). Such assurances cover all
of the institution’s research involving human subjects that is
conducted or supported by one of the federal departments or
agencies that have adopted the Common Rule, provided the
assurance is appropriate for the research in question
(8___.103(a)). The institution also must develop written
operating procedures to ensure that these ethical standards
and regulatory requirements are actually carried out in
practice (§__ .103(b)).

The written procedures should delineate the institutional
components and the institutional personnel that are charged
with developing and implementing meaningful protections.
Once delineated, the responsible components and person-
nel should be given the authority and resources to carry out
their human subjects protection functions.

Ultimately, the institution’s highest officials and its
governing body (i.e., board of directors or board of trustees)
will be held accountable by the federal government and by
the public for ensuring that the institution’s policies, proce-
dures, and resources are effectively applied to the protection
of human subjects.

Institutional Human Subjects Signatory Official

Each institution engaged in human subjects research
conducted or supported by one of the federal departments or
agencies that have adopted the Common Rule must
designate an institutional official to execute the assurance of
compliance. This individual must be authorized to act for the
institution and to assume on behalf of the institution the
obligations imposed by the Common Rule (§___ .103(c)). It
is the responsibility of this official to en-

sure that the institution develops, imple- responsibilities
ments, and maintains an effective HRPP of the signatory,
that complies with the requirements of or responsible
the Common Rule. Specific responsibili- official

ties of the signatory, or responsible
official, at a minimum must include:

e ensuring the development and implementation of
policies and procedures governing all of the
institution’s research projects involving human
subjects, research investigators, and research
personnel who conduct such research, and IRBs
(8__.103(b)(4));

* designating one or more IRBs to be responsible for
oversight of the institution’s human research
(8__.103(b)(2));

e ensuring that the institution’s IRBs are provided with
sufficient meeting space (§__ .103(b)(2));

e ensuring that the institution’s IRBs receive sufficient
resources, including technology and staff, to support
their substantial review and record keeping
responsibilities (§__ .103(b)(2));

e ensuring that institutional programs function in
accordance with all federal, state, and local laws
and regulations that govern human subjects
protection in the conduct of research (§__ .101(f));

e ensuring the implementation of appropriate
procedures for notifying institutional officials and
researchers with oversight responsibility about 1)
any unanticipated problems involving risks to
subjects or others; 2) any serious or continuing
noncompliance with the requirements of the
Common Rule or the requirements or
determinations of the IRB; and 3) any suspension or
termination of IRB approval (§8__ .103(b)(5);
856.113); and

e in coordination with appropriate institutional officials
with oversight responsibility, ensuring prompt
notification of FDA, any sponsoring federal
department or agency, and the assurance granting
office (e.g., OHRP) of such incidents in accordance
with federal regulations (§___ .103(b)(5); 21 CFR
56.108(b)).

* The Food and Drug Administration requires that any nonexempt clinical investigation should not be initiated unless that investigation has been
reviewed and approved by, and remains subject to continuing review by, an IRB meeting the requirements of regulations (21 CFR 56.103(a)).



Additional responsibilities of the signatory official may C. The Prineipal Investigator
include:

e establishing effective lines of communication with the The lead investigator for a research project is referred to
institution’s highest officials and its governing body as the Principal Investigator (PI). As the individual directly
(i.e., board of directors or board of trustees) to ensure responsible for the implementation of all aspects of the
an understanding of their legal and ethical research, the Pl bears direct personal responsibility for
responsibilities for protecting human research protecting every research subject enrolled in his/her re-
subjects; search project. This responsibility starts with the design of

e promoting an institutional culture that values human the research protocol, which must meet several criteria
subjects protection as a primary ethical value and stipulated by the Common Rule in order to be approved by
personal responsibility; the IRB (§__ .111; 21 CFR 56.111). The research must be

o fostering understanding of, and compliance with, meritorious and the researcher should
human subjects protection requirements throughout have the competence and resources to the Pl bears
the institution; carry it out. Risks to subjects must be direct personal

e developing and implementing policies and minimized by using procedures consis- responsibility for
procedures that govern all of the institution’s research tent with sound research design that do protecting every
projects involving human subjects, research not unnecessarily expose a subject to research subject
investigators, research personnel, and IRBs; risk and whenever appropriate, by using

e ensuring that the institution’s HRPP receives the procedures already being performed on the subjects for
resources needed to maintain effective systemic diagnostic or treatment purpose.
protections for human subjects;

« ensuring the establishment of initial and continuing In accepting and exercising responsibility for all aspects
education requirements relative to human subjects of the research, the PI, at a minimum, should ensure the
protection issues for research investigators, study following:
coordinators, research staff, IRB members, and IRB ¢ all members of the research team adhere to all
staff; accepted ethical principles as elucidated in the

e ensuring the provision of resources sufficient to Belmont Report and comply with the findings,
maintain effective initial and continuing education determinations, and requirements of the IRB;
programs relative to human subjects protection e the informed consent process and the informed
issues; consent document are adequate, no matter which

e ensuring that open channels of communication linking members of the research team actually conduct and
the institution’s IRBs, IRB staff, research investigators, document the consent process;
study coordinators, research staff, administrative staff, o the research has received prospective initial review
and any other relevant parties are maintained; and approval by an institutionally designated IRB;

e monitoring the operation and administration of the e continuing IRB review and approval of the research is
institutional HRPP (including the institution’s IRBS); secured in a timely fashion;

e arranging for internal and/or external, periodic, « the research does not extend beyond the established
independent assessments or audits of the IRB approval period;
institution’s HRPP in terms of regulatory compliance o the research is conducted at all times in compliance
and overall effectiveness; with all applicable federal, state, and local regulatory

e providing the institution’s board of directors, board of requirements and in accordance with the IRB-
trustees, or other governing body with periodic reports approved protocol;
that summarize the activities of the institution’'s HRPP; o the research is conducted at all times in accordance

e serving as a knowledgeable point of contact for federal

with the findings, determinations, and requirements
regulatory agencies or assigning another individual to of the IRB:

serve in hisfher capacity. e any required data and safety monitoring plan is being

implemented,;
e all members of the research team are trained in and
have a working knowledge of the following:
o the institution’s approved assurance of
compliance;
o relevant federal regulations, such as the
Common Rule, FDA's informed consent and IRB

The institutional official should have direct access to
senior management, including the institution’s chief execu-
tive officer and/or board of trustees/directors, if such access
is needed to ensure the protection of human subjects.
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regulations, and other relevant government D. Other Members of the

regulations for protecting human subjects; Research Team
o the Belmont Report and the ethical principles it
articulates; In addition to the PI, other investigators may share
o the research protocol, including all requirements, responsibility for the conduct of a research study. These
procedures, and enrollment criteria. investigators might be termed coinvestigators or sub-
« all members of the research team receive appropriate investigators. Regardless of their titles, all investigators and
supervision: members of the research team must accept ethical and
« no changes in the approved research are initiated regulatory responsibility for the protection of human subjects.

