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NATIONAL Bi1oeTHICS ADVISORY COMMISSION

April 18, 2001

The President
The White House
Washington, DC 20500

Dear Mr. President:

On behalf of the National Bioethics Advisory Commission (NBAC), I am pleased
to submit our fifth report, Ethical and Policy Issues in International Research:
Clinical Trials in Developing Countries. This report caps 18 months of study on a
topic of both domestic and international policy importance to the United States.

As the pace and scope of international collaborative biomedical research have
increased during the past decade, long-standing questions about the ethics of
designing, conducting, and following up on international clinical trials have re-
emerged. Some of these issues have begun to take center stage because of the
concern that research conducted by investigators and sponsors from more
prosperous countries in poor nations that are heavily burdened by disease may, at
times, be seen as imposing ethically inappropriate burdens on the host country
and on those who participate in the research trials. The potential for such
exploitation is cause for a concerted effort to ensure that protections are in place
for all persons participating in international clinical trials.
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Eric M. Meslin, Ph.D.
Executive Divector

This report discusses the ethical issues that arise when research that is subject to
U.S. regulation is sponsored or conducted in developing countries, where local
technical skills and other key resources are in relatively scarce supply. Within this
context, our attention 1s focused on the conduct of clinical trials; in particular
those trials—such as Phase Ill drug studies—that can lead to the development of
effective new treatments. Because complex and important ethical concerns are
likely to be more pressing in clinical trials than in many other types of research
investigations, the focus of this report has been limited accordingly.

The Commission proposes 28 recommendations that center on the principal
ethical requirements surrounding the conduct of clinical trials conducted by U.S.
interests abroad, and in particular the need for such trials to be directly relevant to
the health needs of the population of the host country. Other major issues
addressed include ethical issues surrounding the choice of research designs,
especially i situations in which a placebo control is proposed when an
established effective treatment is known to exist; issues arising in the informed
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consent process in cultures whose norms of behavior differ from those of the United States;
issues regarding what should be provided to research participants, and by whom, after their
participation in a trial has ended, and issues involving what benefits, if any, should be made
available to others in the host community or country. In addition, we make recommendations
about the need for developed countries to assist developing countries in building the capacity to
become fuller partners in international research. Until this goal can be reached, however, we
offer recommendations regarding how the United States should proceed in settings in which
systems for protecting human participants equivalent to our own have not been established.
Finally, we recommend that the Food and Drug Administration should not accept data obtained
from clinical trials that do not provide the substantive ethical protections outlined in this report.

Our international report comes at a time when NBAC is completing another report, one that
focuses specifically on the federal system of protecting human participants in research conducted
in the United States. Taken together, we believe that the recommendations contained in both
reports will offer a policy framework that will assist both federally and privately sponsored
researchers who conduct research here and abroad. We will be submitting this latter report to you
in the coming weeks.

| would like to take this opportunity to thank the Commissioners, who worked tirelessly over the
past 18 months, and the many members of the public (expert and lay alike) who provided
valuable input for the Commission’s deliberations.
We appreciate the opportunity to submit this report to you.

Sincerely,

oo £ NG

Harold T. Shapiro
Chair
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Executive Summary

Introduction

n recent years, the increasingly global nature of health

research, and in particular the conduct of clinical trials
involving human participants,' has highlighted a number
of ethical issues, especially in those situations in which
researchers or research sponsors from one country wish
to conduct research in another country. The studies in
question might simply be one way of helping the host
country address a public health problem, or they might
reflect a research sponsor’s assessment that the foreign
location is a more convenient, efficient, or less trouble-
some site for conducting a particular clinical trial. They
might also represent a joint effort to address an important
health concern faced by both parties.

As the pace and scope of international collaborative
biomedical research have increased during the past
decade, long-standing questions about the ethics of
designing, conducting, and following up on international
clinical trials have re-emerged. Some of these issues have
begun to take center stage because of the concern that
research conducted by scientists from more prosperous
countries in poorer nations that are more heavily
burdened by disease may, at times, be seen as imposing
ethically inappropriate burdens on the host country
and on those who participate in the research trials. The
potential for such exploitation is cause for a concerted
effort to ensure that protections are in place for all
persons who participate in international clinical trials.

As  with Advisory
Commission (NBAC) reports, several issues and activities

other National Bioethics
prompted the Commissions decision to address this
topic. First, several members of the public suggested that

NBAC’s mandate to examine the protection of the rights

and welfare of human participants in research extends
to international research conducted or sponsored by
U.S. interests. In this respect, one particular dimension
of research conducted internationally has attracted a
great deal of attention, namely whether the existing rules
and regulations that normally govern the conduct of
U.S. investigators or others subject to U.S. regulations
remain appropriate in the context of international
research, or whether they unnecessarily complicate or
frustrate otherwise worthy and ethically sound research
projects.

A second circumstance—the changing landscape of
international research—also is relevant. Increasingly,
scientists from developing countries are becoming more
involved as collaborators in research, as many of the
countries from which these investigators come have
developed their capacity for technical contributions to
research projects and for appropriate ethical review of
research protocols. Although the source of funding for
such collaborative research is likely to continue to be the
wealthier, developed countries, collaborators from devel-
oping countries are seeking—ijustifiably—to become
fuller and more equal partners in the research enterprise.
Finally, the current landscape of international research
also reflects the growing importance of clinical trials con-
ducted by pharmaceutical, biotechnology, and medical
device companies. Some observers believe that market
forces have pressured private companies to become more
efficient in the conduct of research, which may—absent
vigilance—compromise the protection of research partic-
ipants. Although the extent, relevance, and force of these
pressures are widely debated, it is clear that such pres-
sures can exist regardless of the funding source.
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Scope of This Report

This report discusses the ethical issues that arise
when research that is subject to U.S. regulation is spon-
sored or conducted in developing countries, where local
technical skills and other key resources are in relatively
scarce supply. Within this context, the Commission’s
attention was focused on the conduct of clinical trials
involving competent adults, in particular those trials—
such as Phase III drug studies—that can lead to the
development of effective new treatments. Complex and
important ethical concerns are likely to be more pressing
in clinical trials than in many other types of research
investigations; thus, the focus of this report has been lim-
ited accordingly. Although much of the discussion in this
report is relevant to other types of research, the particu-
lar characteristics of research endeavors other than clini-
cal trials probably merit their own ethical assessment.

This report centers on the principal ethical require-
ments surrounding the conduct of clinical trials con-
ducted by U.S. interests abroad, and in particular the
need for such trials to be directly relevant to the health
needs of the host country. Other major topics addressed
include ethical issues surrounding the choice of research
designs, especially in situations where a placebo control
is proposed when an established effective treatment is
known to exist; issues arising in the informed consent
process in cultures whose norms of behavior differ from
those in the United States; what benefits should be pro-
vided to research participants and by whom after their
participation in a trial has ended; and what benefits, if
any, should be made available to others in the host com-
munity or country. Finally, it makes recommendations
about the need for developed countries to assist develop-
ing countries in building the capacity to become fuller
partners in international research. Until this goal can be
met, however, recommendations are made regarding how
the United States should proceed in settings in which sys-
tems for protecting human participants equivalent to
those of the United States have not yet been established.

Essential Requirements for the
Ethical Conduct of Clinical Trials

Many of the ethical concerns regarding the treatment of
human participants in international research are similar
to those raised in conjunction with research conducted in

the United States.” They include, among others, choosing
the appropriate research question and design; ensuring
prior scientific and ethical review of the proposed proto-
col; selecting participants equitably; obtaining voluntary
informed consent; and providing appropriate treatment
to participants during and after the trial. These concerns
are consistent with principles endorsed in many interna-
tional research ethics documents.

NBAC believes that two types of ethical requirements—
substantive and procedural—must be carefully considered
and distinguished when human research is conducted,
regardless of the location. The principles embodied in the
Belmont Report: Ethical Principles and Guidelines for the
Protection of Human Subjects of Research serve as a foun-
dation for the substantive ethical requirements incorpo-
rated into the system of protection of human participants
in the United States. The Belmont Report sets forth three
basic ethical principles, which provide an analytical
framework for understanding many of the ethical issues
arising from research involving human participants:
respect for persons, beneficence, and justice. NBAC
believes that in order to be ethically sound, research
conducted with human beings must, at a minimum, be
consistent with the ethical principles underlying the
Belmont Report. In addition, ethically sound research
must satisfy a number of important procedural require-
ments, including prior ethical review by a body that is
competent to assess compliance with these substantive
ethical principles. U.S. research regulations also set forth
more specific rules to guide ethics review committees’
(and researchers) in their work. NBAC believes that when
conducting clinical trials abroad, U.S. researchers and
sponsors should comply with these substantive ethical
requirements for the protection of human research
participants.

Recommendation 1.1 lists protections that should be
provided for individuals participating in U.S. govern-
ment-sponsored clinical trials, whether conducted
domestically or abroad.* Although existing U.S. law and
regulations impose limits on the extent to which non-
federally funded research is subject to oversight, the
Commission believes that these requirements should
extend to all clinical trials, regardless of who sponsors or
conducts them.



Recommendation 1.1: The U.S. government should
not sponsor or conduct clinical trials that do not,
at a minimum, provide the following ethical
protections:

a) prior review of research by an ethics review
committee(s);

b) minimization of risk to research participants;

¢) risks of harm that are reasonable in relation to
potential benefits;

d) adequate care of and compensation to partici-
pants for injuries directly sustained during
research;

e) individual informed consent from all competent
adult participants in research;

f) equal regard for all participants; and

g) equitable distribution of the burdens and benefits
of research.

Recommendation 1.2: The Food and Drug
Administration should not accept data obtained
from clinical trials that do not provide the
substantive ethical protections outlined in
Recommendation 1.1.

Responsiveness of the Research to
the Health Needs of the Population

Sponsoring or conducting research in developing coun-
tries often poses special challenges arising from the com-
bined effects of distinctive histories, cultures, politics,
judicial systems, and economic situations. In addition, in
countries in which extreme poverty afflicts so many, pri-
mary health care services generally are inadequate, and a
majority of the population is unable to gain access to the
most basic and essential health products and services. As
a result of these difficult conditions, the people in these
countries are often more vulnerable in situations (such as
clinical trials) in which the promise of better health
seems to be within reach.

Whether the research sponsor is the U.S. government
or a private sector organization, some justification is
needed for conducting research abroad other than a less
stringent or troublesome set of regulatory or ethical
requirements. Moreover, when the United States (or any
developed country) proposes to sponsor or conduct

National Bioethics Advisory Commission

research in another country when the same research
could not be conducted ethically in the sponsoring
country, the ethical concerns are more profound, and the
research accordingly requires a more rigorous justification.

To meet the ethical principle of beneficence, the risks
involved in any research with human beings must be
reasonable in relation to the potential benefits. Plainly,
the central focus of any assessment of risk is the potential
harm to research participants themselves (in terms of
probability and magnitude), although risks to others also
are relevant. The potential benefits that are weighed
against such risks may include those that will flow to the
fund of human knowledge as well as to those now and in
the future whose lives may be improved because of the
research. In addition, some of the benefits must also
accrue to the group from which the research participants
are selected. NBAC understands the principle of justice
to require that a population, especially a vulnerable one,
should not be the focus of research unless some of the
potential benefits of the research will accrue to that group
after the trial. Thus, in the context of international
research—and particularly when the population of a
developing country has been sought as a source of
research participants—U.S. and international research
ethics require not merely that research risks are reason-
able in relation to potential benefits, but also that they
respond to the health needs of the population being
studied. This is because, according to the principles of
beneficence and justice, only research that is responsive
to these needs can offer relevant benefits to the population.

Recommendation 1.3: Clinical trials conducted in
developing countries should be limited to those
studies that are responsive to the health needs of
the host country.

Choosing a Research Design and the
Relevance of Routine Care

Making a determination about the appropriate design for
a clinical trial depends on various contextual considera-
tions, so that what might be an ethically acceptable
design in one situation could be problematic in another.
For example, it might be unethical to conduct a clinical
trial for a health condition in a country in which that
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condition is unlikely to be found. In comparison, the
same trial might be quite appropriately conducted where
the trial results could be important to the local popula-
tion. A more challenging question is whether a research
design that could not be ethically implemented in the
sponsoring country can be ethically justified in a host
country when the health problem being addressed is
common to both nations.

In this report, NBAC is especially interested in explor-
ing the following question: Can a research design that could
not be ethically implemented in the sponsoring, developed
country be ethically justified in the country in which the
research is conducted? In all cases, there is an ethical
requirement to choose a design that minimizes the risk of
harm to human participants in clinical trials and that
does not exploit them. Because the choice of a study
design for any particular trial will depend on these
and other factors, it would be inappropriate—indeed
wrong—to prescribe any particular study design as
ethical for all research situations. Nevertheless, under
certain, specified conditions, one or another design can

be held to be ethically preferable.

Recommendation 2.1: Researchers should provide
ethics review committees with a thorough justifi-
cation of the research design to be used, including
the procedures to be used to minimize risks to
participants.

Providing Established Effective Treatment as
the Control

From the perspective of the protection of human par-
ticipants in research, one of the most critical issues in
clinical trial design concerns the use and treatment of
control groups, which often are an essential component
in methodologies used to guard against bias. Although
placebos are a frequently used control for clinical trials, it
is increasingly commonplace to compare an experimental
intervention to an existing established effective treatment.
These types of studies are called active-control (or positive
control) studies, which are often extremely useful in cases
in which it would not be ethical to give participants a
placebo because doing so would pose undue risk to their
health or well-being.

Within the context of active treatment concurrent
controls, it is useful to consider whether, and if so under

what circumstances, researchers and sponsors have an
obligation to provide an established effective treatment
to the control group even if it is not available in the
host country. This report adopts the phrase an established
effective treatment to refer to a treatment that is established
(it has achieved widespread acceptance by the global
medical profession) and effective (it is as successful as any
in treating the disease or condition). It does not mean
that the treatment is currently available in that country.
Investigators must carefully explain and ethics review
committees must cautiously scrutinize the justification
for the selection of the research design, including the
level of care provided to the control group. If in a pro-
posed clinical trial the control group will receive less care
than would be available under ideal circumstances, the
burden on the investigator to justify the design should be
heavier. Furthermore, representatives of the host country,
including scientists, public officials, and persons with the
condition under study, should have a strong voice in
determining whether a proposed trial is appropriate.

Recommendation 2.2: Researchers and sponsors
should design clinical trials that provide members
of any control group with an established effective
treatment, whether or not such treatment is avail-
able in the host country. Any study that would not
provide the control group with an established
effective treatment should include a justification
for using an alternative design. Ethics review
committees must assess the justification provided,
including the risks to participants, and the overall
ethical acceptability of the research design.

Community Involvement in Research Design
and Implementation

Over the past three decades, researchers increasingly
have deliberately involved communities in the design of
research. In addition, research participants, health advo-
cates, and other members of the communities from
which participants are recruited have requested, and in
some cases demanded, involvement in the design of clin-
ical trials. By consulting with the community, researchers
often gain insight about whether the research question
is relevant and responsive to health needs of the com-
munity involved. In addition, community consultation
can improve the informed consent process and resolve



problems that arise in this process because of the use of
difficult or unfamiliar concepts. Such discussions can
provide insight into whether the balance of benefits and
harms in the study is considered acceptable and whether
the interventions and follow-up procedures are satisfac-
tory. Community consultation is particularly important
when the researcher does not share the culture or cus-
toms of the population from which research participants
will be recruited.

Recommendation 2.3: Researchers and sponsors
should involve representatives of the community
of potential participants throughout the design
and implementation of research projects.
Researchers should describe in their proposed
protocol how this will be done, and ethics review
committees should review the appropriateness of
this process. When community representatives
will not be involved, the protocol presented to
the ethics committee should justify why such
involvement was not possible or relevant.

Fair and Respectful Treatment of
Participants

The requirement to obtain voluntary informed consent
from human participants before they are enrolled in
research is a fundamental tenet of research ethics. It was
the first requirement proclaimed in the Nuremberg Code
in 1947, and it has appeared in all subsequent published
national and international codes, regulations, and guide-
lines pertaining to research ethics, including those in
many developing countries.

Nevertheless, discussion is ongoing about the value
and importance of particular procedural approaches to
informed consent in other countries. Problems involving
the interpretation and application of the requirement to
obtain voluntary informed consent—and its underlying
ethical principles—arise for researchers, ethics review
committees, and others. In some countries, the methods
used in U.S.-based studies for identifying appropriate
groups for study, enrolling individuals from those groups
in a protocol, and obtaining informed voluntary consent
might not succeed because of different cultural or social
norms. Meeting the challenge of developing alternative
methodologies requires careful attention to the ethical
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issues involved in recruiting research participants and
obtaining their consent, which is necessary in order to
ensure justice in the conduct of research and to avoid the
risk of exploitation.

Recommendation 3.1: Research should not deviate
from the substantive ethical standard of voluntary
informed consent. Researchers should not propose,
sponsors should not support, and ethics review
committees should not approve research that
deviates from this substantive ethical standard.

Disclosure Requirements

The basic disclosure requirements for satisfying the
informed consent provisions in U.S. research regulations
focus on the information needed by a potential partici-
pant in order to decide whether or not to participate in a
study. Requirements for disclosure of information in the
research setting usually exceed those for disclosure in
clinical contexts. Indeed, the extent of disclosure of med-
ical information to patients in clinical settings differs
among cultures and can influence judgments about the
amount and kind of information that should be disclosed
in research settings. In the United States, the requirements
for disclosure of information to potential participants in
research are specific and detailed (45 CFR 46.116). The
Commission has found some evidence that disclosures
relating to diagnosis and risk, research design, and possible
post-trial benefits are not always clearly presented in clini-
cal trials conducted in developing countries, even though
the current U.S. regulations include such requirements.
For example, one disclosure requirement in the U.S. regu-
lations focuses on potential benefits: “a description of any
benefits to the subject or to others which may reasonably
be expected from the research” (45 CFR 46.116(a)(1)).
Traditionally, such a disclosure has been required to ensure
that potential participants understand whether there is any
possibility that the intervention itself might benefit them
while they are enrolled in the study. There is, however, no
specific mention of any possible post-trial benefits in current
U.S. regulations. The Commission believes that, because
this information is relevant to participants’ decisions to
participate in the trial, prospective participants should be
informed of the potential benefits, if any, that they might
receive after the trial is over.
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Recommendation 3.2: Researchers should develop
culturally appropriate ways to disclose informa-
tion that is necessary for adherence to the sub-
stantive ethical standard of informed consent,
with particular attention to disclosures relating to
diagnosis and risk, research design, and possible
post-trial benefits. Researchers should describe
in their protocols and justify to the ethics review
committee(s) the procedures they plan to use

for disclosing such information to participants.

Recommendation 3.3: Ethics review committees
should require that researchers include in the
informed consent process and consent documents
information about what benefits, if any, will be
available to research participants when their
participation in the study in question has ended.