The PI is ultimately responsible for ensuring that these
obligations are met, even when they are delegated.

without prior IRB approval, except when necessary to
eliminate immediate hazards to subjects;

¢ the IRB and/or sponsor is notified promptly of the
following:

0 any unanticipated problems involving risks to
subjects or others;

0 any serious adverse events that are not
described in the IRB-approved protocol and
informed consent document;

0 any serious or continuing noncompliance with
regulatory requirements or the determinations of

Study coordinators (or research coordinators) frequently
play a critical role in ensuring the quality and ethical conduct
of a research project. Study coordinators are typically respon-
sible for the day-to-day administration
and conduct of the research project, with study
duties that may include interacting with coordinators
subjects or potential subjects, delivering
or facilitating research interventions, managing regulatory
files and other required documentation, and supervising

the IRB; other members of the research team.

0 any protocol deviations or any changes made to
eliminate immediate hazards to subjects; Depending upon the nature of the research and the

0 any proposed changes in previously approved professional expertise of the individual, it may be the study
research. coordinator who actually solicits, witnesses, or even con-

o detailed records are maintained and made available ducts the informed consent process (including obtaining
to responsible institutional officials regarding informed consent) from prospective subjects. Study coordi-
interactions that involve: nators regularly play a crucial role in explaining research
0 subjects, procedures to subjects as well as risks, benefits, study
o the study sponsor, purpose, and alternatives to participation before and after
o the IRB, enrollment.

o relevant federal agencies.

« each potential subject understands the nature of the Study coordinators are often in the best position to
research: observe the full range of research activities as they unfold in

« each subject (or the subject’s legally authorized real-life settings. As a result of this unique vantage point,

study coordinators are in a particularly critical position to
ensure that research is conducted ethically, protocols are
strictly followed, regulatory and institutional requirements are
met, and the rights and welfare of subjects are protected.

representative) receives a copy of the IRB-approved
informed consent document, unless the consent
requirement is appropriately waived by the IRB
(8___.116(d); note that FDA regulations do not allow

waiver of consent). ) .
A large study sometimes requires a broad research

team consisting of professionals and paraprofessionals with

Pls should be encouraged to consult directly with the a wide range of expertise and experience. Whatever the
IRB chairperson or IRB professional staff, institutional composition of the research team, all of its members are
human subjects signatory official, or institutional legal responsible for the protection of human subjects in the
counsel about any matter or concern related to the protection research. In addition to fulfilling their own study-related
of human research subjects. duties, researchers at every level are responsible for

ensuring that studies are conducted ethically and responsi-
bly. Researchers involved in a particular research project
have a strict obligation to notify the relevant IRB promptly of
any serious or continuing noncompliance with applicable
regulatory requirements or IRB determinations (§___ .103

(b)(5)).
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Coinvestigators, study coordinators, nurses, research
assistants, and all other research personnel must:

o take measures necessary to protect the safety, rights,
and welfare of human subjects;

e understand and act in accordance with accepted
ethical principles;

e comply with all IRB findings, determinations, and
requirements;

e adhere rigorously to all protocol requirements;

e promptly inform the PI of any protocol deviations or any
changes made to eliminate immediate hazards to
subjects that they become aware of;

e promptly inform the PI of all unanticipated problems
involving risks to subjects or others that they become
aware of;

e promptly inform the PI of all adverse events
experienced by subjects that they become aware of;

e ensure that informed consent is properly obtained and
documented if they are involved in the informed
consent process;

o promptly notify the Pl and/or the IRB of any serious or
continuing noncompliance with regulatory
requirements or the determinations of the IRB in any
research in which they are involved; and

e implement the data and safety monitoring plan.

All members of the research team should be able to
consult directly with the IRB chairperson or IRB professional
staff, an institutional compliance officer, institutional legal
counsel, or other resources about any matter or concern
related to the protection of human research subjects.

E. The IRB

An IRB is a group of persons who have been formally
designated by an institution (organization) that is conducting
research to review the institution’s research involving human
subjects. By regulation, every IRB must have at least five
members, with “varying backgrounds” to promote complete
and adequate review of research activities commonly
conducted at the institution. The IRB must
be sufficiently qualified through the

terminate approval of research for any reason, including
unexpected serious harms to subjects and noncompliance
with the Common Rule or FDA regulations or other appli-
cable government regulations; relevant institutional policies;
or with its own findings, determinations, and requirements
(8__ .113; 21 CFR 56.113). (IRB roles and authorities are
examined more closely in Chapter 7.)

In reviewing proposed research and in exercising
continuing oversight of research, the IRB is specifically
responsible for determining that:

e risks to subjects are minimized through sound

research design;

o risks are reasonable relative to anticipated benefits;

e subject selection is equitable;

e adequate informed consent is obtained and

appropriately documented;

e privacy and confidentiality protections are adequate;

o safety monitoring is adequate;

o additional safeguards are provided for vulnerable

subjects (§__ .111(b); 21 CFR 56.111(b)).

Criteria for IRB review and approval are discussed more
thoroughly in Chapter 12.

IRBs should keep abreast of new developments in the
field of human subjects protection. In addition, IRB members
must be knowledgeable about current human subjects
protection requirements and ethical considerations and
should be provided with up-to-date initial and continuing
education on a regular basis.

F. The IRB Administrator/
Director, Support Staff, and
IRB Office

IRBs generally need both professional and administra-
tive support. IRB professional members (i.e., IRB administra-
tors/directors) are responsible for documenting IRB actions
and determinations to ensure that they fully satisfy all
regulatory requirements (see Chapter 9 for an extensive
discussion of IRB administrative requirements). They also

the IRB must be . . S :
experience, expertise, and diversity of its

members—including consideration of
race, gender, and cultural backgrounds
and sensitivity to such issues as commu-
nity attitudes—to promote respect for its advice and counsel
in safeguarding the rights and welfare of human subjects
(8___.107(a); 21 CFR 56.107(a)). (IRB membership require-
ments are detailed more specifically in Chapter 8.)

may be responsible for ensuring that IRB members,
investigators, study coordinators, and other members of the
research community are educated through formal training
programs and day-to-day interactions regarding specific
research proposals or human subjects protection issues.

sufficiently
qualified

Thus, IRB professional staff should have a detailed
working knowledge of accepted ethical principles, relevant
regulatory requirements, and institutional
policies and procedures. Certification as
an IRB professional (by obtaining
Certification for IRB Professionals
through the Council for Certification of IRB Professionals)

The IRB has the responsibility and authority for approv-
ing, requiring modification of (to secure approval), or disap-
proving human subjects research (§__ .109(a); 21 CFR
56.109(a)). The IRB also has the authority to suspend or

IRB professional

staff




and/or as an IRB manager (by obtaining Certification in IRB
Management through the National Association of IRB
Managers) is one mechanism that institutions might con-
sider when building a quality HRPP (see Chapter 23).
Regardless, continuing education of all personnel is
essential for a strong HRPP.

IRB support staff provides administrative and clerical
assistance and supplements the function and operation of
IRBs under the direction of IRB profes-
sionals. To ensure that IRB support staff
functions successfully, it is essential that
they receive initial and continuing
education about human subjects protection requirements.

IRB support
staff

Most institutions that operate an IRB find it appropriate to
have a clearly identifiable IRB office, with the requisite
resources to provide the IRB chairperson, IRB members,
and research community with the support needed to fulfill
their human subjects protection responsibilities. IRBs
should be provided with secure storage space to ensure the
confidentiality and privacy of IRB records.

The size of the IRB office and the ratio of professional
staff to support staff must be commensurate with the nature
and volume of research for which the office is responsible
and the functions that the office performs. For example, an
IRB office that conducts the institution’s research protection
education program for investigators and research staff or
monitors good clinical practice (GCP; see Chapter 4) would
require a larger staff than an IRB office whose duties are
limited strictly to providing IRB support.

G. The Research Sponsor

According to the FDA regulations, a research sponsor is
an individual, company, government agency, academic
institution, private organization, or other organization that
initiates and takes responsibility for a research investigation
(21 CFR 50.3(e)). The sponsor is typically an organization
that provides financial support for the research but does not
actually conduct the research.

On occasion, an individual may both sponsor and
conduct a research study. In such cases, the individual is
referred to as a sponsor-investigator and must fulfill all of the
responsibilities associated with each role (21 CFR 50.3(f)).

Responsibilities of research sponsors under the FDA
regulations include the protection of human subjects by:
e maintaining the Investigational New Drug Application
or Investigational Device Exemption;
e obtaining qualified investigators;
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e providing necessary information
and training for investigators, the
research team, and others as
required;

e monitoring the investigation;

e obtaining qualified monitors;

o controlling the investigational agent (drug, device, or
biologic) being studied;

e reporting significant adverse events to the FDA and
to investigators;

e maintaining and retaining accurate records.

responsibilities

ofresearch
sponsors

In a broader, less regulatory sense, the word sponsor
may refer to any organization that provides financial support,
personnel, facilities, or other resources for research. In this
sense, the departments and agencies that adhere to the
Common Rule, for example, the National Institutes of Health
or the Department of Veterans Affairs, might all be consid-
ered sponsors if they are conducting or supporting research
subject to FDA regulation. As such, they are obligated to
ensure protections of human subjects for their sponsored
research. Each department and agency must also establish
additional policies, procedures, and regulations to imple-
ment its human subjects protection requirements.

Private organizations that support research may also be
considered sponsors. Unless the research is regulated by
FDA, there is no federal statutory or regulatory mandate for
private sponsors to require particular protections for human
subjects. Nonetheless, private sponsors in the United States
can choose to require evidence of IRB review or adherence
to the Common Rule for the human subjects research they
support.

H. Research Subjects

Research subjects also may be viewed as having
responsibilities for the safe conduct of research. Potential
research subjects should make every effort to comprehend
the information researchers present to them and raise
questions in order to make an informed decision about their
participation in research. While participating, subjects also
should make every reasonable effort to comply with the
protocol requirements and inform the investigators of any
unanticipated problems. (See Chapter 4 of IOM’s Respon-
sible Research [2003] for a detailed discussion of the
responsibilities of research subjects.)

Subjects’ Right to Withdraw
Research subjects always have the right to withdraw

from research at any time and for any reason without penalty
or loss of benefits to which they would otherwise be entitled.



Subjects are not obliged to explain their reasons for with-
drawing from research, and they are not required to complete
an exit interview or cooperate with follow-up activities.

I. Communities

Representatives of patient advocacy groups, ethnic
groups, or geographic populations or other kinds of commu-
nities from which research subjects are recruited are playing
an increasingly important role in the design and conduct of
research, especially clinical research and genetic studies.
Involvement of relevant groups prior to the design of the
research and throughout the conduct of the research helps to
ensure that:

e the goals and intended outcomes of the research

meet genuine human needs;

e the risks of the research are viewed by the relevant

community as justified relative to anticipated benefits;

e interventions and procedures used in the research are
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considered reasonable and acceptable to the
community of potential subjects;

e social and cultural norms and expectations are
recognized and honored,;

* potentially negative effects on the social or economic
standing of patient groups, ethnic groups, and/or
communities are recognized and protected;

e potential subject recruitment concerns and/or
logistical problems are recognized and addressed.

Ideally, individuals, patient groups, ethnic groups, and
communities are knowledgeable about local or specific
issues or concerns related to research targeting specific
patient or subject populations. As such, they are likely to be
well suited to promote the best interests of those who might
be asked to participate in the research. The potential role of
communities in research, particularly in genetic research
studies, is further discussed in Chapter 24.



Key Concepts:
Roles and Responsibilities for Protecting Human Subjects

e The ethical conduct of research is an individual, organizational, and shared responsibility.

e The standards underlying the responsibilities related to human subjects protection derive from nationally and/or
internationally accepted ethical principles, government regulations, and the policies of individual organizations
conducting research.

e Every institution conducting human subjects research should have an HRPP that provides the organizational
structure and resources necessary to protect subjects.

¢ IRB activities make up only one component of an effective HRPP.

o Organizational commitment, authoritative leadership, initial and continuing education programs, and compliance
oversight activities are all prerequisites for a successful HRPP.

e As the individual directly responsible for implementation of all aspects of the research, the researcher bears
direct personal responsibility for protecting every research subject in his/her research.

o All members of the research team and all who are involved in the research enterprise are responsible for
protecting human subjects.

e The IRB has the responsibility and authority for approving, requiring modification in (to secure approval), or
disapproving research involving human subjects.

e Most institutions that operate an IRB find it appropriate to have a clearly identifiable IRB office to provide the IRB
chairperson, IRB members, and the research community with the support needed to fulfill their human subjects
protection responsibilities.

* Research subjects always have the right to withdraw from participation in research at any time and for any reason
without penalty or loss of benefits to which they would otherwise be entitled.

¢ Individuals representing patient groups, ethnic groups, and communities ideally are knowledgeable about
relevant issues and, if consulted, are likely to promote the best interests of those who might be asked to
participate in the research.
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A. Introduction

This chapter provides a brief overview of three seminal
twentieth-century documents that articulate principles for the
ethical conduct of research involving human subjects—the
Nuremberg Code; the Declaration of Helsinki: Ethical
Principles for Medical Research Involving Human Subjects;
and the Belmont Report: Ethical Principles for the Protection
of Human Research Subjects (the entire Belmont Report
appears in Appendix A). Contextual information about the
historical events that led to the formulation of these codes
and principles is also provided. Similar principles have
been articulated and expanded in later codes and guide-
lines developed by national and international organizations
(Table 2.1) and professional societies. Although virtually all
codes incorporate the basic concepts of voluntary participa-
tion and informed consent, each has its own particular
areas of emphasis or concern. (Other international stan-
dards, including the International Conference on
Harmonisation Good Clinical Practice guideline, are
discussed in greater depth in Chapter 21 [ICH 1996]).