Ensuring Comprehension

In some cultures, the belief system of potential
research participants does not explain health and disease
using the concepts and terms of modern medical science
and technology. However, despite this potential barrier to
adequate understanding, if they are willing to devote the
time and effort to do so, researchers often are often able
to devise creative measures to overcome this barrier.
Despite the acknowledged difficulties of administering
tests of understanding, NBAC supports the idea of incor-
porating these tests into research protocols.

Recommendation 3.4: Researchers should develop
procedures to ensure that potential participants
do, in fact, understand the information provided
in the consent process and should describe those
procedures in their research protocols.

Recommendation 3.5: Researchers should consult
with community representatives to develop
innovative and effective means to communicate
all necessary information in a manner that is
understandable to potential participants. When
community representatives will not be involved,
the protocol presented to the ethics review
committee should justify why such involvement
is not possible or relevant.
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Recognizing the Role of Others in the Consent
Process

In some cultures, investigators must obtain permis-
sion from a community leader or village council before
approaching potential research participants. Yet, it is
important to distinguish between obtaining permission
to enter a community for the purpose of conducting
research and for obtaining individual informed consent.
In their reports, NBAC consultants all noted that the role
of community leaders or elders is an integral part of the
process of recruiting research participants. Although
these reports typically use the terminology of consent to
refer to the community’s permission or a leader’s author-
ization for the researchers to approach individuals,
NBAC will use this term to refer to the permission or
authorization given by the individual being recruited as a
research participant.

The need to obtain permission from a community
leader before approaching individuals does not need to
compromise the ethical standard requiring the individ-
uals voluntary informed consent to participate in
research. Gaining permission from a community leader is
no different, in many circumstances, from the common
requirement in this country of obtaining permission from
a school principal before involving pupils in research
or from a nursing home director before approaching
individual residents. An ethical problem arises only when
the community leader exerts pressure on the community
in a way that compromises the voluntariness of individ-
ual consent. In NBAC’ view, if the political system in a
country or the local situation makes it impossible for
individuals’ consent to be voluntary and that fact is
known in advance, then, because U.S. researchers cannot
adhere to the substantive ethical standard of informed
consent, it would be inappropriate for them to choose
such settings.

Recommendation 3.6: Where culture or custom
requires that permission of a community represen-
tative be granted before researchers may approach
potential research participants, researchers should
be sensitive to such local requirements. However,
in no case may permission from a community rep-
resentative or council replace the requirement of a
competent individual’s voluntary informed consent.



Recommendation 3.7: Researchers should strive
to ensure that individuals agree to participate in
research without coercion or undue inducements
from community leaders or representatives.

Family Members

It is customary although not required in some societies
for other members of a potential research participants
family to be involved in the informed consent process.
For example, in cultures in which men are expected to
speak for their unmarried adult daughters and husbands
are expected to speak for their wives, a woman may not
be permitted to consent on her own behalf to participate
in research. In most instances, the need to involve the
family is not intended as a substitute for individual con-
sent, but rather as an additional step in the process. In
many cases, family members may be approached before
an individual is asked directly to participate in a research
project. However, seeking permission from family mem-
bers without engaging the potential research participants
at all clearly departs from the ethical standard of
informed consent. On the other hand, potential partici-
pants might also choose to involve others, such as family
members, in the consent process. Indeed, involving fam-
ily or community members in the informed consent
process need not diminish, and might even enhance, the
individuals ability to make his or her own choices and to
give informed consent (or refusal).

It is often possible to obtain individual informed con-
sent, which may require and indeed benefit from the
involvement of family or community members, while at
the same time preserving cultural norms. Such involve-
ment ranges from providing written information sheets
for potential participants to take home and discuss with
family members to holding community meetings during
which information is presented about the research and
community consensus is obtained. When the potential
participant wishes to involve family members in the con-
sent discussion, the researcher should take appropriate
steps to accommodate this desire.

Recommendation 3.8: When a potential research
participant wishes to involve family members in
the consent process, the researcher should take
appropriate steps to accommodate this wish. In no
case, however, may a family member’s permission
replace the requirement of a competent individ-
ual’s voluntary informed consent.
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Consent by Women

A strict requirement that a husband must first grant
permission before researchers may enroll his wife in
research treats the woman as subordinate to her husband
and as less than fully autonomous. In reality, it may be
impossible to conduct some research on common, seri-
ous health problems that affect only women without
involving the husband in the consent procedures. In such
cases, a likely consequence would be a lack of knowledge
on which to base health care decisions for women in that
country. The prospect of denying such a substantial
benefit to all women in a particular culture or country
calls for a narrow exception to the requirement that
researchers use the same procedures in the consent
process for women as for men, one that would allow for
obtaining the permission of a man in addition to the
woman’s own consent.

Recommendation 3.9: Researchers should use the
same procedures in the informed consent process
for women and men. However, ethics review
committees may accept a consent process in
which a woman’s individual consent to participate
in research is supplemented by permission from
a man if all of the following conditions are met:

a) it would be impossible to conduct the research
without obtaining such supplemental permis-
sion; and

b) failure to conduct this research could deny its
potential benefits to women in the host country;
and

¢) measures to respect the woman’s autonomy to
consent to research are undertaken to the
greatest extent possible.

In no case may a competent adult woman be
enrolled in research solely upon the consent of
another person; her individual consent is always
required.

Minimizing the Therapeutic
Misconception

One barrier to understanding the relevant, important
aspects of any proposed research is what has been called
the therapeutic misconception. This term refers to the belief
that the purpose of a clinical trial is to benefit the
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individual patient rather than to gather data for the pur-
pose of contributing to scientific knowledge. The thera-
peutic misconception has been documented in a wide
range of developing and developed countries.

It is important to distinguish the confusion that arises
from the therapeutic misconception from a related con-
sideration. In the research setting, participants often
receive beneficial clinical care. In some developing coun-
tries, the type and level of clinical care provided to
research participants may not be available to those
individuals outside the research context. It is not a
misconception to believe that participants probably will
receive good clinical care during research. But it is a
misconception to believe that the purpose of clinical
trials is to administer treatment rather than to conduct
research. Researchers should make clear to research par-
ticipants, in the initial consent process and throughout
the study, which activities are elements of research and
which are elements of clinical care.

Recommendation 3.10: Researchers working in
developing countries should indicate in their
research protocols how they would minimize the
likelihood that potential participants will believe
mistakenly that the purpose of the research is
solely to administer treatment rather than to
contribute to scientific knowledge (see also
Recommendation 3.2).

Addressing Procedural Requirements in
the Consent Process

A number of issues may arise during the process of
obtaining informed consent that require careful scrutiny
before determining whether voluntary informed consent
can be obtained. These include, for example, determin-
ing when it is necessary to obtain written consent and
when oral consent should be permitted; when, if ever,
it is appropriate to withhold important and relevant
information from potential participants; the need in some
cultures to obtain a community leader’s or a family mem-
ber’s permission before seeking an individual’s consent;
and standards of disclosure for research participants in
cultures in which people lack basic information about
modern science or reject scientific explanations of disease
in favor of traditional nonscientific beliefs.
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In light of the cultural variation that might arise in
international clinical trials, the Commission was espe-
cially interested in problems that may arise from expect-
ing researchers in developing countries to adhere strictly
to the substantive and procedural imperatives of the
U.S. requirements for informed consent. NBAC was par-
ticularly interested in exploring ways of dealing with the
situation that arises when cultural differences between
the United States and other countries make it difficult or
impossible to adhere strictly to the U.S. regulations that
stipulate particular procedures for obtaining informed
consent from individual participants. In general, it is
important to distinguish procedural difficulties from
those that reflect substantive differences in ethical
standards. Clearly, more research is needed in this area.

Recommendation 3.11: U.S. research regulations
should be amended to permit ethics review com-
mittees to waive the requirements for written and
signed consent documents in accordance with
local cultural norms. Ethics review committees
should grant such waivers only if the research
protocol specifies how the researchers and others
could verify that research participants have given
their voluntary informed consent.

Recommendation 3.12: The National Institutes

of Health, the Centers for Disease Control and
Prevention, and other U.S. departments and
agencies should support research that addresses
specifically the informed consent process in various
cultural settings. In addition, those U.S. depart-
ments and agencies that conduct international
research should sponsor workshops and conferences
during which international researchers can share
their knowledge of the informed consent process.

Access to Post-Trial Benefits

Discussions of the ethics of research with human beings
usually center on issues regarding research design and
approval and how individuals’ rights and welfare are pro-
tected when they are enrolled in research protocols. The
same has been true of the U.S. regulations, which only
tangentially address what happens after a research proj-
ect has ended by requiring that research participants
must be informed in advance about what compensation,



if any, will be provided if they are injured during the
course of the research. Other questions about what
should happen after a trial is completed are left unad-
dressed by U.S. guidelines.

Thus, central questions in the context of international
research include the following: What benefits (in the form
of a proven, effective medical intervention) should be provided
to research participants, and by whom, after their partici-
pation in a trial has ended, and what, if anything, should be
made available to others in the host community or country?
Although these questions are relevant in terms of the
ethical assessment of research—regardless of where the
research is conducted—they are being posed with special
force, especially regarding serious diseases that affect
large numbers of people in developing countries.
Therefore, the question of what benefits, if any, research
sponsors should make available to participants or others
in the host country at the conclusion of a clinical trial is
particularly significant for those who live in developing
countries in which neither the government nor the vast
majority of the citizenry can afford the intervention result-
ing from the research. Of course, this is especially germane
when a drug is proven to be effective in a clinical trial.

An ethically relevant feature that distinguishes most
developing from developed countries is the lack of access
to adequate health care by a large majority of the popu-
lation. Many developed countries have long provided
universal access to primary health care through a national
health service or government-based insurance system.
However, in the developing world, especially in the
poorest countries in Africa and Asia, substantially fewer
health care services are available (if any), and where they
are available, access is severely limited. Access to health
care is an important issue in research ethics, because an
ethically appropriate clinical trial design requires an
assessment of the level and nature of care or treatment
available outside the research context, as well as any
possible future health benefits that might arise from the
research.

Recognizing that it is sometimes difficult to distin-
guish research from treatment when routine health care
is inadequate or nonexistent, it cannot be denied that it
may be difficult for participants, whose health status
may be altered by their participation in a clinical trial, to
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distinguish between participating in research and receiv-
ing clinical care. Consequently, if all interventions by the
research team cease at the end of a trial, participants may
experience a loss and feel that the researchers in their
clinical role have abandoned them. This sense of loss can
take several forms, the starkest of which arises when par-
ticipants are left worse off at the conclusion of the trial
than they were before the clinical trial began. Being worse
off does not mean that they were harmed by the research.
It can simply mean that their medical condition has
deteriorated because they were in what turned out to
be the less advantageous arm of the protocol. Such an
outcome—particularly when participants are worse off
than they would have been had they received standard
treatment or if they had been in the other arm of
the trial—underlines the extent to which any research
project can depart from the Hippocratic goal of “first, do
no harm,” despite the best intentions and efforts of all
concerned. When such a result occurs, efforts to restore
participants at least to their pretrial status could be
regarded as attempts to reverse a result that would other-
wise be at odds with the ethical principles of nonmalefi-
cence and beneficence.

Ironically, people who have benefited from an exper-
imental intervention may also experience a loss if the
intervention is discontinued when the project ends. It
might be said that this is a risk the participant accepted
by enrolling in the trial. But participants who are ill when
they enter the research protocol may not be able to
appreciate fully how they will feel when they face a
deterioration in their medical condition (once the trial is
completed) after having first experienced an improve-
ment, even if the net result is a return to the status quo
ante. One of the ways to mediate or reduce the burden of
such an existential loss (the experience of loss as perceived
by the research participant) and to sustain an appropriate
level of trust between potential participants and the
research enterprise is to continue to provide to research
participants an intervention that has been shown to be
efficacious in the clinical trial if they still need it once the
trial is over.

Recommendation 4.1: Researchers and sponsors in
clinical trials should make reasonable, good faith
efforts before the initiation of a trial to secure, at
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its conclusion, continued access for all participants
to needed experimental interventions that have
been proven effective for the participants. Although
the details of the arrangements will depend on a
number of factors (including but not limited to the
results of a trial), research protocols should typi-
cally describe the duration, extent, and financing
of such continued access. When no arrangements
have been negotiated, the researcher should justify
to the ethics review committee why this is the case.

Providing Benefits to Others

Once it is recognized that research projects should
sometimes arrange to provide post-trial benefits to par-
ticipants, a question arises about the justice of differenti-
ating between former trial participants and others in the
host community who need similar medical treatments.
Is the distinction between former research participants and
those who were not merely arbitrary? Applying a competing
concept of justice, typically referred to as the principle of
fairness—treat like cases alike, and treat different cases
differently—to this situation requires a consideration of
whether family members (or others) who suffer from the
same illness as the participants should be treated as “like
cases” with respect to receiving an effective treatment.
Similarly, are the claims to treatment of people who were
eligible for and willing to participate in a clinical trial but
who for any number of reasons were not selected com-
parable to the claims of those who were selected? Or are
such cases not sufficiently similar because participants
undertook the risks and experienced the inconveniences
of the research?

In NBACks view, the relevant distinction between
research participants and these other groups of individuals
is that research participants are exposed to the risks
and inconveniences of the study. Moreover, a special
relationship exists between participants and researchers
that does not exist for others. These are the ethical con-
siderations that support the argument to provide effective
interventions to research participants after a trial is
completed.

On what basis then can one justify an ethical obliga-
tion to make otherwise unaffordable (or undeliverable)
effective interventions available to members of the
broader community or host country? Given that global
inequities in wealth and resources are so vast, expecting

governmental or industrial research sponsors to seek to
redress this particular global inequity is unfair and unre-
alistic, especially when no such requirement exists in
other spheres of international relationships. Typically, it is
not the primary purpose of clinical trials to seek to
redress these inequities.

Recommendation 4.2: Research proposals submit-
ted to ethics review committees should include
an explanation of how new interventions that
are proven to be effective from the research will
become available to some or all of the host coun-
try population beyond the research participants
themselves. Where applicable, the investigator
should describe any pre-research negotiations
among sponsors, host country officials, and other
appropriate parties aimed at making such inter-
ventions available. In cases in which investigators
do not believe that successful interventions will
become available to the host country population,
they should explain to the relevant ethics review
committee(s) why the research is nonetheless
responsive to the health needs of the country and
presents a reasonable risk/benefit ratio.

These concerns prompt the question of whether
research sponsors should consider implementing
arrangements, such as prior agreements (arrangements
made before a clinical trial begins that address the post-
trial availability of effective interventions to the host com-
munity and/or country after the study has been
completed), that would allow some of the fruits of
research to be available in the host country when the
research is over. Such arrangements would be responsive
to the health needs of the host country. The parties to
these agreements usually include some combination of
producers, sponsors, and potential users of research
products. Although only a limited number of prior agree-
ments, either formal (legally binding) or informal, are in
place in international collaborative research today, it is
useful to consider what role such agreements should play
in the future.

Recommendation 4.3: Wherever possible, preceding
the start of research, agreements should be negoti-
ated by the relevant parties to make the effective
intervention or other research benefits available to
the host country after the study is completed.



Mechanisms to Ensure the Protection
of Research Participants in International
Clinical Trials

The two principal approaches used to ensure the protec-
tion of human participants in international clinical trials
are 1) relying on assurance processes and reviews by U.S.
Institutional Review Boards (IRBs) to supplement and
enhance local measures or determining that a host coun-
try or host country institution has a system of protections
in place that is at least equivalent to that of the United
States and 2) helping host countries build the capacity
to independently conduct clinical trials and to conduct
their own scientific and ethical review. In addition, a
regulatory provision permits the substitution of foreign
procedures that afford protections to research partici-
pants that are “at least equivalent” to those provided in
the Common Rule. Clarification of the scope and limits
of these mechanisms and their use would increase public
confidence that a valid system of protections is in place
for participants in clinical trials conducted abroad.

Negotiating Assurances of Compliance

U.S. researchers or sponsors and their collaborators
often encounter difficulties with some of the procedural
and administrative aspects of the U.S. research regula-
tions or their implementation and at times perceive U.S.
regulations as unnecessarily rigid. Among the many con-
cerns NBAC heard were those relating to the process of
negotiating assurances. An assurance is a document that
commits an institution to conduct research ethically and
in accordance with U.S. federal regulations. An approved
assurance is a prerequisite to federally conducted or
sponsored research.

In December 2000, the U.S. Office of Human Research
Protections (OHRP) launched a new Federalwide
Assurance (FWA) and IRB registration process. The
process for filing institutional assurances with OHRP
for protecting human research participants has been sim-
plified by replacing Single, Multiple, and Cooperative
Project Assurances with the FWA, one for domestic
research and one for international research. Each legally
separate institution must obtain its own FWA, and assur-
ances approved under this process would cover all of the
institution’s federally supported human research. The
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proposed system eliminates the assurance documents
now in place and replaces them with either a Federalwide
Domestic Assurance or a Federalwide International
Assurance, covering all federally supported human
research.

NBAC was encouraged that OHRP is taking these
steps to revise and simplify the current assurance process.
It is not clear at this writing, however, whether the new
FWA process will eliminate the problems and inconsis-
tencies that exist among agencies such as the Department
of Health and Human Services (DHHS), the Agency for
International Development, and the Food and Drug
Administration (FDA), or the difficulties expressed by
researchers who are familiar with the previous assurance
system. Moreover, it should be noted that the assurance
process itself does not provide a failsafe system of protec-
tions. Because weaknesses in this system have been noted
in failures at U.S. research institutions, care should be
taken not to rely too heavily on this single mechanism to
achieve protections abroad, especially when it is not clear
that OHRP will provide a visible presence in the host
country (through, for example, site visits). However, it will be
important to evaluate the success of these new initiatives.

Recommendation 5.1: After a suitable period of
time, an independent body should comprehen-
sively evaluate the new assurance process being
implemented by the Office for Human Research
Protections.

Ethics Review

It is now widely accepted that research involving
human participants should be conducted only after an
appropriate ethics review has occurred. When research is
sponsored or conducted in accordance with U.S. research
regulations (and within the boundaries of these regula-
tions), an appropriately constituted and designated IRB is
empowered to make these assessments. However,
spokespersons from developing countries have main-
tained that those who live in the countries in which the
research is to be conducted are in the best position to
decide what is appropriate, rather than those who may be
unfamiliar with local health needs and culture. It is
argued that committees that are familiar with the
researchers, institutions, potential participants, and other
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factors associated with a study are likely to provide a
more careful and fully informed review than a committee
or other group that is geographically displaced or distant
and that only local committees can exercise the kind of
balanced and reasoned judgment required to review
research protocols. The concept of local review has been
a cornerstone of the U.S. system for protecting human
participants. Whether this standard can or should be
applied to research sponsored or conducted abroad was
a focus of Commission deliberations.

NBAC found that the requirement for local review is
occasionally tested and sometimes weakened when
research is conducted in developing countries. In some
cases, review by a local committee raises the potential for
conflict of interest—or at least a heightened interest in
approving research—when it means that valuable
research funds would flow to a local institution.
Although several developing countries have instituted
national research ethics guidelines, and in some coun-
tries, ethics review is becoming more established, many
difficulties and challenges to local review remain, includ-
ing lack of experience with and expertise in ethics review
principles and processes; conflict of interest among com-
mittee members; lack of resources for maintaining the
committees; the length of time it can take to obtain
approvals; and problems involved with interpreting and
complying with U.S. regulations.

In NBAC5 view, efforts to enhance collaboration in
research must take into account the capacity of ethics
review committees in developing countries to review
research and the need for U.S. researchers and sponsors
to ensure that their research projects, at the very least, are
conducted according to the same ethical standards and
requirements applied to research conducted in the
United States. This has led NBAC to conclude that when
clinical trials involve U.S. and foreign interests, these
protocols must still be reviewed and approved by a U.S.
IRB and by an ethics review committee in the host coun-
try, unless the host country or host country institution
has in place a system of equivalent substantive ethical
protections.

Ideally, equivalent (although not necessarily identical)
systems for providing protections to research participants
in developing countries would exist at both the national
and institutional levels. In countries in which a system
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equivalent to the U.S. system exists at the national level,
some institutions may be incapable of conducting
research in accordance with that system. However, it is
difficult to conceive of institutional systems being
declared equivalent in the absence of an equivalent
national system, although it may be possible in a few
extremely rare cases. When multiple sponsors are partic-
ipating in research, possibly all from developed coun-
tries, determining which ethics review committees (and
how many) are required poses additional complexities.
Because there may be legitimate reasons to question the
capacity of host countries to support and conduct prior
ethics review, NBAC believes that with respect to research
sponsored and conducted by the United States, it will be
necessary for an ethics review committee from the host
country and a U.S. IRB to conduct a review. The FDA’s
regulatory provisions for accepting foreign studies not
conducted under an investigational new drug application
or an investigational device exemption do not address
whether the foreign nations system must meet U.S.
ethical standards.

Recommendation 5.2: The U.S. government should
not sponsor or conduct clinical trials in developing
countries unless such trials have received prior
approval by an ethics review committee in the host
country and by a U.S. Institutional Review Board.
However, if the human participants protection
system of the host country or a particular host
country institution has been determined by the
U.S. government to achieve all the substantive eth-
ical protections outlined in Recommendation 1.1,
then review by a host country ethics review com-
mittee alone is sufficient.

Recommendation 5.3: The Food and Drug Admini-
stration should not accept data from clinical trials
conducted in developing countries unless those
trials have been approved by a host country ethics
review committee and a U.S. Institutional Review
Board. However, if the human participants pro-
tection system of the host country or a particular
host country institution has been determined by
the U.S. government to achieve all the substantive
ethical protections outlined in Recommendation 1.1,
then review by a host country ethics review
committee alone is sufficient.



Lack of Resources as a Barrier to
Ethics Review

Ethics review committees in developing countries
may have difficulty complying with U.S. regulations
because they lack the funds necessary to carry out their
responsibilities. In previous reports, NBAC has recog-
nized that there are costs to providing protection to
human participants in research, and researchers and
institutions should not be put in the position of having to
choose between conducting research and protecting par-
ticipants. Therefore, an additional means of enhancing
international collaborative research is to make the neces-
sary resources available for conducting ethics reviews.

Recommendation 5.4: Federal agencies and others
that sponsor international research in developing
countries should provide financial support for
the administrative and operational costs of host
country compliance with requirements for over-
sight of research involving human participants.

Equivalent Protections

Although many countries have promulgated exten-
sive regulations or have officially adopted international
ethical guidelines invoking high standards for research
involving human participants, the former Office for
Protection from Research Risks (OPRR) never determined
that any guidelines or rules from other countries—even
countries such as Australia and Canada, where research
ethics requirements closely parallel (and to some extent
exceed) those of the United States—afford protections
equal to those provided by U.S. regulations. If these vari-
ations cannot be mediated by joint efforts, difficulties may
arise in international research that will prevent important
and ethically sound research from going forward.

In June 2000, OHRP became the agency responsible
for making determinations of equivalent protections for
DHHS. However, to date, OHRP has not provided criteria
for determining what constitutes equivalent protections
or made any such determinations about other countries’
guidelines. In lieu of having developed a process for
making equivalent protections determinations, in the
past OPRR relied on its usual process for negotiating
assurances with foreign institutions to ensure the ade-
quate protection of human participants.
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Because the number of U.S.-sponsored studies under-
taken in collaboration with other countries is increasing
(including many studies that have different procedural
requirements), there is a need to enhance the efficiency of
those efforts through increased harmonization and
understanding, without compromising the protection of
research participants. A way must be found to adhere to
widely accepted substantive ethical principles while at
the same time avoiding the undue imposition of regula-
tory procedures that are peculiar to the United States.

Recommendation 5.5: The U.S. government

should identify procedural criteria and a process
for determining whether the human participants
protection system of a host country or a particular
host country institution has achieved all the
substantive ethical protections outlined in
Recommendation 1.1.

Building Host Country Capacity to Review and
Conduct Clinical Trials

A unique feature of international collaborative
research is the degree to which economically more pros-
perous countries can enhance and encourage further
collaboration by leaving the host community or country
better off as a result. The kinds of benefits that could be
realized as a result of the collaboration would depend on
local health conditions, the state of economic develop-
ment, and the scientific capabilities of the particular host
country. The provision of post-trial benefits to partici-
pants or others in the form of effective interventions is
one option. The appropriateness of providing a benefit
other than the intervention will depend on the nature of
the benefit and on the economic and technological state
of development of the host country. In most cases, offer-
ing assistance to help build local research capacity is
another viable option. These two options are not, of
course, mutually exclusive. But no matter what form the
benefit takes, the ultimate goal of providing it is to
improve the welfare of those in the host country.

Approaches to capacity building are related to, but
not fully dependent on, the clarification and improve-
ment of current U.S. procedures for ensuring the protec-
tion of research participants in international clinical
trials. Progress can and should occur simultaneously in
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both realms. Capacity building to conduct research could
include activities undertaken by investigators or sponsors
during a clinical trial to enhance the ability of host
country researchers to conduct research (e.g., training
and education) or to provide research infrastructure
(e.g., equipment) so that future studies might proceed.
Building capacity to conduct scientific and ethics review
of studies, on the other hand, is primarily a matter of pro-
viding training and helping to establish systems designed
to review proposed protocols and sustain mutually bene-
ficial partnerships with other more experienced review
bodies, including U.S. IRBs.

To enhance research collaborations between develop-
ing and developed nations, it is important to increase the
capacity of resource-poor countries to become even more
meaningful partners in international collaborative
research. Making the necessary resources available for
improving the technical capacity to conduct and sponsor
research, as well as the ability to carry out prior ethics
review, is one way to move forward in this effort.

Recommendation 5.6: Where applicable, U.S.
sponsors and researchers should develop and
implement strategies that assist in building local
capacity for designing, reviewing, and conducting
clinical trials in developing countries. Projects
should specify plans for including or identifying
funds or other resources necessary for building
such capacity.

Recommendation 5.7: Where applicable, U.S.
sponsors and researchers should assist in building
the capacity of ethics review committees in devel-
oping countries to conduct scientific and ethical
review of international collaborative research.

Conclusions

The ethical standards that NBAC is recommending for
conducting research in other countries are minimum
standards. Host countries might find it worthwhile to
adopt human research participant protections that go
beyond the protections that are currently provided under
the U.S. system if these higher standards further promote
the rights, dignity, and safety of research participants as
well as the credibility of research results.
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Ethical behaviors and commitments are not barriers
to the research enterprise. Indeed, ethical behavior is not
only an essential ingredient in sustaining public support
for research, it is an integral part of the process of plan-
ning, designing, implementing, and monitoring research
involving human beings. Just as good science requires
appropriate research design, consideration of statistical
factors, and a plan for data analysis, it must also be based
on sound ethical principles. Only then can research
succeed in being efficient and cost-effective, while at the
same time embodying appropriate protections for the
rights and welfare of human participants. Researchers
and sponsors should strive to conduct research in the
United States and abroad in a way that furthers these
aspirations, even though, regrettably, financial, logistical,
and public policy obstacles often stand in the way of
immediately achieving this goal.

Although the recommendations in this report focus
principally on clinical trials conducted by U.S.
researchers or sponsors in developing countries, it will be
important to consider their application to other areas of
research. However, even though many ethical issues that
arise in clinical trials also arise in other types of research,
the relevance, scope, and implications of NBAC’s recom-
mendations in other types of studies may be very differ-
ent. Similarly, many of the issues and recommendations
discussed in this report may equally apply to research
conducted in the United States.

The relationships and, ultimately, the level of trust
established among individuals, institutions, communi-
ties, and countries are determined by complex and often
contradictory social, cultural, political, economic, and
historical factors. It is essential, therefore, that sponsors,
the countries from which they come, and researchers
work together to enhance these collaborations by creating
an atmosphere that is based on trust and respect. Finally,
because attention will continue to focus on the ethical
and policy issues that arise in international research in
general and regarding clinical trials in particular, this
report provides another opportunity for ongoing public
dialogue about how to provide appropriate protection to
all research participants.



Notes

1 In past reports, the Commission has used the term human
subject to describe an individual enrolled in research. This term
is widely used and is found in the Federal Policy for the Protection
of Human Subjects (45 CFR 46). For many, however, the term
subject carries a negative image, implying a diminished position
of those enrolled in research in relation to the researcher. NBAC
recognizes that merely changing terminology cannot achieve the
desired goal of true participation by individuals who volunteer
for research, and NBAC does not imply that a truly participatory
role is always the case. Nevertheless, for purposes of simplicity
and from a desire to encourage a more equal role for research
volunteers, in this report the term participants is adopted to
describe those who are enrolled in research.

2 An upcoming NBAC report on the oversight of research con-
ducted with human participants in the United States will address
the implications of the findings and conclusions of this report in
the context of domestic research.

3 In the United States, committees that review the ethics of human
research protocols are referred to in regulation and practice as
Institutional Review Boards (IRBs). In other countries, different
names might be used, such as research ethics committees or ethics
review committees. In this report, references and recommendations
that are specific to the United States will refer to these committees
as IRBs. References and recommendations that refer to such
commiittees generally regardless of their geographic location will
call them ethics review committees.

4 Although these protections are generally meant to apply to all
research involving more than minimal risk, there are exceptions in
certain guidelines for informed consent to be waived in research
involving minimal risk.
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Chapter One

Ethical Issues in
International Research—
Setting the Stage

Introduction

ollaboration among peoples from different nations,

whether in the form of engaging in trade, providing
material assistance, or participating in cultural inter-
change, can substantially benefit all parties involved.
However, these kinds of collaborations do not always
proceed smoothly, particularly when controversy
emerges regarding the nature of the collaboration and/or
the distribution of benefits. Such controversies are per-
haps more likely to occur when the nations involved
do not share the same cultural, economic, political, and
ethical perspectives, or when they are at different stages
of development.

In recent years, the increasingly global nature of
health research, and in particular the conduct of clinical
trials involving human participants,’ has highlighted a
number of new ethical issues. This often happens when
researchers or research sponsors from one country wish
to conduct research in another country. The research in
question might simply be one way of helping the host
country address a public health problem, or it might
reflect a research sponsors assessment that the foreign
location is a more convenient or efficient—or less
troublesome—site for conducting a particular clinical
trial. It might also represent a joint effort to address an
important health concern faced by both parties. In any
case, as the pace and scope of international collaborative
biomedical research have increased during the past
decade, long-standing questions about the ethics of
designing, conducting, and following up on clinical trials
have re-emerged. Some of these issues have begun to take
center stage because of the concern that research con-
ducted by scientists from more prosperous countries in

poorer nations that are more affected by disease may, at
times, be seen as imposing ethically inappropriate bur-
dens on the host country and on those who participate in
the research trials. For example, some commentators
have denounced as unethical clinical trials to test drugs
that might reduce perinatal transmission of HIV that
were conducted in Africa, Asia, and the Caribbean and
sponsored by parties from resource-rich countries
(Angell 1997; Lurie and Wolfe 1997). (See Exhibit 1.1.)

In this case, concerns focused on two areas. First,
using placebo-controlled trials when an effective treat-
ment exists means that individuals in the control group
are being treated differently than those in control groups
in developed nations (where the control is an established
effective treatment). This may imply that they are not
considered equally worthy or worthy of equal concern.
Second, some have claimed that an alternative research
design could have addressed the health needs of those in
the host country without using a placebo control.

The example of the AIDS trials is only one of the bet-
ter-known cases of international research that has height-
ened ethical concerns. Recently, accounts have appeared
in the popular media of troubling cases of drug testing
conducted overseas in which participants allegedly were
exposed to risky research—often without their voluntary
informed consent—in studies of questionable value to
the citizens in the host country (DeYoung and Nelson
2000; Flaherty et al. 2000; LaFraniere et al. 2000;
Pomfret and Nelson 2000; Rothman 2000; Stephens
2000). The specter of exploitation raised by these allega-
tions is cause for a concerted effort to ensure that protec-
tions are in place for individuals participating in
international clinical trials.
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Exhibit 1.1: Placebos—A Recent Ethical Controversy in International Research

In 1997, controversy arose over a series of placebo-controlled trials aimed at finding an affordable and imple-
mentable treatment to lower the rate of maternal-to-infant transmission of HIV in developing countries. The
controversial studies followed an earlier National Institutes of Health (NIH)-sponsored study conducted in the United
States (called “ACTG 076,” after the number of the NIH protocol), which demonstrated that maternal-to-infant
transmission of HIV could be reduced by two-thirds when AZT is administered continuously to women
as early as the 14" week of pregnancy.

Although this treatment became the standard of care in the United States and other industrialized countries,
several factors made it impossible to follow the regimen in developing countries, primarily cost and the lack of a
health care infrastructure to administer the regimen. As a result, some of the clinical trials conducted in Thailand and
Africa were designed to test a lower dose of AZT in HIV-positive women, which was much less expensive than the
standard dose, in a placebo-controlled trial. In addition, these studies initiated the treatment much later in pregnancy,
since women in these countries do not receive early prenatal care, and the AZT was administered orally rather than
intravenously, in line with the availability of medical facilities. Moreover, newborns did not receive full treatment, if any.
These departures from the proven ACTG 076 regimen aimed to establish a course of treatment that could
reasonably be implemented for HIV-positive pregnant women in resource-poor countries.

For ethical reasons, placebo-controlled trials testing this experimental treatment regimen could not have been
conducted in the United States and other developed countries once the efficacy of the ACGT 076 regimen had been
established. In other words, it would be considered unethical to withhold from women in a research study an effec-
tive treatment that they could obtain as part of their routine medical care. The justification for conducting the research
in developing countries was that it compared a new regimen with the existing level of care in those countries.

Critics of the study argued that it is wrong for researchers who come from a country where an effective treatment
is used to withhold that treatment from any study participant and that infants in the study, who could be prevented
from acquiring HIV, would become infected and die unnecessarily. These critics argued for the use of a different study
design to compare the experimental treatment with the standard treatment rather than with the placebo, thereby
avoiding these unnecessary deaths (Lurie and Wolfe 1997). Subsequently, such a study design was adopted in
another NIH-sponsored study in another location in Thailand at the same time that the placebo-controlled trials were
being carried out elsewhere in the same country.?

Defenders of the placebo-controlled studies replied with four arguments:

1) The “standard of care” for HIV-positive women in these developing countries is no treatment at all, so they are left
no worse off as a result of participating in the study;

2) A placebo-controlled trial can be conducted with fewer participants and completed in a much shorter time than an
AZT-controlled study, so useful information and effective interventions pertinent to this population will be available
much sooner;

3) The ACTG 076 treatment regimen that has become standard in the West is not now, and will not in the foresee-
able future, be available to this population because of its prohibitive costs. Therefore, use of this active control
would render the results of very little relevance to the health needs of the developing country (Levine 1999; Wilfert
et al. 1999); and

4) If it is proven to be effective, the less expensive and more appropriate regimen can be made available by
governments to all HIV-positive pregnant women in these countries (Varmus and Satcher 1997).

These placebo-controlled trials (which have long since been completed, although follow-up is still occurring) did
succeed in showing that the cheaper, short-course AZT regimen was significantly better than a placebo. Yet, the
controversy surrounding the ethical principles relevant to such research has not abated.




Issues Prompting This Report

As with other National Bioethics Advisory Commission
(NBAC) reports, several issues and activities prompted
the Commission’s decision to address this topic. First,
several members of the public suggested that NBAC’s
mandate to examine the protection of the rights and
welfare of human participants in research extends to
international research conducted or sponsored by U.S.
interests.

A second circumstance—the changing landscape of
international research—also prompted the decision to
prepare this report. Increasingly, scientists from develop-
ing countries are achieving more equal status as collabo-
rators in research, as many of these countries have built
their capacity for technical contributions to research
projects and for appropriate ethical review of research
protocols. Although the source of funding for such
collaborative research is likely to continue to be wealthier,
developed countries with experience conducting
research outside their own borders (such as Canada,
France, Germany, Japan, the Netherlands, the
Scandinavian countries, the United Kingdom, and the
United States), collaborators from developing countries
are seeking—justifiably—to become more equal as
partners in the research enterprise.

The current landscape of international research also
reflects the growing importance of clinical trials con-
ducted by pharmaceutical, biotechnology, and medical
device companies. Over the last 40 years, U.S. funding of
all research and development has seen a dramatic shift in
its primary source from the public to the private sector.
Although the U.S. government has continued to increase
its investment in biomedical research, private industry
funding has increased much more rapidly (AAAS 2000;
PhRMA 2000).

Some observers believe that market forces have
pressured private organizations to become more efficient
in the conduct of research, which may—absent
vigilance—compromise the protection of research
participants (DeYoung and Nelson 2000; Flaherty et al.
2000; LaFraniere et al. 2000; Pomfret and Nelson 2000;
Stephens 2000). Although the extent, relevance, and
force of these pressures are widely debated, it is clear that
such pressures can exist regardless of the funding source.
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Third, NBAC also heard concerns from researchers,
Institutional Review Board (IRB) members, and federal
regulators about how U.S. regulations are “exported” to
other countries and interpreted by researchers and insti-
tutions abroad. In other words, the U.S. government
bundles its research regulations (and the ethical princi-
ples and commitments that underlie them) into research
projects it conducts in other countries. In particular,
most research sponsored by the U.S. government or
regulated by the Food and Drug Administration (FDA)
must comply with the Federal Policy for the Protection
of Human Subjects (45 Part 46 of the Code of Federal
Regulations [CFR], Subpart A, also known as the
Common Rule) and/or parallel FDA regulations (21 CFR
Parts 50 and 56). In previous reports, NBAC has noted
that even for domestic researchers, the U.S. regulations
are at times difficult to interpret and require clarification
(NBAC 1998; NBAC 1999), so it is not surprising that
understanding and interpreting U.S. research regulations in
other settings could pose even more profound difficulties.
Thus, another dimension to research conducted interna-
tionally deserves serious attention—whether the existing
rules and regulations that govern the conduct of U.S.
investigators or others subject to U.S. regulations are
appropriate in the context of international research efforts,
or whether they in fact unnecessarily complicate or frustrate
otherwise worthy and ethically sound research projects.