The Nuremberg Code is a set of ethical principles
developed by a U.S. military tribunal responsible for bringing

to justice Nazi doctors who carried out atrocious medical
experiments on human beings during World War Il as part of
the Nazi Holocaust (Nuremberg 1949). The Nuremberg
Code formalized the concepts of consent, right to withdraw,
and the weighing of risks and benefits and provided a
foundation for the formulation of subsequent medical ethics
doctrines.

The Declaration of Helsinki was issued by the World
Medical Association (WMA) in 1964 and subsequently
amended five times, most recently in 2000. It emphasizes
the physician’s primary responsibility as that of safeguarding
the health of the people and asserts that “the well-being of
the human subject should take precedence over the inter-
ests of science and society.”

The Belmont Report was published by the U.S. National
Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research (National Commission
1979). It defined ethical principles associated with the
conduct of human subjects research and served as the
framework for the development of the Federal Policy for the
Protection of Human Subjects (also known as the Common
Rule) and FDA regulations (21 CFR 50 and 56).



Table 2.1

Title of Guideline

Selected Human Subjects Protection Guidelines

Issuing Organization

e The Declaration of Helsinki

WMA (2000) (www.wma.net/e/policy/b3.htm)

e The Belmont Report

National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research (1979) (United States)
(http://ohsr.od.nih.gov/guidelines/belmont.html)

e [nternational Conference on Harmonisation Guideline
for Good Clinical Practice

International Conference on Harmonisation (ICH) (1996)
(www.fda.gov/cder/guidance/959fnl.pdf)

e [nternational Ethical Guidelines for Biomedical
Research Involving Human Subjects

Council for International Organizations of Medical Sciences
(CIOMS) in collaboration with the World Health Organization
(WHO) (2002)
(www.cioms.ch/frame_guidelines_nov_2002.htm)

o International Guidelines for Ethical Review of
Epidemiological Studies

CIOMS (1991) (http://www.cioms.ch/frame_1991_texts_of_
guidelines.htm)

e Operational Guidelines for Ethics Committees

WHO (2000) (www.who.int/tdr/publications/publications/pdf/

That Review Biomedical Research ethics.pdf)
e Guidelines for Good Clinical Practice (GCP) WHO (1995) (www.who.int/medicines/library/par/ggcp/
for Trials on Pharmaceutical Products GGCP.shtml)

e Convention for the Protection of Human Rights and
Dignity of the Human Being with Regard to the
Application of Biology and Medicine: Convention on
Human Rights and Biomedicine

Council of Europe (1997)
(www.conventions.coe.int/Treaty/en/Treaties/Html/164.htm)

e Medical Research Council Good Clinical Practice in
Clinical Trials

Medical Research Council (1998) (United Kingdom)
(http://www.mrc.ac.uk/Utilities/Documentrecord/
index.htm?d=MRC002416)

e FEthical Guidelines for Biomedical Research on
Human Subjects

Indian Council of Medical Research (2000)
(http://icmr.nic.in/ethical.pdf)

e Tri-Council Policy Statement: Ethical Conduct for
Research Involving Humans

Medical Research Council, Natural Sciences and Engineering
Council, Social Sciences and Humanities Research Council
(Canada) (1998) (www.ncehr-cnerh.org/english/code_2/)

The modern history of human subjects protection
begins with the discovery after World War Il of numerous
atrocities committed by Nazi doctors in war-related research
experiments. These experiments routinely exposed captive
subjects to grossly inhumane interventions, causing
extreme pain and suffering and often resulting in death.

That these medical experiments were cruel is obvious:
they included severe oxygen deprivation, extended exposure
to extreme temperatures and toxic agents of all kinds, and
the infliction of wounds and amputations. One experiment,
involving identical twin children, purposely subjected one
twin to a harmful substance, tracked the effect of the
intervention to death, and then sacrificed the healthy twin for
a comparative autopsy. Despite being members of a
medical community with relatively advanced ethical
standards, the Nazi doctors were nonetheless apparently
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able to justify these experiments to themselves in the name
of science and as beneficial to society or at least to the war
effort (Rothman 1991).

In reaction to these atrocities, the Nuremberg Military
Tribunal developed 10 principles,
known as the Nuremberg Code. The
first of these principles stipulates that
the “voluntary consent of the human
subject is absolutely essential” and
makes clear that such consent is
characterized by the legal capacity to
exercise free choice without any constraint or coercion and
with sufficient comprehension to make an informed decision.
Making a free choice requires an understanding of the
nature, duration, purpose, and methods of an experiment
and of all reasonably expected inconveniences and hazards
that may be associated with it. Moreover, each individual
“who initiates, directs, or engages in the experiment” must

“voluntary consent

is absolutely
essential”

of the human subject
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bear personal responsibility for ensuring the quality of
consent. It is important to recognize, however, that even with
informed consent, the Nazi experiments would not have been
ethical and that the Nuremberg Code enumerates many
other important principles.

Other principles of the Nuremberg Code (provided in
Table 2.2) require that risks be minimized and justified
relative to the anticipated results and that subjects be at
liberty to end their participation when the subject deems it to
be necessary.

The Declaration of Helsinki is an official policy document
of WMA, a global representative body for physicians. It was
first adopted in 1964 (Helsinki, Finland) and revised in 1975
(Tokyo, Japan), 1983 (Venice, Italy), 1989 (Hong Kong), 1996
(Somerset-West, South Africa), and 2000 (Edinburgh,
Scotland).

The current version of the Declaration of Helsinki
consists of 32 principles divided into three sections:

Table 2.2
The Nuremberg Code

of the experiment.

problem to be solved by the experiment.

impossible.
10.

the experimental subject.

1. The voluntary consent of the human subject is absolutely essential. This means that the person involved should
have legal capacity to give consent; should be so situated as to be able to exercise free power of choice, without
the intervention of any element of force, fraud, deceit, duress, overreaching, or other ulterior form of constraint or
coercion; and should have sufficient knowledge and comprehension of the elements of the subject matter
involved, as to enable him to make an understanding and enlightened decision. This latter element requires
that, before the acceptance of an affirmative decision by the experimental subject, there should be made known to
him the nature, duration, and purpose of the experiment; the method and means by which it is to be
conducted; all inconveniences and hazards reasonably to be expected; and the effects upon his health or
person, which may possibly come from his participation in the experiment. The duty and responsibility for
ascertaining the quality of the consent rests upon each individual who initiates, directs, or engages in the
experiment. It is a personal duty and responsibility that may not be delegated to another with impunity.

2. The experiment should be such as to yield fruitful results for the good of society, unprocurable by other methods
or means of study, and not random and unnecessary in nature.

3. The experiment should be so designed and based on the results of animal experimentation and knowledge of the
natural history of the disease or other problem under study that the anticipated results will justify the performance

4. The experiment should be so conducted as to avoid all unnecessary physical and mental suffering and injury.

5.  No experiment should be conducted where there is an a priori reason to believe that death or disabling injury will
occur except, perhaps, in those experiments where the experimental physicians also serve as subjects.