Fourth, the Commission recognizes the importance
of ongoing and vigorous international discussion con-
cerning the most appropriate mechanisms for facilitating
important and necessary international research, while at
the same time ensuring the protection of the participants
of research. In this regard, discussions already are under
way in other countries (Nuffield Council on Bioethics
1999) within the context of an emerging international
effort to harmonize regulations governing clinical trials
under the auspices of the International Conference on
Harmonisation (ICH 1996). Similarly, recent efforts by
the World Medical Association (WMA), the Council for
International Organizations of Medical Sciences
(CIOMS), and the World Health Organization to revise
and develop guidelines on international research ethics
are a welcome contribution to this effort.

Finally, because attention will continue to focus on
the ethical and policy issues that arise in international
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research in general (Angell 1997; Angell 2000; Benatar
2000; Benatar and Singer 2000; Bloom 1998; Clarke et
al. 1998; Levine 1999; Lurie and Wolfe 1997; Nuffield
Council 1999; Tan-Torres Edejer 1999; Varmus and
Satcher 1997) and regarding clinical trials in particular,
this report provides another opportunity for ongoing
public dialogue about how to provide appropriate
protection to all research participants.

Scope and Limits of This Analysis

This report discusses the ethical issues that arise when
research that is subject to U.S. regulation is sponsored or
conducted in developing countries, where local technical
skills and other key resources are in relatively scarce
supply. Within this context, NBAC’ attention primarily is
focused on the conduct of clinical trials involving com-
petent adults—in particular those trials, such as Phase 111
drug studies, that can lead to the development of
effective interventions. Clinical trials are conducted to
test and evaluate in human populations the safety and
therapeutic efficacy of drugs, biologics, devices, and
various other health-related interventions. Appropriately
designed and conducted trials provide one of the most
definitive and powerful techniques for evaluating existing
clinical practices and developing innovative methods
of diagnosis, treatment, and prevention. In addition,
because complex and important ethical concerns are
likely to be more pressing in clinical trials than in many
other types of research investigations, the focus of this
report has been limited accordingly.

However, limiting the scope of the report in this way
precludes discussion of a wide range of analyses of other
types of important international collaborative research
initiatives subject to U.S. regulation, including observa-
tional and case-control studies, health services research,
educational research, and various demonstration proj-
ects. Notably, this report does not focus on the important
area of public health research. Although much of the
discussion in this report is relevant to these other types of
research, the particular characteristics of research
endeavors other than clinical trials probably merit their
own ethical assessment.

NBAC commissioned three separate research projects
to provide empirical data to inform its deliberations.’
One of the most ambitious of these reports, a survey

of researchers involved in international research, was
prepared by researchers at Johns Hopkins University.
(See Exhibit 1.2.) In addition, NBAC heard testimony
from a number of experts regarding scientific, cultural,
and ethical aspects of international research. Finally, after
the release of a draft version of this report in September
2000, NBAC received comments from 183 U.S. and
international researchers and health experts, as well as
from members of the public.

Exhibit 1.2: Survey of Researchers in
Developing Countries and the United
States

The largest empirical study commissioned by NBAC
for this report was a survey of investigators who con-
duct biomedical research in developing countries.
The study consisted of two parts: a survey of U.S.
investigators directed by Nancy Kass and a survey of
developing country investigators directed by Adnan
Hyder, both of Johns Hopkins University. Both arms
of the study used a written questionnaire and focus
groups and involved questions about researchers’
experiences with ethical issues in their research, eth-
ical review in the United States and the host country,
informed consent, and recommendations for change
in U.S. and international guidelines for research in
developing countries.

Two versions of the questionnaire were used—
one for researchers from the United States and one
for developing country researchers. The two versions
differed only in the wording of some questions so that
they would be compatible with the different
locations of researchers. Similar focus group guides
were used for each arm of the study as well. Data
collection took place from December 1998 to
September 2000.

More than 500 researchers completed the survey,
including more than 200 from developing countries.
Seventy-nine focus group respondents participated:
43 from the United States and 36 from developing
countries. The results of the study (available in
Volume I of this report) consist of quantitative data
(from the survey questionnaire) and qualitative
data (from the focus groups). Methods, results, and
discussion are presented separately for each study
component (U.S. and developing country respon-
dents), and additional sections of the report compare
the findings from the two groups and offer recom-
mendations for policies concerning developing
country research based on the overall study results.




Themes and Premises of This Report

The chapters in this report are organized to illustrate the
ethical issues that arise in the design, review, and follow-up
of clinical trials conducted abroad. In this chapter, NBAC
makes recommendations that apply to all research spon-
sored or regulated by U.S. institutions and conducted in
developing countries. The remaining sections of this chap-
ter present general recommendations regarding research
conducted by U.S. interests in developing countries and
present an overview of issues raised in subsequent
chapters. Chapter 2 focuses on ethical issues that arise in
choosing a research question and appropriate study
design of clinical trials and makes several recommenda-
tions in this area. Chapter 3 addresses the ethical issues
pertinent to recruiting participants and obtaining volun-
tary informed consent and makes a number of recom-
mendations toward improving these processes. Chapter 4
examines the difficult issue of the obligations of sponsors
or others to provide post-study benefits to participants
and host communities and countries and recommends
approaches to providing such benefits once a trial is
concluded. Chapter 5 recommends ways to enhance
research collaboration between developing and devel-
oped countries, with a particular focus on ethics review,
the processes of granting assurances and determining
equivalency, and capacity building.

Essential Requirements for the Ethical Conduct
of Clinical Trials

Many of the ethical concerns regarding the treatment
of human participants in international research are
similar to those raised in conjunction with research con-
ducted in the United States.* They include, among others,
choosing the appropriate research question and design;
ensuring prior scientific and ethical review of the pro-
posed protocol; selecting participants equitably; obtaining
voluntary informed consent; and providing treatment to
participants during and after the trial. These concerns are
consistent with principles embraced in many interna-
tional documents, such as the Declaration of Helsinki:
Ethical Principles for Medical Research Involving Human
Subjects (WMA 1964, as amended in 2000) and the
International Ethical Guidelines for Biomedical Research
Involving Human Subjects (CIOMS 1993), both widely
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acknowledged sources on the ethics of international
research.

NBAC believes that two types of ethical require-
ments—substantive and procedural—must be carefully
considered when human research is conducted, regard-
less of the location. The principles embodied in the
Belmont Report: Ethical Principles and Guidelines for the
Protection of Human Subjects of Research (National
Commission 1979) serve as a foundation for our national
substantive ethical requirements under the system of
protection of human participants in the United States.
The Belmont Report sets forth the following three basic
ethical principles, which provide an analytical framework
for understanding many of the ethical issues arising from
research involving human participants: respect for
persons, beneficence, and justice. Respect for persons
encompasses two ethical notions. First, “individuals should
be treated as autonomous agents” and their decisions
should be respected; and second, “persons with dimin-
ished autonomy are entitled to protection” (National
Commission 1979, 4). The principle of beneficence, the
obligations of which affect both investigators and society
at large, incorporates the rules of “do no harm” and
“maximize possible benefits and minimize possible
harms” (National Commission 1979, 6). Justice refers to
a fair and equitable distribution of benefits and burdens,
taking into consideration what is deserved or due and the
fair selection of participants, as well as the idea that
equals should be treated equally (National Commission
1979, 8-10). NBAC believes that in order to be ethically
sound, research conducted with human beings in a for-
eign country must, at a minimum, be consistent with the
ethical principles underlying the Belmont Report.

In addition, ethically sound research must comply
with an important procedural requirement—prior ethical
review by a body that is competent to assess compliance
with these substantive ethical principles. U.S. regula-
tions, which are designed to implement the substantive
ethical principles embodied within the Belmont Report,
also set forth more specific rules to guide ethics review
committees (and researchers) in their work.

NBAC believes that when conducting clinical trials
abroad, U.S. researchers and sponsors should comply
with these substantive ethical requirements for the
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protection of human research participants. Although the
ethical standards that this report is recommending for
conducting research in other countries are minimum
standards, host countries are encouraged to adopt
human research participant protections that go beyond
those that are currently provided under the U.S. system.
This will help to further promote the rights, dignity, and
safety of research participants as well as the credibility of
research results. Furthermore, explicitly stipulating these
ethical requirements will facilitate efforts to harmonize
international protections for human participants.
Already, many national and international guidelines
describe such protections, providing models for U.S.
consideration. (See Appendix B.)

NBAC recognizes that the nature and understanding
of these broad requirements might not be the same in all
countries and regions. For example, although recognition
of the importance of obtaining informed consent is
increasing (Ijsselmuiden and Faden 1992), questions
have been raised about whether voluntary informed
consent as procedurally implemented in the United
States is advisable or possible in some countries
(Bankowski 1992; Karim et al. 1998). In addition, the
need to provide compensation to individuals who have
been injured as a result of research is an issue that has
been discussed in many national and international guide-
lines and is the source of continuing discussion in the
United States.” Many international guidelines require
approval by a local ethics review committee and by an
ethics review committee at the investigators’ or sponsors’
home institutions.® Because, in order to approve a study,
U.S. IRBs must be satisfied that all U.S. regulatory
requirements are met, it is appropriate to consider how
these requirements should be understood and applied
in the context of research conducted in developing
countries.

The following protections, listed in Recommendation
1.1, are requirements of ethical research, whether con-
ducted domestically or abroad.” Throughout the report,
the Commission discusses the importance of context and
describes, where appropriate, ethically acceptable levels
of flexibility in the interpretation of the basic require-
ments outlined in this recommendation.

Recommendation 1.1: The U.S. government
should not sponsor or conduct clinical trials that
do not, at a minimum, provide the following
ethical protections:

a) prior review of research by an ethics review
committee(s);

b) minimization of risk to research participants;

c) risks of harm that are reasonable in relation to
potential benefits;

d) adequate care of and compensation to partici-
pants for injuries directly sustained during
research;

e) individual informed consent from all competent
adult participants in research;

f) equal regard for all participants; and

g) equitable distribution of the burdens and benefits
of research.

These requirements should extend to the private
sector, which often has contact with U.S. regulations only
through interaction with the FDA, for example, when
seeking approval to license or market a drug in the
United States.

Recommendation 1.2: The Food and Drug
Administration should not accept data obtained
from clinical trials that do not provide the
substantive ethical protections outlined in
Recommendation 1.1.

Choosing a Foreign Setting in Which to Answer
a Research Question

Identifying the research question and the methodology
necessary to answer that question is central to research
design (Meinert and Tonascia 1986; Sackett 1983;
Spilker 1991). (See Chapter 2.) In addition, when clinical
trials are conducted in a developing country, it is ethically
and scientifically important to justify why such a location
has been chosen as the research site.

Sponsoring or conducting research in developing
countries often poses special challenges arising from
the combined effects of distinctive histories, cultures,
politics, judicial systems, and economic situations
(London et al. 1997). In countries in which extreme



poverty afflicts so many, primary health care services are
generally inadequate, resulting from the collective effects
of insufficient personnel (ranging from physicians to
pharmacists), transportation and communication prob-
lems, and various logistical challenges, including the lack
of basic medical supplies, the dearth of health facilities,
and the inability of the population to pay for products
and services. In addition, unsanitary living conditions
and water supplies can make some medical therapies
inappropriate or unproductive, and the high price of
drugs often places them out of reach of both individuals
and developing country governments.

Whether the research sponsor is the U.S. government—
through such agencies as NIH, the Centers for Disease
Control and Prevention, or the Agency for International
Development—or a private sector organization (e.g., a
nongovernmental organization [NGO] or private com-
pany), some justification is needed for conducting
research abroad other than its less stringent or complex
regulatory or ethical requirements, such as those regard-
ing the speed with which ethics review occurs before
initiating a study. Moreover, when the United States (or
any developed country) proposes to sponsor or conduct
research in another country when the same research
could not be conducted ethically in the sponsoring
country, the ethical concerns are more profound, and
the research accordingly requires a more rigorous
justification.

Typically, developed countries sponsor or conduct
research in developing countries for some combination of
the following four reasons. First, the host country might
desire information about effective and affordable inter-
ventions for an indigenous health problem. For example,
researchers from many other countries have collaborated
with U.S. researchers and received NIH support for
investigations of malaria or dengue, diseases that rarely
occur in the United States, as well as for treatment
of infectious diseases (e.g., tuberculosis, HIV/AIDS) or
cancer, which are common in the United States.

Second, in order to be marketed in some developing
countries, drugs and biologicals—even if already tested
and approved in other countries—must be approved by
national regulatory authorities. In some countries, this
may require domestic testing. Third, it is more efficient to
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conduct research in a country in which the condition
being studied is more prevalent. Certain diseases associ-
ated with particular environmental conditions—such as a
tropical climate—can only be studied in locations where
those conditions exist. Fourth, it might be less expensive
and faster to conduct research in developing countries.
Enrollment of participants, for example, can occur more
quickly, or procedural requirements can be less burden-
some (and protections for participants may not be as
comprehensive).

Whatever the reason or combination of reasons for
conducting research in developing countries, sponsors
and researchers must ensure that these activities are con-
ducted ethically and that they do not exploit either the
participants or the population of the host country. When
assessing justification for conducting research in a devel-
oping country, it is particularly important to determine
whether the research is responsive to the health needs of
the population of that country.

Responsiveness of the Research to the Health
Needs of the Population

To meet the ethical principle of beneficence, the risks
involved in any research involving human beings must
be reasonable in relation to the potential benefits. Plainly,
the central focus of any assessment of risk is the potential
harm that may occur to research participants themselves
(in terms of probability and magnitude), although risks
to others also are relevant. The potential benefits that are
weighed against such risks may include benefits that will
flow to the fund of human knowledge as well as to those
now and in the future whose lives may be improved
because of the research. In addition, some of the benefits
must also accrue to the group from which the research
participants are selected. NBAC understands the princi-
ple of justice to require that a vulnerable population
should not be the focus of research unless the potential
benefits of the research will accrue to that group after the
trial. Thus, in the context of international research—and
particularly when the population of a developing country
has been sought as a source of research participants—
U.S. and international research ethics require not merely
that research risks are reasonable in relation to potential
benefits, but also that they respond to the health needs of
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the population being studied. This is because, according
to the principles of beneficence and justice, only research
that is responsive to these needs can offer relevant bene-
fits to the population.

Versions of this “responsive-to-needs” requirement
appear in many international guidelines. For example,
the influential CIOMS International Ethical Guidelines
document states that “[blefore undertaking research
involving subjects in underdeveloped communities,
whether in developed or developing countries, the inves-
tigator must ensure that the research is responsive to
the health needs and the priorities of the community in
which it is to be carried out” (CIOMS 1993, 25
[Guideline 8]). This requirement is echoed in Ethical
Considerations in HIV Preventive Vaccine Research: UNAIDS
Guidance Document, recently issued by the Joint United
Nations Programme on HIV/AIDS (UNAIDS): “HIV vac-
cine development should ensure that the vaccines are
appropriate for use among such populations, among
which it will be necessary to conduct trials” (UNAIDS
2000, 12). The UNAIDS document carries the basic
premise of the responsive-to-needs argument to the next
level by insisting that when HIV vaccines are developed,
“they should be made available and affordable to such
populations” (UNAIDS 2000, 12).

Many researchers concur with this ethical premise.
One scientist told NBAC that “research should only be
conducted in a country if the results will potentially
directly benefit the population. [Trials] should be con-
ducted in a given country because the investigators have
good reason for testing the intervention in the population
and it is expected that the intervention will be used in
that population.” The dean of a leading school of public
health keenly stated his own pragmatic rule before
undertaking a proposed study in the form of a question:
“If this trial turns out positive, is there a reasonable like-
lihood that this will change governmental policy?
Because if there is, that is the only real reason for doing
the trial.””

Recommendation 1.3: Clinical trials conducted in
developing countries should be limited to those
studies that are responsive to the health needs of
the host country.

Choosing a Research Design and the
Relevance of Routine Care

It is generally accepted that the selection of an ethi-
cally appropriate research design when using clinical
trials as a tool to evaluate an experimental intervention is
critical. In this report, NBAC is especially interested in
the following question: Can a research design that could not
be ethically implemented in the sponsoring, developed country
be ethically justified in the country in which the research is
conducted? In addition, the Commission is interested in
exploring whether offering potential participants better
care or treatment than they could obtain outside the
study would be an undue inducement to potential par-
ticipants to enroll in a clinical trial. As a general rule,
NBAC does not believe this to be the case, but the
Commission recognizes that determining the level of
treatment that should be provided to participants
(including those in a control group, who are not receiv-
ing the experimental intervention) is a research design
issue with ethical implications that must be addressed. A
key question is, if the condition of an individual is
improved as a result of participation in a study (whether
due to the experimental intervention or overall improved
medical care) is there some obligation on the part of
sponsors and/or researchers to work toward maintaining
that improved status after the study is completed?

The ensuing debate that arose following studies of
maternal-to-infant transmission of HIV in developing
countries (see Exhibit 1.1) set in motion efforts to revise
the Declaration of Helsinki, first issued by the WMA in
1964 and amended several times (most recently in
2000), and the 1993 CIOMS Guidelines, the revision of
which is currently under way. The revised Declaration of
Helsinki calls for experimental interventions to be tested
against the best current method, when one exists, and
not against a placebo or any alternative intervention
(WMA 1964, as amended in 2000). Principle 29 states
that “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” (WMA 1964, as amended
in 2000).



The CIOMS Guidelines document states that the
ethical standards of the sponsoring agencys country
should prevail when research is conducted in another
country and that the ethical standards employed should
be no less exacting than those in the sponsoring agency’s
country (CIOMS 1993, 43). Does this mean that every
procedure stipulated in the U.S. regulations must be
identical in the country collaborating in the research?
Interpreting “ethical standards” in this way leads to the
patently absurd conclusion that a country would some-
how be applying a different ethical standard if its rules for
prior independent review of research stipulated, for
example, a different composition of research ethics com-
mittees than that required for U.S. research. Regarding
informed consent, as noted below, Chapter 3 distin-
guishes between fundamental principles, specific ethical
standards, and procedures mandated by U.S. regulations.
It is important that each ethical issue be examined in
light of the distinction between procedures and funda-
mental principles. Procedural requirements for informed
consent, while important, are simply methodologies for
implementing the ethical standards and are not them-
selves fundamental ethical principles.

Standard of Care

In many clinical trials, the standard of care for a given
intervention often constitutes the control arm of the
study. This report, for the most part, avoids the phrase
standard of care in describing the interventions that peo-
ple in a community or country normally obtain in the
clinical setting. Instead, it refers in Chapter 2 to treatment
that is routinely available, which is meant to apply to the
majority of the population in that country. Standard
of care is a concept borrowed from the medical-legal con-
text that denotes the level of conduct against which a
physician’s or health provider’s treatment of a patient will
be judged in determining whether certain conduct con-
stitutes negligence. It generally means, “what a reason-
ably prudent physician (or specialist) would do in the
same or similar circumstances” (Annas 1993, 4). Defined
in this way, it can meaningfully describe the types or level
of treatments provided to patients in the clinical setting,
but it might not serve as a justification for what should be
provided to participants in research. Moreover, when
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most people in a country or a region routinely receive no
care, that situation amounts to an absence of care rather
than a standard of care.

Further, an ambiguity can be found in the term
standard, which sometimes means, “what is normally
done,” or “standard practice.” However, in some coun-
tries, a standard practice, such as reusing syringes or
other disposable equipment, would not be acceptable to
U.S. researchers and would not constitute a justification
to employ the local unsafe practice. But a standard can
also refer to a level that must be attained, as in “a stan-
dard for admission to medical school” or “the standard
for maintaining hygienic practice in treatment and
research.” In this sense, U.S. researchers would be bound
by the proper medical standard that prohibits the reuse
of disposable equipment, even if reuse is standard prac-
tice in some countries. Other commentators have found
similar discrepancies in the use of this term, including
one group that has proposed an expanded concept that
attempts to resolve some of these difficulties (Benatar and
Singer 2000). Nevertheless, NBAC prefers where neces-
sary to use the more cumbersome phrase, treatment that
is routinely available, although, as noted below, even this
phrase has certain limitations.

Established Effective Treatment

Before its most recent revision in October 2000, the
Declaration of Helsinki required that “every patient—
including those of a control group, if any—should be
assured of the best proven diagnostic and therapeutic
method” (WMA 1964, as amended in 1996). There has
been much debate about the appropriateness of this
requirement, particularly regarding the definition of the
word proven and the expectation that anything less than
providing the best treatment to patients (and by implica-
tion, research participants) will amount to treating them
unjustly.

NBAC uses the phrase an established effective treatment
to refer to a treatment that is established (it has achieved
universal acceptance by the global medical profession)
and effective (it is as successful as any in treating the
disease or condition). Established effective treatments are
not limited to what is routinely available in the country
in which the research is being conducted, and NBAC
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does not intend this phrase to refer to a single best
treatment, since agreement may be lacking about what
treatment is best. Although any phrase requires some
interpretation, NBAC believes that the proposed phrase is
reasonably clear and defines a concept that is useful in
developing recommendations in this area. In particular,
NBAC believes that it best conveys what is owed to
research participants during a study, a topic discussed at
length in Chapter 2.

This language is close to, but still somewhat different
from, that found in the October 2000 revision of the
Declaration of Helsinki, which states that “[t|he benefits,
risks, burdens and effectiveness of a new method should
be tested against those of the best current prophylactic,
diagnostic, and therapeutic methods” (WMA 1964, as
amended in 2000). It is close to that found in Helsinki
because NBAC also refers to providing a high quality of
care. However, it differs in some respects, because it does
not imply that there is only one best treatment. Indeed,
NBAC recognizes that there are often many effective
treatments for a given condition and that some contro-
versy exists over which may be considered “best.”

Without question, it can be difficult to determine
whether an intervention constitutes an established effec-
tive treatment. Scientists may disagree regarding whether
an intervention shown to be effective in one population
is likely to be as effective in another that differs in signif-
icant ways (e.g., patients’ age, patterns of susceptibility or
resistance to drugs, or other medical conditions; stage of
disease; or locally available medical or social resources
needed for a successful intervention). Examples can be
found in both the developing and developed world, such
as differing drug susceptibilities of the parasite that
causes falciparum malaria in Haiti as compared to East
Alfrica and the differences among Canada, Europe, and
the United States in guidelines for coronary artery bypass
surgery and for chemotherapy in the treatment of solid
tumors.

Fair and Respectful Treatment of Participants

Although many of the ethical issues that arise in inter-
national clinical trials also pose challenges to research
conducted in the United States, some issues are particu-
larly noteworthy in the international setting. Two such
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issues are the selection, recruitment, and enrollment of
participants for research and the duty to obtain their vol-
untary informed consent to participate. (See Chapter 3
for a more extensive discussion and recommendations.)

In some countries, the methods used in U.S.-based
studies for identifying appropriate groups for study and
enrolling them in a protocol may not succeed because of
different cultural or social norms. Meeting the challenge
of developing alternative methodologies requires careful
attention to the ethical issues involved in the recruitment
of research participants, which is necessary in order to
ensure justice in the conduct of research and to avoid the
risk of exploitation. These are ethical concerns that echo
an observation made by the National Commission for the
Protection of Human Subjects of Biomedical and
Behavioral Research in the Belmont Report more than
20 years ago:

[Tlhe selection of research subjects needs to be scru-
tinized in order to determine whether some
classes...are being systematically selected simply
because of their easy availability, their compromised
position, or their manipulability, rather than for
reasons directly related to the problem being studied

(National Commission 1979, 9-10).

As noted, researchers, ethics review committees, and
relevant national and international guidelines agree
broadly about the importance of satisfying certain sub-
stantive and procedural requirements for enrolling
human participants in research. Although it is true that
much international research sponsored by the U.S. gov-
ernment and private industry has conformed to these
requirements, concern is ever present—both in the
United States and abroad—that human participants not
be exploited. In addition, exploitation may be more
likely to occur when wealthy or powerful individuals or
agencies take advantage of the poverty, powerlessness,
or dependency of others to serve their own ends, without
a sufficient benefit for the less advantaged individuals or
group. Exploitation in any form can be construed as a
human rights violation by virtue of its failure to recognize
the inherent dignity of every human being, a precept
embodied in the Universal Declaration of Human Rights.*
It follows that all parties have a fundamental obligation to



avoid exploitation when conducting research, especially
in poorer, less advantaged countries. In any case,
exploitation is a serious moral wrong, and a fundamental
obligation exists to refrain from behavior that constitutes
Or promotes it.

However, the circumstances in which exploitation
occurs or might occur are not always apparent within the
context of international research. One document that
addresses international research in the context of
HIV/AIDS identifies several factors that render countries
or communities potentially vulnerable to exploitation in
the conduct of research (UNAIDS 2000). These include:

m the level of the proposed community’s economic
capacity;

m  limited experience with or understanding of scientific
research in the country as a whole;

m limited local infrastructure, personnel, and technical
capacity for providing health care and treatment
options;

m limited experience and capacity for conducting
ethical and scientific review; and

® an uncertain ability of individuals in the community
to provide informed consent, for example, as a result

of class, gender, or other social patterns (UNAIDS
2000, 8).

It is important to note, moreover, that these same concerns
can and do arise in the context of research conducted in
developed countries.

The requirement to obtain voluntary informed consent
from human participants before they are enrolled in
research is a fundamental tenet of research ethics and was
the first requirement proclaimed in the Nuremberg Code
(Nuremberg Code 1947). It has appeared in all subse-
quent published national and international codes, regu-
lations, and guidelines pertaining to research ethics,
including those in developing countries, such as India,
Thailand, and Uganda. Nevertheless, there is an ongoing
discussion about the value and importance of particular
approaches to informed consent in other countries
(Benatar and Benatar 1998; Edi-Osagie et al. 1998;
Preziosi et al. 1997). Problems involving the interpreta-
tion and application of the requirement to obtain voluntary
informed consent—and its underlying ethical principles—
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arise for researchers, ethics review committees, and others.
For example, the CIOMS Guidelines specifically address
the practical difficulties in dealing with informed consent
as follows:

Some [individuals] may be relatively incapable of
informed consent because they are illiterate, unfamil-
iar with the concepts of medicine held by the inves-
tigators, or living in communities in which the
procedures typical of informed-consent discussions
are unfamiliar or alien to the ethos of the community
(CIOMS 1993, 25).

In addition, in cultures in which men are expected to
speak for their unmarried adult daughters and husbands
are expected to speak for their wives, a woman may not
be permitted to consent on her own behalf to participate
in research. And, in many rural settings in developing
countries, permission from a village leader is required
before researchers may approach individuals to recruit
them as volunteers.

In light of such cultural variation, the Commission
was especially interested in problems that may arise from
expecting researchers in developing countries to adhere
strictly to the substantive and procedural imperatives of
the U.S. requirements for informed consent. NBAC was
particularly interested in exploring ways to deal with the
situation that arises when cultural differences between
the United States and other countries make it difficult or
impossible to adhere strictly to the U.S. regulations that
stipulate particular procedures for obtaining informed
consent from individual participants. In general, it is
important to distinguish procedural difficulties from
those that reflect substantive differences in ethical stan-
dards. A number of procedural issues may arise during
research, including variations (requiring written consent
and permitting oral consent); substantive ethical consid-
erations (withholding important and relevant informa-
tion from potential participants); the need in some
cultures to obtain a community leader’s or a family mem-
bers permission before seeking an individuals consent;
and standards of disclosure to research participants in
cultures in which people lack basic information about
modern science or reject scientific explanations of disease
in favor of traditional nonscientific beliefs. Chapter 3
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includes a series of recommendations that address these
issues.

Access to Post-Trial Benefits

Among the many important issues that continue to be
discussed in research ethics has been the concern about
what is owed to research participants during a clinical
trial. However, another question merits careful attention:
What products or services should be made available, and on
what terms, to research participants and to others in the host
country after completion of the research? Although this
question is relevant in ethical assessments of research
regardless of where the research is conducted, it is being
posed with special force, especially regarding serious
diseases that affect large numbers of people in developing
countries. Therefore, the question of what benefits
research sponsors should make available to participants
or others in the host country at the conclusion of a clin-
ical trial is particularly significant for those developing
countries in which neither the government nor the vast
majority of the citizenry can afford the intervention
resulting from the research. This question is discussed at
length in Chapter 4.

A feature that distinguishes most developing from
developed countries is the lack of access on the part of a
large majority of the population to adequate health care.
Many developed countries have long provided universal
access to primary health care through a national health
service or government-based insurance system. Although
the United States is among a small number of developed
countries that do not provide universal access to health
care, most people who live in this country have access to
an adequate basic level of medical services. Nevertheless,
a sizable minority in the United States has only limited
access to comprehensive health care services, and some
have virtually no access, due to the complexities of U.S.
health insurance coverage, the geographical distribution
of health care resources, and the persistence of poverty
and near-poverty conditions in some parts of the country.
In the developing world, especially in the poorest coun-
tries in Africa and Asia, substantially fewer health care
services are available (if any), and where they are avail-
able, access is severely limited. Despite some similarities,
the conditions that limit access to health care in the
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United States and in developing countries are not com-
parable. In the United States, lack of access to adequate
health care results from the decisions of policymakers,
who have chosen not to use available resources to pro-
vide universal health coverage. In poor countries, most
citizens lack access to health care because the resources
simply are not available.

Access to health care is an important issue to consider
in research ethics, because an ethically appropriate clini-
cal trial design requires an assessment of the level and
nature of care or treatment available outside the research
context, as well as any possible future health benefits that
might arise from the research. For example, if an effective
treatment for a disease is generally available to patients
outside the research context, it is not ethically acceptable
to withhold it when studying a new treatment, because
following the research trial, the participants would be left
worse off than they otherwise would have been. In con-
trast, a research design that tests an experimental treat-
ment against a placebo could perhaps be implemented in
a developing country without participants becoming
worse off, since those who receive the placebo would not
otherwise receive an effective treatment for their condi-
tion. Whether it is sufficient from an ethical perspective
merely to avoid making participants worse off than they
would otherwise have been remains a matter of debate.
This issue is addressed in Chapter 2.

These concerns also prompt the question of whether
research sponsors should consider arrangements that
would allow some of the fruits of research to be available
in the host country when the research is concluded. Such
arrangements would be responsive to the health needs of
the host country. In this context, this report discusses the
use of “prior agreements”—documents that refer gener-
ally to arrangements made before a clinical trial begins—
that address the post-trial availability of effective
interventions to the host community and/or country after
the study has been completed. The parties to these agree-
ments usually include some combination of producers,
sponsors, and potential users of research products,
including U.S. and international research organizations
and development agencies, NGOs, and private corpora-
tions. Although only a limited number of prior agree-
ments, either formal (legally binding) or informal, are in



place in international collaborative research today, it is
useful to consider what role such agreements should play
in the future.

Ensuring the Protection of Research
Participants in International Clinical Trials

The two principal approaches to improving the pro-
tections of human participants in international clinical
trials are 1) relying on reviews by U.S. IRBs and assurance
processes to supplement and enhance local measures or
determining that a host country or host country institu-
tion has a system of protections at least equivalent to that
of the United States and 2) helping host countries build
the capacity to independently conduct clinical trials and
to carry out their own scientific and ethical review.
Chapter 5 is devoted to exploring these approaches.

Ethics Review

It is now widely accepted that research involving
human participants should be conducted only after an
appropriate ethics review committee (a body that is inde-
pendent of the investigators and sponsors of the
research) has determined that several ethical issues have
been addressed, including the following: 1) voluntary
informed consent will be solicited; 2) risks will be
assessed as reasonable in relation to potential benefits;
and 3) evidence of a fair distribution of the benefits and
the burdens of the research is present. When research is
sponsored or conducted in accordance with U.S. research
regulations (and within the boundaries of these regula-
tions), an appropriately constituted and designated IRB
is empowered to make these assessments. However,
spokespersons from developing countries have main-
tained that people who live in the countries in which the
research is to be conducted are in the best position to
decide what is appropriate, rather than those who may
be unfamiliar with local health needs and culture. These
spokespersons state that committees that are familiar
with the researchers, the institutions, potential partici-
pants, and other factors are more likely to provide a more
effective and fully informed review than a geographically
displaced or distant group. Only local committees, they
argue, can exercise the kind of balanced and reasoned
judgment required to review research protocols. In fact,
the concept of local review is a cornerstone of the U.S.
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system for protecting human participants. Whether this
standard can or should be applied to U.S. research con-
ducted abroad was a focus of Commission deliberations.

NBAC found that the requirement for local review is
occasionally tested and sometimes weakened when
research is conducted in developing countries (some-
thing that can also happen within U.S. borders). In some
cases, review by a local committee raises the potential for
conflict of interest—or at least a heightened interest in
approving research—when it means that valuable
research funds would flow to the institution. Although
several developing countries have instituted national
research ethics guidelines, and ethics review in some
countries is becoming more established, many difficulties
and challenges to local review remain, including lack of
experience with and expertise in ethics review principles
and processes; conflict of interest among committee
members; lack of resources for maintaining the commit-
tees; length of time it can take to obtain approvals; and
problems involved with interpreting and complying with
U.S. regulations.

In NBACS view, efforts to enhance collaboration in
research must take into account the status and capacity of
ethics review committees in developing countries to
review research and the need for U.S. researchers and
sponsors to ensure that their research projects, at the very
least, are conducted according to the same ethical stan-
dards and requirements applied to research conducted in
the United States. This has led NBAC to conclude that
when clinical trials involve U.S. and foreign interests,
these protocols must still be reviewed and approved by a
U.S. IRB and by an ethics review committee in the host
country, unless the host country or host country institu-
tion has in place a system of equivalent substantive
ethical protections. (See Chapter 5.)

Because U.S.-sponsored research undertaken in col-
laboration with other countries is increasing (including
many studies that have different procedural require-
ments), there is a need to enhance the efficiency of those
efforts through increased harmonization and understand-
ing, without compromising the protection of research
participants. We must find a way to adhere to widely
accepted substantive ethical principles while at the same
time avoiding the undue imposition of regulatory proce-
dures that are peculiar to the United States.
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Policy and Regulatory Issues

U.S. researchers or sponsors and their collaborators
often encounter difficulties with procedural and adminis-
trative aspects of the U.S. research regulations or their
implementation by the Office for Human Research
Protections (OHRP) in the Department of Health and
Human Services (DHHS)." U.S. and host country
researchers at times perceive U.S. regulations as unneces-
sarily rigid. Among the many concerns NBAC heard were
those relating to the process of negotiating assurances
(45 CFR 46.103). The assurance document can be
described as a commitment by the institution to conduct
research ethically and in accordance with U.S. federal
regulations; an approved assurance is a prerequisite to
federally conducted or sponsored research. Some within
the United States and abroad, however, view this as an
excessively and unnecessarily paternalistic requirement.

A second important question concerns the nature of
the variation in national and international ethical guide-
lines. Although many countries have promulgated exten-
sive regulations or have officially adopted international
ethical guidelines invoking high standards for research
involving human participants, the former Office for
Protection from Research Risks (OPRR) never has deter-
mined formally that guidelines or rules from any other
countries afford protections equal to those provided by
U.S. regulations—even those from countries such as
Australia and Canada, where research ethics require-
ments closely parallel (and to some extent exceed) those
of the United States.* Since its constitution in June 2000,
OHRP has not done so either. The result is that
researchers across the globe who are collaborating with
U.S.-sponsored researchers must adhere to U.S. research
regulations and obtain an assurance.

In its effort to more fully understand existing provi-
sions for international collaborative research, NBAC
reviewed 25 sets of guidelines, codes, and regulations
from 14 countries and 7 organizations.”” NBAC’ analysis
identified substantive ethical requirements of other coun-
tries that are absent from the U.S. regulations governing
research. In contrast, NBAC found that all of the sub-
stantive ethical provisions in the U.S. regulations appear
in other national or international rules. If these variations
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cannot be mediated by joint efforts, difficulties may arise
in international research that will prevent important and
ethically sound research
Unfortunately, some incompatibility remains, even

within the U.S. regulations, both between the Common

from going forward.

Rule and the FDA regulations and among the Common
Rule agencies. FDA regulations are congruent with the
Common Rule in most respects, but there are some dif-
ferences stemming from the FDA’s particular statutory
authorities and regulatory mission. In contrast to the
DHHS regulatory focus on institutions receiving DHHS
funds, FDA regulations focus on the sponsors that
develop the products, the investigators who perform the
research studies, and the IRBs that review the research. In
addition, in the international research context, the FDA
does not make determinations of equivalent protection.
Addressing these inconsistencies should be a goal of
U.S. regulatory policy. As discussed in Chapter 5, some
actions can be taken at this time to make progress in this
area, without the need for new regulations, such as devel-
oping policy guidance for determining whether the
research policies of other nations provide protections
equivalent to those provided in the United States.