6. The degree of risk to be taken should never exceed that determined by the humanitarian importance of the

7. Proper preparations should be made and adequate facilities provided to protect the experimental subject against
even remote possibilities of injury, disability, or death.

8. 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.

9. During the course of the experiment, the human subject should be at liberty to bring the experiment to an end, if
he has reached the physical or mental state where continuation of the experiment seemed to him to be

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

Trials of War Criminals Before the Nuremberg Military Tribunals Under Control Council Law
No. 10, Vol. 2, pp. 181-182. Washington, D.C.: U.S. Government Printing Office, 1949.
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Introduction, Basic Principles for All Medical Research, and
Additional Principles for Medical Research Combined with
Medical Care. In addition to
emphasizing the Nuremberg Code
principles requiring voluntary
consent, freedom to withdraw,
avoidance of injury, and the
weighing of risks against anticipated benefits, the
Declaration of Helsinki makes clear that the “well-being of
the human subject should take precedence over the
interests of science and society” (WMA 2000, A.5) (see Table
2.3). It also states that medical research involving human
subjects should be subject to review, approval, and oversight
by an independent ethics committee, such as an Institutional
Review Board (IRB) or its equivalent.

well-being of the

human subject

The Declaration of Helsinki addresses the need to
provide special protections for vulnerable populations of
subjects, including economically and medically disadvan-
taged persons, persons for whom the research is conducted
within the context of the provision of health care, and persons
under duress. Physician-investigators are warned to be
“particularly cautious if the subject is in a dependent
relationship with the physician or may consent under duress”
(WMA 2002, B.23). In such cases, the Declaration of Helsinki
recommends that informed consent should be obtained by
“a well-informed physician who is not engaged in the
investigation and who is completely independent of this
relationship” (WMA 2002, B.23).

Persons who are not capable of providing (or refusing)
consent on their own also deserve special protection. The
Common Rule requires investigators to obtain informed
consent from the subject’s legally authorized representative
to include a research subject who is a minor, is legally
incompetent, or is otherwise unable to give consent. The
Declaration of Helsinki states that 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 be performed on legally competent
persons” (WMA 2002, B. 24).

Changes made to the last version of the Declaration of
Helsinki have been controversial. In 2000, the following
principles were added to the document:

e The benefits, risks, burdens and effectiveness of a
new method should be tested against those of the
best current prophylactic, diagnostic, and therapeutic
methods. This does not exclude the use of placebo,
or no treatment, in studies where no proven
prophylactic, diagnostic, or therapeutic method exists.

o At the conclusion of a study, every patient entered into
the study should be assured access to the best
proven prophylactic, diagnostic, and therapeutic
methods identified by the study.
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Some researchers see these principles as severely
limiting their ability to conduct important clinical trials that
involve subjects in developing countries and/or placebo-
controlled study designs. Researchers have argued that it is
not always possible, or even desirable, to include the best
current or best proven therapeutic methods in research
conducted in developing countries or to ensure that subjects
in such countries will have access to the best methods after
the study has ended. They have pointed out that in many
developing countries, national infrastructure and resources
are wholly inadequate to the task of providing patients with
therapeutic methods that are effective and available in the
developed world (Kass and Hyder 2001).

Moreover, some researchers assert that patients in
developing countries can benefit only from research that
examines interventions that can realistically be delivered,
given the national infrastructure and resources available.
They assert that it is unethical to involve these populations in
research on practices from which they cannot realistically
benefit, including research on certain current best or best
proven treatments that would only be feasible in more
developed countries (Glantz et al. 1998). Likewise,
researchers have argued that, even in developed countries,
testing new therapies against the best proven therapy is not
always the best scientific or practical approach.

In 2002, WMA clarified that “placebo-controlled trials
may be ethically acceptable, even if proven therapy is
available” where “compelling and scientifically sound
methodological reasons” make them necessary to
determine safety or efficacy, or when subjects receiving
placebos will not be exposed “to any additional risk or
serious or irreversible harm.”

Nonetheless, this issue remains controversial, as some
observers believe the clarification compromises the basic
principle that the “well-being of the human subject should
take precedence over the interests of science and society”
(WMA 2002).



Table 2.3
The Declaration of Helsinki, World Medical Association, 2000

A‘

10.
11.

12.

13.

14.

15.

16.

17.

18.

19.

INTRODUCTION

The World Medical Association has developed the Declaration of Helsinki as a statement of ethical principles to provide
guidance to physicians and other participants in medical research involving human subjects. Medical research involving human
subjects includes research on identifiable human material or identifiable data.

It is the duty of the physician to promote and safeguard the health of the people. The physician’s knowledge and conscience
are dedicated to the fulfillment of this duty.

The Declaration of Geneva of the World Medical Association binds the physician with the words, “The health of my patient will
be my first consideration,” and the International Code of Medical Ethics declares that, “A physician shall act only in the patient’s
interest when providing medical care which might have the effect of weakening the physical and mental condition of the
patient.”

Medical progress is based on research that ultimately must rest in part on experimentation involving human subjects.

In medical research on human subjects, considerations related to the well-being of the human subjects should take precedence
over the interests of science and society.

The primary purpose of medical research involving human subjects is to improve prophylactic, diagnostic, and therapeutic
procedures and the understanding of the etiology and pathogenesis of disease. Even the best proven prophylactic,

diagnostic, and therapeutic methods must continuously be challenged through research for their effectiveness, efficiency,
accessibility and quality.

In current medical practice and in medical research, most prophylactic, diagnostic and therapeutic procedures involve risks and
burdens.

Medical research is subject to ethical standards that promote respect for all human beings and protect their health and rights.
Some research populations are vulnerable and need special protection. The particular needs of the economically and medically
disadvantaged must be recognized. Special attention is also required for those who cannot give or refuse consent for
themselves, for those who may be subject to giving consent under duress, for those who will not benefit personally from the
research, and for those for whom the research is combined with care.

Research Investigators should be aware of the ethical, legal, and regulatory requirements for research on human subjects in
their own countries as well as applicable international requirements. No national ethical, legal, or regulatory requirement should
be allowed to reduce or eliminate any of the protections for human subjects set forth in this Declaration.

BASIC PRINCIPLES FOR ALL MEDICAL RESEARCH

It is the duty of the physician in medical research to protect the life, health, privacy, and dignity of the human subject.

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 adequate laboratory and, where

appropriate, animal experimentation.

Appropriate caution must be exercised in the conduct of research that may affect the environment, and the welfare of
animals used for research must be respected.

The design and performance of each experimental procedure involving human subjects should be clearly formulated in an
experimental protocol. This 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. The committee has the right to monitor ongoing trials. The researcher has the
obligation to provide monitoring information to the committee, especially any serious adverse events. The researcher should
also submit to the committee, for review, information regarding funding, sponsors, institutional affiliations, other potential
conflicts of interest and incentives for subjects.

The research protocol should always contain a statement of the ethical considerations involved and should indicate that there
is compliance with the principles enunciated in this Declaration.