Building Host Country Capacity to Review and
Conduct Clinical Trials

Many international ethical guidelines, such as the
1993 CIOMS International Ethical Guidelines (CIOMS
1993) and UNAIDS’ Ethical Considerations in HIV
Preventive Vaccine Research (UNAIDS 2000), recommend
that when developed countries sponsor research in
developing countries, the sponsors have a responsibility
to help build local and national capacity for designing
and conducting trials and for the scientific and ethical
review of proposed research projects. To enhance
research collaborations between developing and devel-
oped nations, the capacity of resource-poor countries to
become even more meaningful partners in international
collaborative research must be increased. Making the
necessary resources available for improving the technical
capacity to conduct and sponsor research, as well as the
ability to carry out prior ethical review, is one way to
move forward in this effort. These issues are further
addressed in Chapter 5.



Conclusions

The aim of this report is not to revisit past wrongs or to
uncover a litany of examples in which participants in
international research have been harmed or have had
their rights violated. The intent, rather, is to examine the
circumstances that make clinical trials that are conducted
in developing countries ethically sound and to make
recommendations to researchers, governmental and
industrial sponsors, and other interested groups, where
appropriate.

Ethical behaviors and commitments are not barriers
to the research enterprise. Indeed, ethical behavior is not
only an essential ingredient in sustaining public support
for research, it is an integral part of the process of plan-
ning, designing, implementing, and monitoring research
involving human beings. Just as good science requires
sound research design, consideration of statistical factors,
and a plan for data analysis, it must also be based on
sound ethical principles. Only then can research succeed
in being efficient and cost-effective, while at the same
time embodying appropriate protections for the rights
and welfare of human participants.

Most people believe that a world in which all have
access to good medical care would be preferable to one
in which many lack such access. Furthermore, most
would agree that one should volunteer to participate in
clinical research primarily for altruistic reasons and only
secondarily for personal gain. In addition, it is widely
believed that those who volunteer to be research partici-
pants should receive society’s respect and gratitude, as
manifested (at least in part) by ensuring they are treated
fairly and respectfully and can enjoy the benefits of the
research in which they participated. Researchers and
sponsors should strive to conduct research in the United
States and abroad in a way that furthers these aspirations,
even though, regrettably, financial, logistical, and public
policy obstacles often stand in the way of immediately
achieving this goal.

This report makes recommendations for a begin-
ning—a series of first steps toward achieving the aims
discussed in this report. The Commission believes that
the recommendations presented in this report are
grounded in moral ideals, are tempered by reality, and are
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consistent with minimal ethical norms for distributive
justice and respect for persons. However, abiding by these
recommendations should not end efforts to improve the
treatment of participants in research and the access of all
peoples to the fruits of medical research. They provide a
floor, not a ceiling, for ethical requirements.

Moreover, although the recommendations in this
report focus principally on clinical trials conducted by
U.S. researchers or sponsors in developing countries, it
will be important to consider their application to other
areas of research. Although many ethical issues that arise
in clinical trials also arise in other types of research, the
relevance, scope, and implications of NBAC’s recommen-
dations in other types of studies may be very different.
Similarly, many of the issues and recommendations
discussed in this report may equally apply to research
conducted in the United States.

Notes

1 In past reports, the Commission has used the term human subject
to describe an individual enrolled in research. This term is widely
used and is found in the Federal Policy for the Protection of
Human Subjects (45 CFR 46). For many, however, the term subject
carries a negative image, implying a diminished position of those
enrolled in research in relation to the researcher. NBAC recognizes
that by merely changing terminology the desired goal of true
participation by individuals who volunteer for research cannot

be achieved, and the Commission does not imply that a truly
participatory role is always the case. Nevertheless, for purposes

of simplicity and from a desire to encourage a more equal role for
research volunteers, in this report the term participants is adopted
to describe those who are enrolled in research.

2 Varmus, H., Testimony before the Subcommittee on Human
Resources, Committee on Government Reform and Oversight,
U.S. House of Representatives. May 8, 1997. Washington, D.C.

3 See Kass, N., and A. Hyder, “Attitudes and Experiences of

U.S. and Developing Country Investigators Regarding U.S. Human
Subjects Regulations”; Marshall, P, “The Relevance of Culture

for Informed Consent in U.S.-Funded International Health
Research”; and Sugarman, J., B. Popkin, E Fortney, and R. Rivera,
“International Perspectives on Protecting Human Research
Subjects.” These background papers were prepared for NBAC

and are available in Volume II of this report.

4 An upcoming NBAC report on the oversight of research
conducted with human participants in the United States will
address the implications of the findings and conclusions of this
report in the context of domestic research.
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5 In an upcoming NBAC report, the issue of compensation for
injury is addressed in more detail.

6 In the United States, commiittees that review the ethics of human
research protocols are referred to in regulation and practice as
IRBs. In other countries, different names might be used, such as
research ethics committees or ethics review committees. In this
report, references and recommendations that are specific to the
United States will refer to these committees as IRBs. References
and recommendations that refer to such committees generally
regardless of their geographic location will call them ethics review
committees.

7 Although these protections are generally meant to apply to all
research involving more than minimal risk, there are exceptions in
certain guidelines for informed consent to be waived in research
involving minimal risk.

8 Dickersin, K., Testimony before NBAC. December 2, 1999.
Baltimore, Maryland. Meeting transcript, 138-139.

9 Sommer, A., Testimony before NBAC. September 16, 1999.
Arlington, Virginia. Meeting transcript, 168.

10 Andreopolis, GJ., Testimony before NBAC. May 4, 2000.
Madison, Wisconsin.

11 Until June 2000, the Office for Protection from Research Risks
(OPRR) was the federal agency responsible for implementing U.S.
regulations pertaining to protection of human research participants
in other countries.

12 Letter from J. Thomas Puglisi, OPRR, to Eric M. Meslin, NBAC,
December 16, 1999.

13 NBAC, “Comparative Analysis of International Documents
Addressing the Protection of Research Participants.” This analysis
was prepared by NBAC staff and is available in Volume II of this
report.
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Chapter Two

Ethical Considerations in
the Design and Conduct of
International Clinical Trials

Introduction

s we stand poised on the frontiers of biomedical
science, populations worldwide face a broad range
of health concerns as well as many different issues related
to the conduct of clinical trials in international health
research. The multiple contexts within which biomedical
research proceeds call for an array of research designs in
order to forge scientific developments and advance clini-
cal knowledge and treatment approaches. Any of a num-
ber of research designs may be appropriate for a clinical
trial, depending on the context and circumstances of the
research; however, every clinical trial must be scientifi-
cally sound and must incorporate important ethical prin-
ciples regarding the treatment of research participants.
With respect to the ethical treatment of research
participants, current U.S. regulations require that
Institutional Review Boards (IRBs) determine that a
research design is such that “risks to subjects are reason-
able in relation to anticipated benefits, if any, to subjects,
and the importance of the knowledge that may reason-
ably be expected to result” (45 CFR 46.111(a)(2)).
However, although the federal regulations do not require
IRBs to review the scientific merit of a research design,
research with a scientifically flawed methodology will not
generate valid or reliable data or produce generalizable
and beneficial knowledge. In such cases, it is the partici-
pants in the research who will incur the risks, inconven-
iences, or discomforts that might be involved. Because it
would be wrong to put people at risk or even to incon-
venience or discomfort them through participation in
a poorly designed study, the scientific merit of research
becomes an ethical issue (OPRR 1993). Therefore,
the National Bioethics Advisory Commission (NBAC)
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believes that IRBs should assure themselves of both the
ethical and scientific merits of the protocols they review.
The Commission is not proposing that IRBs become
responsible for conducting scientific peer review (as they
may lack specific expertise, and in most instances the
proposed studies of research sponsors must undergo
independent scientific review)—but only that IRBs have
confidence that a study has scientific merit.!

Even when a clinical trial uses a scientifically sound
research design and addresses important questions, con-
ducting the proposed research might be unethical if it
would result in the violation of certain ethical principles.
However, because determining the appropriate design for
a clinical trial depends on various contextual considera-
tions, what might be an ethically acceptable design in one
situation could be problematic in another. For example,
it might be unethical to conduct a clinical trial for a
health condition in a country where that condition is
unlikely to be found, but the same trial might be appro-
priately conducted where the results could be important
to the local population. A more challenging question is
whether a research design that could not be ethically
implemented in the sponsoring country could be ethically
justified in a host country when the health problem that
the research is addressing is common to both countries.

It may be useful to classify international collaborative
research projects in developed and developing countries
on a continuum. At one end of the continuum is research
that has no practical relevance to the health needs of the
host country, but is important to the foreign sponsor or
researcher. At the other end of the spectrum is research
that is directly relevant to the health concerns of the host
country, but not to sponsors or researchers. These two



Chapter 2: Ethical Considerations in the Design and Conduct of International Clinical Trials

extremes illustrate how situations can differ starkly, par-
ticularly regarding the potential for exploiting research
participants in the host country. An assessment of the
ethical appropriateness of a particular study’s design
should include an evaluation of where it lies along this
continuum. It is worth noting that in an NBAC survey of
U.S. researchers, 40 percent of those surveyed said that
the research priorities of their funding agencies were
incongruent with the top priorities of the developing
country in which they were conducting research. Indeed,
the relevance of the proposed research to the host coun-
try was questioned by U.S. IRBs in 30 percent of the cases
reported and by host country ethics review committees
in 23 percent of the cases. At the same time, a majority
(73 percent) of U.S. researchers surveyed said that their
interest in addressing global inequalities in health moti-
vated them to work in a developing country:?

This chapter focuses on the ethical requirement of
choosing a research design that minimizes the risk of
harm to human participants in clinical trials and that
does not exploit them (which raises the question of the
obligations of sponsors and researchers to the research
participants during the trial). Chapter 4 discusses the
broader question of what obligation, if any, sponsors and
researchers have to the participants and others in a host
country dafter a research trial is completed. Following are
some of the chief considerations with respect to both
research design and ethical obligations owed to research
participants:

m  whether the research is responsive to the health needs
of the host country;

m  whether a study design is appropriate for answering
the primary research question;

m  whether an effective treatment already exists for the
condition that is the focus of the study;

m  whether the condition for which a new intervention
is sought is severe or life threatening;

m  the probability and magnitude of any harm that might
come to participants in both the experimental and
control arms of a given study;

m the probability and magnitude of benefits that may
accrue to the study participants;
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m the balance of the risks to the participants and the
probable benefits to the participants and to others;
and

m the future availability of the experimental interven-
tion, if proven effective, to participants and others in
the host country after the trial.

Because the choice of a study design for any particular
trial depends on these and other factors, it would be
inappropriate—indeed, wrong—to designate any one
particular study design as ethical for all research situa-
tions. Nevertheless, under certain specified conditions, a
particular design can be considered ethically preferable.

Recommendation 2.1: Researchers should provide
ethics review committees with a thorough justifi-
cation of the research design to be used, including
the procedures to be used to minimize risks to
participants.

Ethical Issues in Clinical Trial Design

Important and distinct scientific and ethical issues and
challenges can arise at different stages of drug develop-
ment, during the development of other medical interven-
tions, and in the use of various study designs used for
clinical trials. The development of a new drug is a long
and complex process that includes drug discovery,
preclinical testing, and, finally, an ordered program of
clinical trials. The development of other medical inter-
ventions—such as new vaccines, gene transfer technology,
and medical devices—follows a similar process. Exhibit
2.1 summarizes the phases of drug development that
typically form the basis of U.S. efforts. Exhibit 2.2
describes the principal types of trial designs used in test-
ing clinical interventions.

Carefully designed and properly conducted clinical
trials are recognized as the principal mechanism for test-
ing new clinical interventions, and, given the rapid
advance of biomedical science in recent years, the num-
ber of clinical trials is steadily increasing. The results of
any clinical trial must be free of bias, which can be
caused by flaws in the study design. Bias in clinical trials
refers to the tendency of any aspect of the methodology
or the interpretation of data to lead to conclusions about
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Exhibit 2.1: Phases of Drug Development

The first step in the development process of a new drug, biologic (e.g., a vaccine, a gene transfer agent, a protein-
based therapy), or medical device is called discovery. During the drug discovery process, chemical compounds are
identified and/or synthesized and tested for biological activity. Of 5,000 to 10,000 chemical compounds tested for bio-
logical activity, approximately 250 eventually enter the next stage of drug development, called preclinical testing
(PhRMA 1999).

Preclinical studies are experiments that are carried out in the laboratory and in animals to provide preliminary evi-
dence that the experimental intervention will be safe and effective in humans. Safety information from preclinical test-
ing is used to support a request to the Food and Drug Administration (FDA) to begin testing the experimental
intervention in humans. Preclinical testing usually takes three to six years, and only 2 percent of compounds evalu-
ated in preclinical testing are eventually tested in humans (Mann 1999; PhRMA 1999).

In the United States, an investigational new drug (IND) application or an investigational device exemption (IDE)
must be submitted to the FDA before a drug, biologic, or device can be studied in humans. Once the FDA allows an
IND or IDE to proceed, testing of an experimental intervention in a clinical trial can begin. For studies conducted out-
side the United States, an IND is not required, unless data from the study are intended to be used to support the
licensing of a drug in the United States. Clinical trials usually are classified into the following four phases: Phase |
trials, the earliest-stage clinical trials for studying an experimental intervention in humans, are small (typically fewer
than 100 participants) and aim to determine the toxicity and maximum safe dose of a new drug. Phase | trials
commonly are conducted with normal volunteers (rather than patients with the condition in question). However,
Phase | trials that involve potent and potentially toxic chemicals (e.g., for cancer or HIV/AIDS) are often performed
in participants with advanced disease who have not responded to all other standard treatments.

Phase Il trials usually involve 100 to 300 participants and are designed to determine whether a drug produces any
clinically significant effects in those with the targeted disease. If the results of these trials are promising, then
a larger Phase Il trial, aimed at establishing efficacy, may be conducted. Phase Il trials are large, frequently
multi-institution studies, and typically involve from a hundred to thousands of participants. Approximately 25 percent
of all drugs tested in clinical trials successfully complete Phase 11l testing (Mann 1999).

Some Phase Il and Phase Il trials are designed to be pivotal trials (sometimes also called confirmatory trials). The
goal of a pivotal trial is to eliminate systematic biases and increase statistical power and to establish the interven-
tion’s safety and efficacy. By providing firm evidence of safety and efficacy, pivotal trials are designed to produce data
that will be accepted by the FDA as adequate for supporting a New Drug Application (NDA). On average, it takes
almost seven years to complete the required clinical trials (Phases | through Ill) and to gather the data
necessary to establish the safety and efficacy of an experimental intervention (PhRMA 1999).

Once sufficient evidence exists regarding the safety and efficacy of an experimental intervention from studies con-
ducted inside and/or outside the United States, an NDA is submitted to the FDA for approval of a new drug; a Biologic
License Application is submitted for approval of a new vaccine or other biologic; or a Product License Application is
submitted for approval of a new device. Occasionally, the FDA requires Phase 1V trials, which are usually performed
after the intervention has been approved. Such post-marketing surveillance aims to obtain additional information
about the risks, benefits, and optimal use of the intervention by observing the results of the intervention in a large
number of patients. Phase IV trials enable the long-term effects of an intervention to be assessed and sometimes
reveal rare, but serious, side effects.

the effects of an intervention that are systematically
different from the truth (FDA 1999). Ensuring that the
chosen study design avoids various forms of bias and
generates data that can answer the scientific questions
being asked can be difficult. Fortunately, a significant
literature has been developed to address this challenge
(Meinert and Tonascia 1986; Sackett 1983; Spilker
1991).
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From the perspective of the protection of human
participants in research, one of the most critical issues in
clinical trial design concerns the use and treatment of
control groups, which are often an essential component
in methodologies used to guard against bias. The main
purpose of a control group is to permit investigators to
determine whether an observed effect truly is caused by
the experimental intervention being tested or whether it
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Exhibit 2.2: Clinical Trial Designs

Clinical trials are research studies that evaluate new
ways to prevent, detect, diagnose, or treat disease in
human beings. The key to clinical trial design is
choosing an approach that addresses the scientific
guestion being asked, the intervention being tested,
and the group of participants involved, while at the
same time considering the risks and benefits to the
participants. Several commonly used research
designs include the following:

Add-on design: A placebo-controlled trial of an
experimental intervention is tested in people who are
already receiving an established effective treatment.

Crossover design: Each participant is randomized
to a sequence of two or more treatments and
hence acts as his/her own control for treatment
comparisons.

Equivalence trials: 1) compare the efficacy of an
experimental treatment to that of an established
effective treatment (also called noninferiority trials)
and 2) compare bioequivalence (to show that two
drugs have the same potency and tissue availability).

Factorial design: Two or more treatments are
evaluated simultaneously in the same participant
population through the use of varying combinations
of the treatments (e.g., in a 2 x 2 factorial design,
participants are randomly allocated to one of the
four possible combinations of two treatments:
A alone, B alone, both A and B, neither A nor B).

Group sequential design: Allows the trial to be
monitored at specific time intervals so that a treat-
ment arm, or the entire trial, may be stopped early if
there is clear evidence of efficacy or of unacceptable
adverse effects.

Parallel group design: Participants are randomized
to one of two or more arms, and each arm is
allocated a different treatment.

Randomized withdrawal design: Participants who
respond positively to an experimental intervention
are randomized either to continue receiving the inter-
vention or to receive a placebo.

Superiority trials: Trials designed to determine
whether an experimental intervention is more effica-
cious than an established effective treatment.
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is caused by other factors, such as the natural progression
of the disease, observer or participant expectations, dif-
ferences in the baseline condition of subjects, or other
treatment (FDA 1999). The experience of an appropri-
ately selected control group lets the investigator know
what would have happened to study participants had
they not received the test intervention or what would
have happened had they received a different treatment
that is known to be effective (FDA 1999). (A description
of and additional discussion regarding the use of control
groups is provided below.)

This chapter will discuss the following ethical issues
involved in evaluating any proposed clinical trial:
equipoise; randomization; the nature and treatment of
control groups; the distinction between efficacy and
effectiveness studies; and the selection of the participant
population and sample size.

Equipoise

Among the most important ethical and scientific jus-
tifications for beginning a clinical trial is the uncertainty
about whether the experimental intervention is better
than the status quo (which may be an existing treatment
or no treatment at all). This state of uncertainty is known
as equipoise, and it is a requirement for the ethical con-
duct of a clinical trial. Equipoise has been defined as the
point at which a rational, informed person would have
no preference between two (or more) available treat-
ments (Lilford and Jackson 1995). It is a state in which
honest professional disagreement exists among experts
regarding whether the study intervention or the control
is preferred. In the clinical context, the belief that one
intervention is superior to others ethically compels the
clinician to recommend the superior intervention.
Clinicians are justified in recommending different treat-
ments based on their assessment of what will be effective
for a particular patient. Often, the preferences of a clini-
cian regarding an intervention and those of the patient
are similar in this regard. However, in the research context,
individual preferences are replaced by the collective
uncertainty of the clinical community. According to this
concept of clinical equipoise, a trial is ethical if there is
“genuine uncertainty within the expert medical commu-
nity about the preferred treatment” (Freedman 1987).