Medical research involving human subjects should be conducted only by scientifically qualified persons and under the
supervision of a clinically competent medical person. The responsibility for the human subject must always rest with a
medically qualified person and never rest on the subject of the research, even though the subject has given consent.

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. The design of all studies should be publicly available.

Physicians should abstain from engaging in research projects involving human subjects unless they are confident that the risks
involved have been adequately assessed and can be satisfactorily managed. Physicians should cease any investigation if the
risks are found to outweigh the potential benefits or if there is conclusive proof of positive and beneficial results.

Medical research involving human subjects should only be conducted if the importance of the objective outweighs the inherent
risks and burdens to the subject. This is especially important when the human subjects are healthy volunteers.

Medical research is only justified if there is a reasonable likelihood that the populations in which the research is carried out
stand to benefit from the results of the research.

(continues on following page)
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20.
21.

22.

23.

24.

25.

26.

27.

C.

28.

29.

30.
31.

32.

The subjects must be volunteers and informed participants in the research project.

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 and 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.

In any research on human beings, each potential subject must be adequately informed of the aims, methods, sources of funding,
any possible conflicts of interest, institutional affiliations of the researcher, the anticipated benefits and potential risks of the
study, and the discomfort it may entail. The subject should be informed of the right to abstain from participation in the study or to
withdraw consent to participate at any time without reprisal. After ensuring that the subject has understood the information, the
physician should then obtain the subject’s freely given informed consent, preferably in writing. If the consent cannot be obtained
in writing, the non-written consent must be formally documented and witnessed.

When obtaining informed consent for the research project, the physician should be particularly cautious if the subject is in a
dependent relationship with the physician or may consent under duress. In that case the informed consent should be obtained
by a well-informed physician who is not engaged in the investigation and who is completely independent of this relationship.

For a research subject who is legally incompetent or 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.

When a subject deemed legally incompetent, such as a minor child, is able to give assent to decisions about participation in
research, the investigator must obtain that assent in addition to the consent of the legally authorized representative.

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. The protocol
should state that consent to remain in the research should be obtained as soon as possible from the individual or a legally
authorized surrogate.

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.
Sources of funding, institutional affiliations, and any possible conflicts of interest should be declared in the publication. Reports
of experimentation not in accordance with the principles laid down in this Declaration should not be accepted for publication.

ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH COMBINED WITH
MEDICAL CARE

The physician may combine medical research with medical care, only to the extent that the research is justified by its potential
prophylactic, diagnostic, or therapeutic value. When medical research is combined with medical care, additional standards apply
to protect the patients who are research subjects.

The benefits, risks, burdens, and effectiveness of a new method should be tested against those of the best current
prophylactic, diagnostic, and therapeutic methods. This does not exclude the use of placebo, or no treatment, in studies where
no proven prophylactic, diagnostic, or therapeutic method exists. (See footnote.)

At the conclusion of the study, every patient entered into the study should be assured of access to the best proven
prophylactic, diagnostic, and therapeutic methods identified by the study.

The physician should fully inform the patient as to which aspects of the care are related to the research. The refusal of a patient
to participate in a study must never interfere with the patient-physician relationship.

In the treatment of a patient, where proven prophylactic, diagnostic, and therapeutic methods do not exist or have been
ineffective, the physician, with informed consent from the patient, must be free to use unproven or new prophylactic, diagnostic,
and therapeutic measures, if in the physician’s judgment it offers hope of saving life, reestablishing health, or alleviating
suffering. Where possible, these measures should be made the object of research, designed to evaluate their safety and
efficacy. In all cases, new information should be recorded and, where appropriate, published. The other relevant guidelines of
this Declaration should be followed.

Footnote: Note of clarification on Paragraph 29 of the WMA Declaration of Helsinki

The WMA hereby reaffirms its position that extreme care must be taken in making use of a placebo-controlled trial and that in
general this methodology should only be used in the absence of existing proven therapy. However, a placebo-controlled trial
may be ethically acceptable, even if proven therapy is available, under the following circumstances:

o where for compelling and scientifically sound methodological reasons, its use is necessary to determine the efficacy or safety
of a prophylactic, diagnostic, or therapeutic method; or

e where a prophylactic, diagnostic, or therapeutic method is being investigated for a minor condition and the patients who
receive placebo will not be subject to any additional risk of serious or irreversible harm, all other provisions of the Declaration
of Helsinki must be adhered to, especially the need for appropriate ethical and scientific review.
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The Nuremberg Code had little or no immediate impact
within the American scientific community. Although publicly
available (after a brief period as a classified document), the
Nuremberg Code was considered relevant only for egre-
gious wrongdoers such as the Nazi doctors. It was thought
that the underlying integrity and altruism of medical practitio-
ners in the United States would prevent abuses of research
subjects from ever occurring here (Rothman 1991).

Although a few reports of ethically questionable research
involving human subjects had been reported in the popular
press, protection of human research subjects did not receive
widespread attention from the American public until the
details of the U.S. Public Health Service (PHS) Syphilis Study
at Tuskegee became widely known in the early 1970s.

The infamous PHS Study of Untreated Syphilis in the
Negro Male was a 40-year research study conducted in
Macon County, Alabama, by PHS physicians designed to gain
an understanding of the natural history of untreated latent
syphilis. Initiated in 1932, the research targeted poor African-
American sharecroppers suffering from syphilis and was
presented to subjects as a study of “bad blood” (Jones
1993). The study continued until a July 26, 1972, New York
Times story, “Syphilis Victims in U.S. Study Went Untreated for
40 Years,” exposed it as “the longest non-therapeutic experi-
ment on human beings in medical history” (Heller 1972).

The PHS research involved 399 men with latent syphilis
and a control group of 201 men without the disease. During
the course of the research, participation was encouraged
with powerful incentives such as free meals, free medical
examinations, and free burial insurance, the last of which
proved to be a particularly effective inducement for this impov-
erished group.

After penicillin was identified as a highly effective treat-
ment for syphilis and became widely available, to preserve
the study, the investigators breached ethical codes even
further by taking steps to ensure that the subjects were
denied access to the treatment.

The PHS study, which resulted in real physical and
dignity harm to subjects and their families, constituted patent
exploitation of vulnerable subjects by government officials
and researchers. This disregard of ethical standards by
numerous investigators over a 40-year period severely
damaged the overall credibility of medical research among

African-Americans, creating a climate of suspicion that
remains to this day.*

Revelations about the PHS syphilis study led to Senate
hearings, chaired by Edward M. Kennedy and in 1974 re-
sulted in legislation (Title Il of
the National Research Act [PL
93-348]) mandating regula-
tions to protect human sub-
jects. The legislation also
called for the creation of a
national commission to exam-
ine ethical issues related to human subjects research. From
1974 to 1978, the National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research
issued a number of reports, most of which focused on the
involvement of vulnerable subjects in research.