It should be emphasized that often there is a consid-
erable lack of clarity in the scientific community about
the state of equipoise for a particular set of interventions.
There may be no consensus about how many studies
must be completed to show the efficacy of a new inter-
vention or about how strong the evidence must be to
change medical practice. In addition, there may be dis-
agreement or concern about the applicability of research
findings in, for example, different populations with dif-
ferent genetic backgrounds, different co-morbidities, or
different environmental and social factors.”> However, dis-
agreements about these issues, although important, are
distinct from those regarding equipoise. At the end of a
clinical trial, if it is determined that an experimental
intervention is superior—or inferior—to the control
intervention, the state of clinical equipoise may have
been eliminated or evidence may have been accumulated
that could lead to such a conclusion. Therefore, although
a clinical trial starts in a state of equipoise, investigators
hope that the analysis of the data collected during the
trial will remove or reduce the level of uncertainty.

Randomization

Randomization is the process by which participants
in a clinical trial are assigned to different interventions in
a study. Through randomization, each person has a spec-
ified chance of being assigned to one or another group.
Randomization differs from systematic assignment, in
which individuals are assigned to a particular arm of a
study for a specific clinical, scientific, or perhaps demo-
graphic reason (e.g., medical history, presence of a
genetic marker, age). Rather, it is a process used to mini-
mize any inherent differences among participants in the
various arms of a trial by distributing people with partic-
ular characteristics randomly to the intervention and
control arms, and it is the only way to equalize all factors,
known and unknown, between study groups (Fletcher
et al. 1982). The consensus among clinical investigators
is that nonrandomized controls can create severe bias and
therefore may result in unreliable trial results. Along with
the use of placebos (defined as an intervention that
although physically resembling the intervention being
tested is inert and not expected to have any pharmaco-
logical effect on the condition being treated) or other
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controls as well as double blinding (in which neither the
investigator nor the participant knows which interven-
tion, if any, the participant is receiving), randomization of
a study is essential in evaluating new interventions. At
times, however, randomized trials are not practical, such
as when an insufficient number of participants is avail-
able to provide the statistical power needed for drawing
conclusions.*

Types of Control Groups

The first documented example of a controlled clinical
trial was James Lind’s experiment in 1747 with 12 sailors
with scurvy aboard the H.M.S. Salisbury (Lind 1753).
Lind divided the sailors into six groups of two each and
compared the effects of providing different nutritional
supplements to each group. The two men who ate
oranges and lemons recovered immediately. Lind con-
cluded that something in the citrus fruit was counteract-
ing the cause of the scurvy, so he gave citrus fruit to all
the other men and observed that they too were cured of
the disease. Lind’s experiment laid the initial groundwork
that established the controlled clinical trial as the best
method for determining the effects of new therapies.

The FDA classifies clinical trial control groups into
five types: placebo concurrent control, active treatment
concurrent control, no treatment concurrent control,
dose-comparison concurrent control, and external control
(FDA 1999). Each type has strengths and weaknesses,
depending on the scientific question being asked, the
intervention being tested, and the group of participants
involved. Therefore, because no one type of control
group is ideal in all situations, researchers should choose
the one that best answers the scientific question to be
addressed and presents the least risk to the participants.
Because of their importance, placebo concurrent control
and active treatment concurrent control trials are
described more fully below.

Placebo Concurrent Control

A placebo is an intervention that physically resembles
the intervention being tested, but is inert and not
expected to have any pharmacological effect on the con-
dition being treated. Placebo-controlled trials control not
only for the placebo effect (changes in a person’s physical
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or mental condition that result from his or her belief that
the study is providing an active treatment), but also for
changes that arise due to the natural course of the disease;
participant or investigator expectations; the use of other
therapies; and the subjective elements of a diagnosis or
assessment (FDA 1999). By including a placebo group in
a clinical trial, the action of the experimental intervention
can be distinguished from other confounding factors and
from changes that can be attributed purely to the physical
Or socioeconomic environment.

For some clinical trials, the decision regarding the
appropriateness of using a placebo is not problematic. It
is generally accepted that when no established interven-
tion exists to treat or prevent the condition being studied,
it is ethically acceptable to give the control group a
placebo. This is because in such trials, there is no treat-
ment against which to compare the experimental inter-
vention. Another argument in favor of the use of placebo
controls has been made in the context of research con-
ducted in a developing country. Many researchers have
contended that the research question must be defined
differently in a setting in which health care resources are
limited and participants do not have access to established
effective treatments outside of the research context. Some
have advocated that in these cases, the measurement of
absolute efficacy of a new and potentially more affordable
and available intervention is a more relevant research
question for the host country than the comparison of a
new intervention to an established effective treatment
already available elsewhere (Levine 1999; Perinatal HIV
Intervention Research in Developing Countries
Workshop Participants 1999).

On the other hand, virtually all experts believe that
a placebo-controlled trial would not be ethical if an
established effective treatment that is known to prevent
serious harm—such as death or irreversible injury—is
available and can be provided. NBAC agrees with the
consensus that it is not ethically acceptable to perform
placebo-controlled clinical trials when established effec-
tive treatments exist (such as in the cases of new throm-
bolytics [blood clot-dissolving agents], beta blockers,
aspirin, or angiotensin-converting enzyme inhibitors to
improve survival after heart attacks, or new chemothera-
peutics for leukemia or testicular cancer).” Even under
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these circumstances, however, exceptions may exist if an
established effective treatment does not work in certain
populations or has such serious side effects that some
patients refuse treatment.

In the United States, there is substantial agreement
in the research community that the use of placebos in
studies involving severe or life-threatening illnesses when
existing treatment could prevent them or delay their
progression is ethically suspect.” The American Medical
Associations (AMA’s) guidance for the use of placebos
states that “protocols that involve conditions causing
death or irreversible damage cannot ethically employ a
placebo control if alternative treatment would prevent or
slow the illness progression....In general, the more severe
the consequences and symptoms of the illness under
study, the more difficult it will be to justify the use of a
placebo control when alternative therapy exists” (AMA
1999). In contrast, most experts agree that the use of a
placebo is acceptable if it does not harm the participants
and only results in discomfort (Temple 1996). Similarly,
guidance from the International Conference on
Harmonisation (ICH) indicated that with informed
consent and appropriate review by an IRB, research
participants could be asked to participate in placebo-
controlled trials, even if an existing treatment is available,
when the only risk from not receiving treatment is dis-
comfort (ICH 1996). In such cases, it is necessary to
ensure that the setting is not coercive and that the partic-
ipants are fully informed about other available therapies
and the consequences of delaying treatment (FDA 1999).

Ethics review committees will rightfully exercise their
judgment in assessing research designs that employ a
placebo control. However, the Commission believes that
there are some studies for which the presumption in
favor of active controls simply cannot be overcome.
Although NBAC did not review the protocol, it appears
that a recently reported case may serve as example of
such a study (see Exhibit 2.3). In addition, as reflected in
the recommendations in this report, the study discussed
in the exhibit would be unacceptable because it intends
to use developing country citizens as research partici-
pants while its primary purpose is to develop a drug
for market in the United States and other developed
countries.
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Exhibit 2.3: Placebo Versus Established Effective Treatment (Active Control)

In early 2001, a proposal was submitted to the FDA by a U.S. biotechnology company for approval of a three-arm
study of a new surfactant drug in as many as four Latin American countries. In the study, a control group of prema-
ture newborn infants with Respiratory Distress Syndrome (RDS)—a potentially fatal condition—would be treated with
placebos, rather than a life-saving and already FDA-approved surfactant drug (Flaherty and Stephens 2001; Lurie et
al. 2001). The apparent justification for conducting these studies is to decrease the time needed to develop the drug,
which is intended for market in the United States. The company also plans to conduct a similar study
on newborns in Europe, where no placebo controls will be used. Instead, all newborns will receive either the exper-
imental intervention or another already approved surfactant.

Concerns have been voiced about whether the proposed study is ethical, mainly because the study design
involves the use of a placebo control when an established effective treatment exists (Flaherty and Stephens 2001;
Lurie et al. 2001). Thus, approval is being sought to conduct research in a developing country that could not be
ethically justified in a developed country. Indeed, internal FDA documents state that “conduct of a placebo controlled
surfactant trial for premature infants with RDS is considered unethical in the USA” (Lurie et al. 2001). The company,
however, contends that because infants in Latin America with RDS who do not have access to established drugs
would not be left worse off by placebo treatment, the proposed study is ethically justifiable in the hospitals where sur-
factant drugs are not available (Flaherty and Stephens 2001; Lurie et al. 2001). It is widely accepted, though, that in
cases such as RDS that involve a life-threatening condition, a placebo control should not be employed when an
established effective treatment exists against which the experimental intervention can be tested.

The other ethical concern that has been raised about the proposed study is that poor Latin American newborns
would be participating in testing an intervention, which, if proven effective, would be too expensive for their families
or others in the host country (Flaherty and Stephens 2001; Lurie et al. 2001). The company has indicated that, to
some extent, it will provide the drug at a reduced cost to the host countries if it is proven effective (Flaherty and
Stephens 2001; Lurie et al. 2001). Nevertheless, the lack of care available in a developing country cannot provide
the principal ethical justification for using such a research design, especially when the benefits of the study are
intended primarily for the developed world.

In studies of this kind—in which the disease is life threatening, an established effective treatment is available,
patients in developed countries will be the primary beneficiaries of the results of the clinical trial, and it is not
clear that the clinical trial is responsive to the health needs of the host country—a placebo control would not be
permissible under the rules recommended in this report.

Yet, there are some who criticize the use of placebo effective treatment knowingly breaches researchers’ duty
controls even in cases in which risks to participants are to minimize harm (Levine 1998); and 3) it is unethical
low. One argument against the use of placebos is often for individual investigators to enroll patients in a study in
grounded in the Declaration of Helsinki: Ethical Principles which some participants are expected to do even slightly
for Medical Research Involving Human Subjects, which states worse than others (Barinaga 1988).
that “[iln any medical study every patient—including Indeed, although the placebo-controlled, randomized,
those of a control group, if any—should be assured of the double-blind clinical trial is an authoritative and widely
best proven diagnostic and therapeutic method” (WMA accepted standard for new drug evaluation, some have
1964, as amended in 1989). Giving research participants argued that it is not always ethical to use this trial design
a placebo in place of an established effective treatment (Freedman et al. 1996). In situations in which the best
deprives them of the “best proven diagnostic and thera- scientific design is not ethically acceptable, it may be
peutic method” (WMA 1964, as amended in 1989). necessary to reconsider the primary research question
Moreover, some critics argue that 1) research participants and to choose one for which an ethically acceptable
should not face unnecessary pain or disease resulting design can be proposed (Levine 1998), or it may be
from a medical experiment (Rothman and Michels necessary to accept the fact that ethical constraints can
1994); 2) using a placebo instead of an established create limitations to obtaining scientific knowledge.”
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The recent revision of the Declaration of Helsinki
attempts to resolve the debate about placebos by recom-
mending that “[t|he benefits, risks, burdens and effec-
tiveness of a new method should be tested against those
of the best current prophylactic, diagnostic and thera-
peutic methods. This does not exclude the use of
placebo, or no treatment, in studies where no proven
prophylactic, diagnostic or therapeutic method exists”
(WMA 1964, as amended in 2000). Certain criticisms
about this provision remain—principally that it makes
it very difficult, if not impossible, to conduct placebo-
controlled trials when such trials may be the only method
of addressing the health needs of a particular population
(Enserink 2000).

Active Treatment Concurrent Control

Although placebos are a frequently used control for
clinical trials, it is increasingly commonplace to compare
an experimental intervention to an existing established
effective treatment. These types of studies are called
active-control (or positive control) studies, which can take
two forms—a superiority trial, in which the question is
whether the new drug will be superior to the active con-
trol, and an equivalence (noninferiority) trial, in which the
question is whether the new drug will be equivalent to
but not inferior to the active control (Hauck and
Anderson 1999). Active-controlled trials are often
extremely useful in cases in which it would be unethical
to give participants a placebo because doing so would
pose undue risk to their health or well-being.

In an active-control study, participants are randomly
assigned to the experimental intervention or to an active-
control treatment. Such trials are often double blinded,
but this is not always possible. Many oncology studies are
considered impossible to blind because of the variable
regimens, different routes of administration, and range of
toxicities involved. In a study in which an active control
is used, it may be difficult to determine whether the
active control or the experimental intervention had an
effect unless the effects of the treatments are obvious or a
placebo control is included. For example, because the
natural history of depression varies from patient to
patient and it is often difficult to prove that a standard
treatment has had an effect, studies of anti-depressants
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usually include both an active control and a placebo
control.®

Treatment of Control Groups

Within the context of active treatment concurrent
controls, it is useful to consider whether, and if so under
what circumstances, researchers and sponsors are obli-
gated to provide an established effective treatment to the
control group, even if that treatment is not available in
the host country. In the survey conducted by Nancy Kass
and Adnan Hyder, more than half (52 percent) of the sur-
veyed U.S. researchers conducting studies with control
groups in developing countries thought that the standard
of care in the host country was lower than that in the
funding country. This created ethical difficulties in estab-
lishing appropriate procedures for the control group. A
strong majority (78 percent) of these researchers believed
that the level of medical care provided to control groups
should be decided on a case-by-case basis.’

One view pertinent to this dilemma was expressed to
the Commission in the following way: It is unethical to
provide members of a control group with an established
effective treatment if that treatment is unavailable in the
country where the research is conducted. This is because
the opportunity to obtain this treatment would render
the choice to enroll in the study irresistible, as those
receiving the treatment are unlikely to be able to get it
once the trial is over.'® The Commission does not agree
with this proposition, because cases exist in which trials
using the established effective treatment as a control
would generate valuable information that is responsive to
the health needs of the host country.

Some might argue that researchers and sponsors are
under no ethical obligation to provide members of a con-
trol group with an established effective treatment if
that treatment is unavailable in the country in which
the research is conducted. This position maintains that
the researchers’ and sponsors’ obligations to participants
do not go beyond providing treatments that are routinely
available to the majority of people in the host country.

Still others might contend that researchers and spon-
sors have an obligation to provide members of a control
group with an established effective treatment even if that
treatment is unavailable in the host country. Supporters



of this view assert that a special relationship is created
when sponsors and investigators from a developed coun-
try enter a developing country to conduct research. For
many, these obligations arise regardless of the prevailing
situation in a particular location or country.

A description of the obligations that arise from these
situations can be found in the basic principles of research
ethics presented in the Belmont Report: Ethical Principles
and Guidelines for the Protection of Human Subjects of
Research (National Commission 1979) and many other
national and international guidelines. For example, the
most straightforward interpretation of the principle of
beneficence—to “maximize possible benefits and mini-
mize possible harms”—is that sponsors and investigators
should make an established effective treatment available
whether or not it is routinely available, because provid-
ing the treatment to the control group would maximize
possible benefits and minimize possible harms to that
group. Therefore, assuming that the sponsoring agency
or organization can provide an established effective treat-
ment and that the host country’s collaborators, ethics
review committee, and ministry of health or other appro-
priate authority are willing to accept the established
effective treatment as part of a randomized controlled
trial, a presumption should exist to provide members of
a control group with an established effective treatment
whether or not that treatment is available in the host
country.

A tension exists, however, between this version of the
principle of beneficence and the need for a research
design that is relevant to real health concerns facing the
population of the host country. These concerns may not
be the relative efficacy of the new intervention (compared
to the established treatment available in the developed
countries), but rather the absolute efficacy of the inter-
vention compared with the absence of any treatment or
the level of care routinely available. Researchers in the
Kass/Hyder survey described the tension between
researchers’ desire to benefit the larger population of the
host country and their concern for the well-being of
study participants. One researcher described a dramatic
example of a vaccine designed to prevent children from
dying from a particular tropical disease. To determine if
the experimental vaccine was effective—using mortality
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as an endpoint—the research design entailed administer-
ing either the vaccine or a placebo to groups of children
and subsequently withholding a feasible effective treat-
ment from sick children. The researcher who described
this study thought that it was imperative to develop a
vaccine for this illness, but was troubled by withholding
treatment that could save lives."

Resolving this tension is central to the assessment
conducted by ethics review committees, whose responsi-
bilities include evaluating the ethical appropriateness of
study designs. Thus, for example, in assessing a given
study design, ethics review committees should consider
the potential harm that may occur to participants who do
not receive an established effective treatment for their
condition, the strength of the evidence that a new inter-
vention will be useful and affordable to the host country,
and the feasibility of implementing an existing estab-
lished treatment during the course of the study. If
researchers make an acceptable case to the ethics review
committee that comparing the new intervention to an
established effective intervention is not a relevant
research question for the host country, then the control
group may receive the best care available that enables the
researcher to answer a useful question.

Determining the most useful and ethical research
design depends on several factors particular to the cir-
cumstances, and one can expect a certain amount of dis-
agreement in this area. Perhaps the best answer for now
is to say that investigators must carefully explain and
ethics review committees must carefully scrutinize the
justification for the selection of the research design,
including the level of care provided to the control group.
If in a proposed clinical trial the control group will
receive less care than would be available under ideal
circumstances, the burden on the investigator to justify
the design should be heavier. Furthermore, representa-
tives of the host country, including scientists, public
officials, and persons with the condition under study,
should have a strong voice in determining whether a
proposed trial is appropriate. This view is reflected in
certain national and international guidelines (see
Appendix B) and has been advocated by others as well
(Benatar and Singer 2000).
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Established Effective Treatment and Best
Current Methods

Chapter 1 provided NBACSs rationale for adopting the
term an established effective treatment and indicated that
this phrase refers to a treatment or a group of treatments
that has achieved widespread acceptance by the medical
profession (established) and that is as successful as any
in treating the disease or condition anywhere in the
world (effective). The treatment is not limited to what is
routinely available in the host country. The Commission
concluded that the standard of an established effective
treatment best conveys what is owed to research partici-
pants during a trial.

NBAC recognizes that although it can be difficult to
determine whether an intervention constitutes an estab-
lished effective treatment, this term has certain advantages.
Among the difficulties noted, however, was the possible
disagreement of some scientists about whether an inter-
vention shown to be effective in one population is likely
to be as effective in another population that differs in
significant ways. By choosing the term an established
effective treatment and avoiding the qualifier best, NBAC
proposes, simply, that the selection of an established
effective treatment in a clinical trial conducted in a devel-
oping country must be made on a case-by-case basis.

The Commission also believes that this approach
would satisfy those who have criticized the best proven
method standard, or the established effective treatment
standard proposed here, by arguing that the use of com-
plex and very expensive medical care (such as surgery or
catheterization for cardiovascular disease) in a develop-
ing country often is not feasible, even within the context
of most research studies, and that such care is not sus-
tainable after the research is complete. These commenta-
tors allege that if complex and costly medical care is used
as the control against which new interventions are meas-
ured, research studies will generate data that potentially
will be irrelevant to the host country—an argument anal-
ogous to that used to defend placebo use.