National Commission
for the Protection of

Human Subjects of
Biomedical and
Behavioral Research

The National Commission’s final and most influential
report (1979), the Belmont Report, provides critical guidance
regarding the boundaries between biomedical research and
the practice of medicine, defines and explains three funda-
mental ethical principles, and applies the principles to the
conduct of research. The Belmont Report is now recognized
as a seminal document in defining the ethical responsibili-
ties associated with conducting human subjects research.

The Belmont Report defines three specific ethical prin-
ciples for the protection of human subjects:
(1) respect for persons, operationalized by obtaining
informed consent,
(2) beneficence, operationalized by minimizing
possible harms and maximizing possible benefits,
and

(3) justice, operationalized by the fair or equitable
selection of subjects.

These principles form the basis of the Common Rule,
as well as the equivalent Department of Health and Human
Services and Food and Drug Administration regulations, and
were developed out of a growing awareness over the past 50
years of the need to minimize risks and respect the rights
and welfare of those who volunteer for research.

Practice Versus Research

The Belmont Report defines medical or behavioral
practice as “interventions that are designed solely to en-
hance the well-being of an individual patient or client and that
have a reasonable expectation of success” (National Com-
mission 1979, 1). By contrast, research is defined as “an

1 On May 6, 1997, nearly 20 years after the New York Times’ exposé and 65 years after the Public Health Service study began, surviving
subjects and the members of the Tuskegee Syphilis Study Legacy Committee gathered at the White House to witness a long-awaited

apology from the President of the United States.



activity designed to test a hypothesis, permit conclusions to
be drawn, and thereby to develop or contribute to generaliz-
able knowledge” (1979, 1).

The distinction between practice and research is impor-
tant because both researchers and subjects need to under-
stand that the primary consideration in research is to make a
contribution to generalizable knowledge. As a result, treat-
ment of a particular individual is determined by the research
protocol, rather than by clinical characteristics alone. The
important difference as articulated in the Belmont Report is
that the goal of research is generalizable knowledge and the
goal of clinical care is the best interests of the individual
patient. The Belmont Report acknowledges, however, that the
boundary between practice and research is blurred because
both often occur together and because notable departures
from standard practice are often called experimental. Such
departures may or may not be research, but the Belmont
Report recommends that radically new procedures should
be made the object of formal research at an early stage.

In general, if there is an element of research in an activ-
ity, that activity should undergo review for the protection of
human subjects.

Respect for Persons

The ethical principle of respect for persons incorpo-
rates two convictions:
¢ Individuals should be treated as autonomous agents.
e Persons with diminished autonomy are entitled to
protection.

An autonomous person is one who is capable of self-
determination. Respect for persons in a research context
recognizes the individual’s right to make free choices and
exercise personal autonomy.

Individuals who are not capable of self-determination
have diminished autonomy. Respect for persons extends
protection in proportion to the risk of harm, the likelihood of
benefit, and the extent of diminished autonomy. Some indi-
viduals need extensive protection from research participation
(e.g., children, individuals with cognitive disorders), while
others only need assistance in understanding conse-
guences and undertaking actions freely.

Specific application of respect for persons in research
results in the obligation to obtain informed consent from
research subjects. The process of informed consent in-
cludes three essential elements: information, comprehen-
sion, and voluntariness.
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Information provided during the informed consent pro-
cess must include items such as the research procedure,
purpose, risks, anticipated benefits, and alternative proce-
dures (see Chapter 12 for an extensive discussion of the
informed consent process). However, simply listing these
items is not sufficient. The nature and extent of the information
provided should be tailored to include whatever a reasonable
individual would wish to know before deciding whether or not to
participate in the particular research protocol.

The manner and context of the
presentation, as well as the pro-
spective subject’s intelligence,
rationality, maturity, language, health
status, and education level, all affect comprehension of informed
consent information. Investigators must tailor the presentation of
informed consent information to the subject's capacities, and
special provisions may be needed when comprehension is
severely limited (see Chapter 12). Voluntariness of consent can
occur only when the prospective subject is free from coercion and
undue influence.

voluntariness of

consent

Beneficence

The ethical principle of benefi-
cence aims to secure the well-being
of other persons through two obliga-
tions: doing no harm and maximizing
possible benefits and minimizing
possible harm.

maximizing
possible benefits

and minimizing
possible harm

Attempting to satisfy these two obligations in a research
context often produces a dilemma. It is sometimes impossible to
avoid harm altogether. In addition, action and inaction both can
produce harm, and it may be difficult to predict which will result in
greater or lesser harm. As a result, beneficence usually requires
weighing uncertain outcomes. Moreover, beneficence also
requires weighing individual risks and benefits against societal
risks and benefits. Decision making in this regard is clearly
affected by personal and cultural values.

Given the difficulties in weighing risks with potential benefits,
the Belmont Report emphasizes that review committees conduct
a “systematic, nonarbitrary” assessment of risks and benefits
that minimizes “misinterpretation, misinformation, and conflicting
judgments” through a step-by-step analysis that includes:

o determination of the validity of the presuppositions of

the research;

o clarification of the nature, probability, and magnitude of

risk;

o critical review of the reasonableness of the

investigator's estimates as judged by other available
information; and



¢ a final assessment of justifiability, reflecting the

following considerations:

o brutal or inhumane treatment is never justified,

o risks must be reduced as much as possible,

o risk of serious impairment requires extraordinary
justification,

o the involvement of vulnerable populations must be
clearly demonstrated as warranted, and

o risks and benefits must be described thoroughly in the
informed consent process (see Chapter 11 for a
discussion of the review process).

Justice

The Belmont Report addresses the justice of, “Who ought to
receive the benefits of research and bear its burdens?” The
report notes that there are several widely accepted formulations
of just ways in which to distribute burdens and benefits: (1) to
each person an equal share, (2) to each person according to
individual need, (3) to each person according to individual effort,
(4) to each person according to societal contribution, and (5) to
each person according to merit (see Table 2.4).

There are historical examples of unjust research, where the
burdens of serving as research subjects fell largely upon poor
ward patients, while the benefits of improved medical care flowed
primarily to private patients.

In a research context, justice requires that the burdens and
benefits of research be shared
fairly among all societal groups. For
example, the benefits of publicly
funded research should not be

burdens and benefits
of research should

be shared fairly

limited to particular economic or social groups. Likewise, the
burdens of research should not be borne by groups that are
unlikely to benefit from the application of the knowledge gained in
the research.

According to the Belmont Report, justice translates in practi-
cal application to fair procedures and outcomes in the selection
of subjects at both the individual and social levels. At the indi-
vidual level, justice dictates that investigators should not “play
favorites” in recruiting subjects for potentially beneficial research
or single out vulnerable populations for research with higher risk.
In addition, IRBs and investigators must be mindful of uninten-
tional injustices that may arise from social, racial, sexual, and
cultural biases that are pervasive in their social setting.

At the societal level, justice requires that distinction be
drawn between classes of subjects that should and should
not participate in any particular kind of research, based on the
ability of members of that class to bear burdens and on the
appropriateness of placing further burdens on already bur-
dened persons. For example, potentially risky research is
typically performed with adults instead of, or prior to, being
performed with children. Moreover, groups that are medically,
socially, or economically disadvantaged should not be re-
cruited into research studies because they are readily avail-
able or more subject to coercion or undue influence.

Table 2.4

Principle

The Belmont Report Principles Summarized*

Application in Research

Respect for Persons
e Autonomy
e Protection

Informed Consent
¢ Information
e Comprehension
¢ \oluntariness

Beneficence
e Donoharm
o Maximize benefit/minimize harm

Risks Versus Potential Benefits
e Systematic assessment
o Independent reviewers

Justice
e Individual justice
e Social justice

Equitable Selection of Subjects
¢ Individual fairness
e Social fairness

*See Appendix A for complete text.
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Key Concepts:
Selected Ethical Guidance for Human Subjects Protection

e The Nuremberg Code is a set of ethical principles developed by the U.S. military court responsible for bringing
the Nazi doctors to justice after World War Il. It formalized the concepts of voluntary consent, subjects’ freedom
to withdraw, and the weighing of risks and benefits for research.

e First published in 1964, the Declaration of Helsinki makes clear that the “well-being of the human subject
should take precedence over the interests of science and society.” The current Declaration of Helsinki emphasizes
independent review of research, special protections for vulnerable populations of subjects,
informed consent, risk/benefit analysis, use of placebo controls, and access to the best proven care for patients
after the study.

e The protection of human research subjects did not receive widespread attention from the American public until
the details of the U.S. PHS Syphilis Study at Tuskegee became widely known in the early 1970s.

e The PHS Syphilis Study involved 399 African-American men with latent syphilis and a control group of 201 men
without the disease. In a reprehensible breach of ethics, to preserve the continuity of the study, PHS investigators
took specific steps to ensure that subjects were denied access to effective treatment, even after penicillin was
identified as a highly effective treatment for syphilis and became widely available.

e The Belmont Report provides critical guidance regarding the boundaries between clinical research and clinical
practice, defines and explains three fundamental ethical principles, and applies the principles to the conduct of
research.

o The distinction between practice and research is important because both researchers and subjects
should understand that the primary goal in research is the contribution to general knowledge,
rather than treating or caring for the individual patient-subject.

o The ethical principle of respect for persons incorporates two convictions: (1) individuals should be treated
as autonomous agents and (2) persons with diminished autonomy are entitled to protection.

o Respect for persons results in the obligation to obtain informed consent, which includes three essential
elements: (1) information, (2) comprehension, and (3) voluntariness.

o The ethical principle of beneficence acts to secure the well-being of other persons through two
obligations: (1) doing no harm and (2) maximizing benefits and minimizing possible harm.

o The ethical principle of justice requires fair procedures and outcomes in the selection of subjects at both
the individual and societal levels.
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A. Introduction _
Register 28003).2 (See Appendix C.)

* FDA Informed Consent and Institutional Review Board
(IRB) regulations at 21 CFR Parts 50 and 56.2 (See
Appendix D.)

» Department of Health and Human Services (DHHS)
regulations for the protection of human subjects,
codified at 45 CFR Part 46, and including Subparts A
through E.2

This chapter briefly summarizes the history and scope of
the federal regulations governing research involving human
subjects. Subsequent chapters explore the substantive and
procedural requirements of the regulations. Chapter 16 de-
scribes in greater detail the regulations of the Food and Drug
Administration (FDA).

Currently, there are three primary sources of federal regu-

latory protection for human subjects:

e The Federal Policy for the Protection of Human Sub-
jects (the Common Rule), codified or otherwise adopted
by 18 executive branch departments and agencies, is
identical to Subpart A of 45 CFR Part 46 (56 Federal

Direct federal authority over the conduct of human sub-
jects research extends only to research that is either (1)
conducted or supported by the one or more of the federal
departments or agencies that have adopted the Common
Rule (see Table 3.1) or (2) regulated as research under a spe-

1 Each codification of the Federal Policy for the Protection of Human Subjects by a department or agency is equivalent to 45 CFR 46.101-46.124
(Subpart A), the Department of Health and Human Services (DHHS) codification. Each signatory to the Federal Policy, also called the Common
Rule, codified the regulations separately; however, the individual sections of the regulations are identical to 45 CFR Part 46, Subpart A (except
in their initial reference number), with the exception of the regulations of the Food and Drug Administration (FDA), in which the reference number
and sometimes the language differ in some key areas (56 Federal Register 28002, June 18, 1991). Throughout this manual, the codification
will be referred to as § XXX when citing the regulatory requirements of the Common Rule. Anyone looking at any version of the Common
Rule, regardless of the agency that has signed on, will be able to recognize the codification using this format. The FDA requirements will also
be cited. Throughout this manual, when both the Common Rule and FDA regulations are applicable, the Common Rule citation will appear first,
followed by the FDA citation—for example, (§ .108(b); 21 CFR 56.108(c)). DHHS also adheres to Subparts B through D, which address special
protections for vulnerable populations (discussed later in this manual). 45 CFR Part 46 Subparts A through D are available at http://www.hhs.
gov/ohrp/humansubjects/guidance/45cfr46.html. Some departments and agencies have also incorporated some or all of the subparts into their
policies.

2 See http://lwww.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm155713.htm.

3 See http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html.
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cific federal statute. In addition to the regulatory requirements,
federal agencies might have additional requirements for re-
search conducted with their funds (see, for example, Chapter
25, “Human Gene Transfer Research”).

Thus, for example, research supported under a grant from
the U.S. Department of Education would be subject to its hu-
man subjects protection requirements, (i.e., the Common Rule
codified for the Department of Education at 34 CFR Part 97)*
and certain additional requirements imposed by the Depart-
ment of Education as a condition of receiving funds from that
department. Recipients of federal research funds must be cog-
nizant of all conditions applied to the receipt of those funds.

Privately sponsored research involving an investigational
drug, device, or biologic is subject to the FDA human protec-
tion regulations because FDA regulates such research under
the Food, Drug, and Cosmetics Act. Research involving in-
vestigational drugs, devices, or biologics that is conducted or
supported by one of the departments or agencies that adhere
to the Common Rule is governed both by the requirements of
the supporting department or agency and by FDA regulations.
For example, if an academic investigator receives funds from
the National Institutes of Health (NIH) for research involving
an investigational new drug, he/she would have to comply with
Department of Health and Human Services (DHHS) require-
ments as well as FDA requirements.

Some research is not subject to federal regulation in any
way. Human subjects research that is neither regulated by
FDA or another federal department or agency, nor supported
or conducted by the federal departments or agencies that have
adopted the Common Rule, is not automatically subject to fed-
eral oversight. However, research institutions may voluntarily
extend the federal protections to all of their human subjects
research, regardless of the source of research funding, and
formally make this commitment as part of the human subject
assurance of compliance that they submit to the federal gov-
ernment (see Chapter 5).

It is also important to note that the federal regulations rely
on state law in certain areas (e.g., for the definitions of child
and legally authorized representative) and that some states
(e.g., California, Maryland) have statutes or regu