As noted in the discussion of placebo use, three fac-
tors must be considered by researchers when designing a
study and by ethics review committees when reviewing
protocols if they are to assess the level of medical care
that should be provided to participants: 1) the well-being
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of the study participants; 2) the relevance of the research
question to the host country; and 3) the feasibility of
implementing a given type of medical care in the host
country setting. In the case of medical treatments that
involve a huge medical infrastructure or that are
extremely costly to implement, feasibility may be the
determining factor. In addition to feasibility, the ethical
assessment of what level of care to provide often will
depend on balancing the concern for the well-being of
study participants with concern for the relevance of the
research question to the host country. NBAC believes that
researchers and ethics committees must find a balance
between these important ethical demands in each
research project.

Recommendation 2.2: Researchers and sponsors
should design clinical trials that provide members
of any control group with an established effective
treatment, whether or not such treatment is avail-
able in the host country. Any study that would
not provide the control group with an established
effective treatment should include a justification
for using an alternative design. Ethics review
committees must assess the justification provided,
including the risks to participants, and the overall
ethical acceptability of the research design.

Distinguishing Between Efficacy and
Effectiveness Studies

Efficacy clinical trials are sometimes considered
optimal care studies in which the research question is
whether the experimental treatment works under ideal
conditions. In contrast, effectiveness clinical trials ask
whether the experimental treatment works under ordi-
nary circumstances. Often, there are legitimate differ-
ences of opinion regarding whether an efficacy trial or an
effectiveness trial is more scientifically and ethically
appropriate in a given situation. On the one hand, efficacy
trials ignore problems of access to care, generalizability
from a highly selective sample of patients and physicians,
and adherence to regimens, for example. If an efficacy
trial is negative, it is hard to imagine that an effectiveness
trial would show a benefit; therefore, effectiveness trials
might have limited usefulness in developing countries. If
an efficacy trial is productive, the question regarding



whether the intervention will be effective when used by a
broader range of doctors and patients, who may not find
it affordable, accessible, or acceptable, is still open. On
the other hand, a problem with effectiveness trials is that
if they produce a negative result, it is unclear whether the
experimental intervention would fail under any circum-
stances, or only because patients and doctors lacked
access to it, or because the doctors were unskilled or the
patients poorly adherent.

In an efficacy trial, the control group should receive
the best established treatment. However, in an effective-
ness trial, the research question cannot always be
answered by giving the control group the best established
treatment. No consensus has emerged that the research
questions posed in efficacy trials would be as pertinent to
the needs of a host country as would the research ques-
tions posed in effectiveness trials. To provide the best
established treatment would be to ask a completely
different research question, one that may not be relevant
to the clinical needs of the population being studied.

Another consideration in the context of developing
country research is that a new interventions degree of
effectiveness may be critically important in terms of allo-
cating scarce resources. Although a new intervention may
be shown to be significantly better than existing or no
treatment, policymakers may want to determine exactly
how much benefit can be derived from the new inter-
vention before deciding to allocate funds to implement it,
particularly when there are competing health priorities in
the host country."

Selection of the Participant Population and
Sample Size

Another important study design issue is the selection
of the population to be studied. In the early phases of
drug development, for example, research participants are
selected from a small subgroup of the patient population
in which the drug eventually may be used (CPMP 1995).
This is done to maximize the opportunity to observe
specific clinical effects of interest. By the time the exper-
imental intervention enters pivotal Phase III trials, the
participants should more closely mirror the intended
users. Therefore, in these trials the criteria for selecting
participants usually are relaxed as much as possible,
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without jeopardizing the possibility of conducting a
successful trial. However, even a Phase III clinical trial
usually is not completely representative of future users,
because of several factors, including the geographical
location of the trial, when it is conducted, and the med-
ical practices of the investigators and clinics involved
(CPMP 1995). Multicenter trials help to reduce the influ-
ence of such factors; however, if a multicenter trial is not
feasible, every effort should be made to reduce the varia-
tions that can be caused by these factors.

Determining the sample size is another important
component of clinical trial planning. Appropriate sample
size depends on the design of the trial and its primary
objective. Many methods and statistical models have
been developed to calculate appropriate sample size.
However, the number of participants in a clinical trial
always should be large enough (but no larger than neces-
sary) to provide a reliable answer to the questions posed.

The issue of sample size has been raised in the debate
over placebo-controlled trials and equivalence trials.
Most equivalence trials require more participants than
placebo-controlled trials, an argument that has been used
against them. Because placebo-controlled trials involve
fewer subjects, they tend to be completed more quickly,
and any resulting treatment is made available sooner
(Levine 1998). The sooner a new treatment is intro-
duced, the more people stand to benefit from its use.
Others argue that in a well-designed trial and with the
use of appropriate statistical methods, the required sam-
ple sizes for equivalence trials are often similar to those
needed for placebo-controlled trials.”

Each of these issues in the choice of research design—
equipoise, randomization, the nature and treatment of
control groups, the distinction between efficacy and
effectiveness studies, and the selection of the participant
population and sample size—involves scientific ques-
tions that have ethical relevance (Freedman 1987; Levine
1986; Sutherland et al. 1994) and are therefore properly
the concern of ethics review committees. One additional
issue, which has been identified recently as important
in the design of clinical trials and which has particular
relevance to international collaborative research, is the
involvement of the community and study participants in
the design of research.
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Involvement of the Community and
Study Participants in the Design of
Research

Over the past three decades, researchers increasingly
have deliberately involved communities in the design of
research (Arole and Arole 1994; CDC 1997; Taylor 1970;
Taylor 1983; Taylor 1984). In addition, research partici-
pants, health advocates, and other members of the com-
munities from which participants are recruited have
requested, and in some cases demanded, involvement in
the design of clinical trials. These trends are noteworthy.
By consulting with the community, researchers often gain
insight about whether the research question is relevant
and responsive to the health needs of the community
involved. In addition, community consultation can
improve the informed consent process and resolve prob-
lems that arise during this process because of the use of
difficult or unfamiliar concepts. Such discussions can
provide insight into whether the balance of benefits and
harms in the study is considered acceptable and whether
the interventions and follow-up procedures are satisfac-
tory. Community consultation also can reveal the best
methods for recruiting participants. (See Chapter 3 for a
more extensive discussion of community involvement in
the recruitment of participants and the informed consent
process.)

The Joint United Nations Programme on HIV/AIDS
(UNAIDS), for example, has since its inception in the
mid-1990s promoted the involvement of local communi-
ties and prospective research participants in the design
and implementation of research studies. UNAIDS has
an Ethical Review Committee—the duties of which
include the basic IRB function of ethical review of
research protocols—and this committee’s standard
assessment form includes a section entitled “Community
Involvement and Impact.” The following questions are
included in this section:

m s there a process of community consensus-building
prior to initiating the research, i.e., consultation/dis-
cussion of impact of study and its relevance to (a)
potential beneficiaries, (b) participants’ communities?
If not, why?*
and
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m  To the degree possible, are (a) potential participants;
(b) beneficiaries; (¢) other community members;
(d) local researchers, involved in: (i) the design;
(i) evaluation; (iii) analysis; (iv) publication and/or
dissemination of the proposal; (v) implementation of
results? If not, why?"

Researchers submitting proposals to UNAIDS receive a
copy of the assessment form used by the Ethical Review
Committee and are made aware of the need to address
the issue of community involvement in the preparation
of a research proposal for submission to UNAIDS.

In anticipation of the initiation of an increasing
number of HIV/AIDS preventive vaccine trials, UNAIDS
issued a guidance document in February 2000, in which
Guidance Point 5 recommends the following:

To ensure the ethical and scientific quality of pro-
posed research, its relevance to the affected commu-
nity, and its acceptance by the affected community,
community representatives should be involved in an
early and sustained manner in the design, develop-
ment, implementation, and distribution of results of
HIV vaccine research (UNAIDS 2000, 19).

However, it is frequently difficult to define the rele-
vant community of participants, no matter where the
research is conducted. In cases in which no traditional
community structure exists, local organizations or non-
governmental organizations often can assist in represent-
ing the interests of participants in the research process. A
research project might involve participants from widely
scattered communities—sometimes in several nations—
and it might be logistically difficult to reach representa-
tives of every location from which participants are drawn.
In addition, in some communities social hierarchies or
corrupt elements exist that might impede the considera-
tion of research participants’ interests; therefore, in each
research setting, it is necessary to determine the most
appropriate way to involve local representatives who can
provide a voice for research participants.

Recommendation 2.3: Researchers and sponsors
should involve representatives of the community
of potential participants throughout the design
and implementation of research projects.
Researchers should describe in their proposed



protocol how this will be done, and ethics review
committees should review the appropriateness of
this process. When community representatives
will not be involved, the protocol presented to
the ethics committee should justify why such
involvement is not possible or relevant.

Other Issues in Research Design

Although this chapter has focused primarily on the
ethical issues that arise in the design of clinical trials, two
additional issues warrant mention—monitoring the
interim results of a study and repeating a study.

Monitoring the Interim Results of a Study

Randomized clinical trials begin at a point of
equipoise regarding the relative risks and benefits of the
intervention being evaluated. As the study proceeds,
however, cumulative data or recent findings from other
research efforts may provide strong evidence in favor of
one of the interventions being tested, thus overturning
the equipoise and suggesting that the study should be
stopped. Responsibility for the review of interim data is
often given to an independent group, such as a Data and
Safety Monitoring Board (DSMB), with expertise in the
clinical problem, biostatistics, and bioethics. DSMBs have
confidential access to interim results, which are not
available to investigators or sponsors. Unblinding inves-
tigators and sponsors would introduce bias into the trial
and undermine its integrity. The goal of interim analysis
is to stop the trial early if the superiority or inferiority of
the experimental intervention being tested has been
clearly established, if it is evident that the experimental
intervention has no efficacy, or if unacceptable adverse
effects are occurring (CPMP 1995; DeMets et al. 1999).

In addition to examining the evolving results of the
trial, groups that are conducting interim analysis should
be aware of advances in the field and assess whether
study designs remain ethically and scientifically valid.
This is especially important for studies that involve dis-
eases for which rapid progress in the development of
effective therapies has occurred. For example, trials in
which the control group receives an established effective
treatment may be deemed unethical because a new treat-
ment has been found that is clearly more effective. In
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addition, trials may no longer be considered ethical
because they have no reasonable hope of leading to an
unequivocal result, or they have already demonstrated a
statistically definitive and clinically significant difference
between the control group and the experimental arm.
Trials that are deemed to be unethical should be termi-
nated to protect the research participants, even if contin-
uation of the research would be of interest to the medical
and scientific communities. Because clinical trials often
require several years to complete, it is important to mon-
itor them regularly to safeguard the best interests of the
participants.

Repeating a Study

A different situation arises when a treatment has been
shown to be effective in a developed country and
researchers propose to repeat the study in a developing
country. What could justify repeating a study using the
same research design? Several who provided comments
to NBAC remarked that generally, an accumulation of
evidence from many studies is needed in order to estab-
lish a new intervention as efficacious and to warrant
changes in health policy or medical practice. Whether
several studies of the same intervention constitute repeti-
tion or whether conditions or protocols among studies
are different enough that genuinely new evidence is being
collected may not be known until all of the data are
examined. Dispute frequently occurs, even in the United
States, about whether differences in study populations—
such as race, sex, stage of disease, presence of other con-
ditions, or environmental conditions—constitute
scientific differences that necessitate further empirical
research because they might have a material effect on the
effectiveness of an intervention.'® In principle, if there is
no scientific reason to question the effectiveness of the
new treatment in the developing country population, it
would be ethically problematic to repeat the study.
However, in practice, as mentioned above, it may be dif-
ficult to determine when valid reasons to repeat a study
exist. In some cases, because different biological, social,
and environmental conditions are found in different
developing countries, new interventions must be studied
in those countries to determine their effectiveness in
those settings. In other cases it may be reasonable to pre-
sume that treatments that are recognized to be effective
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based on data from the United States or other developed
countries do not need to be studied in every country in
which they are used.

Another possible reason to repeat a study is that
policymakers in many countries will not accept the
results of trials conducted elsewhere.”” This reluctance
can stem from legal or regulatory considerations or from
the existence of a policy that requires a determination of
the adequacy of other countries’ scientific, technical, or
ethical review procedures. However, a reluctance to
accept data from studies conducted in other countries
also may represent a political stance on the part of a
ministry of health or legislative body—that is, a refusal to
recognize the relevance of research results from other
countries because of national pride or political rivalries or
an unwillingness to accept the results of studies that
are not conducted by local authorities. Although these
reasons cannot alone serve as ethical justifications for
conducting a study that has already been successfully
conducted, the urgent health needs of a host country
may lead developed country sponsors to decide that it
would be unethical not to carry out the necessary
research if the established effective treatment could not
otherwise be made available to the population.

Conclusions

This chapter has focused on a specific set of ethical issues
related to choosing research designs for clinical trials.
The discussion of some alternative designs is intended to
demonstrate that no single design is appropriate for
answering all research questions. In addition, the very act
of choosing a research question has ethical implications.
NBAC does not try to draw a conclusion about the
precise circumstances under which, for example, the use
of a placebo is acceptable in a particular clinical trial.
Rather, this chapter has identified a set of ethically and
scientifically relevant considerations that must be taken
into account from the earliest stages of research design
and of which potential investigators, ethics review com-
mittees, research participants, and research sponsors
must be aware.

NBAC recognizes that some will disagree with the
position that, in general, researchers and sponsors should
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make every effort to design clinical trials that provide
control group members with an established effective
treatment. In taking this position NBAC seeks to apply
the same ethical standard to research conducted in devel-
oping countries that is applied in countries where estab-
lished effective treatments are available to the general
population. To do otherwise would leave the door open
to conducting research in a developing country that
could not be conducted in a wealthier country, while still
allowing the benefits to flow to the wealthier country. If
one accepts the fundamental premise articulated in
Chapter 1—that research should be responsive to the
health needs of the host country—then the logical next
step should be choosing an appropriate research design,
one that does not exploit the populations of countries
with few resources while permitting those countries to be
the sites of research that could benefit their populations.
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Voluntary Informed Consent’

Introduction

he requirement to obtain voluntary informed con-

sent from individuals before they are enrolled in a
research trial is a fundamental principle of research
ethics. This requirement is reflected in all published
national and international codes, regulations, and guide-
lines pertaining to research ethics, including those in
many developing countries, such as India, Thailand, and
Uganda. It also appears in a major international human
rights instrument—the International Covenant on Civil
and Political Rights—to which the United States is a
party. Article 7 of this covenant provides that “no one
shall be subjected without his free consent to medical or
scientific experimentation” (United Nations 1996).

The requirement for freely given and informed
consent to participate in research reflects important sub-
stantive ethical principles, including respect for persons,
human dignity, and autonomy. However, it is possible to
respect persons and their dignity or autonomy and
affirm the requirement to obtain voluntary informed
consent and at the same time allow for the modification
of the procedures that are involved in obtaining consent,
such as those stipulated in the Federal Policy for the
Protection of Human Subjects, known as the Common
Rule (45 CFR 46.117(c)).2

Despite the ethical centrality of voluntary informed
consent and its underlying principles, problems of inter-
pretation and application exist for researchers and ethics
review committees in both developed and developing
countries. Some problems regarding informed consent
are particularly difficult when the host country has little
experience with clinical trials and has markedly different
cultural values and ethical commitments than the United
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States. It is important, therefore, for U.S. sponsors of
international research to address pressing issues concern-
ing the application of U.S. research regulations for
informed consent in settings with different cultures and
customs.

This chapter addresses a number of related topics,
including the following:

m  whether cultural factors create a barrier to complying
with the substantive ethical standard of informed
consent and whether it is permissible to depart from
that standard if the research could not otherwise be
carried out;

®  how investigators obtain voluntary informed consent
in settings in which the belief system of potential
research participants does not explain health and dis-
ease using the concepts and terms of modern medical
science and technology;

®m  how voluntary participation can be ensured in set-
tings in which community leaders may exert pressure
on the entire community to enroll in a proposed
clinical trial;

m  how cultural differences can be addressed between
the United States and other countries that make it
difficult or impossible for other countries to adhere
to U.S. federal regulations stipulating specific proce-
dures for obtaining voluntary informed consent; and

m the means by which the United States could modify
its informed consent regulations to adapt to various
cultural circumstances in other countries without
compromising the substantive ethical standard of
informed consent.

Although individual voluntary informed consent by
competent adults is a widely accepted standard in most
research environments, it is not universally embraced.
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Nonetheless, the National Bioethics Advisory Commission
(NBAC) remains convinced that U.S. sponsors of
research in developing countries should adhere to inter-
nationally agreed-upon ethical standards of voluntary
informed consent for research, even in the face of cultural
diversity. Obtaining adequately informed voluntary con-
sent from individual research participants is a necessary
requirement in preventing exploitation, and it should
be possible to remain sensitive to cultural differences
without departing from these standards.

The justification for the need for obtaining informed
voluntary consent is simple: The use of human beings as
a means to the ends of others without their knowledge
and freely granted permission constitutes exploitation
and is therefore unethical. NBAC recognizes, however,
that disagreement still exists about this claim. One com-
mentator has argued that “[i]t is ‘ethical imperialism’ at its
worst to assume that the informed consent requirement,
which does indeed serve one (only one) moral principle
in the Western setting, is in itself such a universal ethical
standard” (Newton 1990, 11). This same commentator
contends that growing doubt surrounds the values of
individualism and individual rights, so “the investigator
might better stick to the research, and accept the local
assessment as to adequate protection of individual rights”
(Newton 1990, 11).

Two other commentators, ljsselmuiden and Faden,
take an opposing view: “Appeals to cultural sensitivity...
are no substitute for careful moral analysis. We see no
convincing arguments for a general policy of dispensing
with, or substantially modifying, the researcher’s obliga-
tion to obtain first-person consent in biomedical research
conducted in Africa” (1992, 833). They add that
defenders of such a policy “have relied on limited and
often dated anthropologic literature that does not reflect
the rapid cultural changes brought about by colonialism
and independence, warfare, and urbanization” (1992, 833).

The recommendations developed in this chapter
focus on three traditional elements of informed consent
(Faden and Beauchamp 1986): 1) disclosing information
to potential research participants (see Exhibit 3.1);
2) ascertaining their understanding of what has been
disclosed; and 3) ensuring that their agreement to partic-
ipate in research is voluntary. The basic elements of
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disclosure in the informed consent process as presented
in the Federal Policy for the Protection of Human Subjects
are listed in Exhibit 3.1. References in this chapter to the
basic elements of disclosure in informed consent are to
these eight requirements.

The Ethical Standard of Informed
Consent

Various descriptions of the process and nature of informed
consent can be found in the Common Rule (45 CFR 46.116
and 46.117), Food and Drug Administration (FDA)
regulations (21 CFR 56), the Council for International
Organizations of Medical Sciences (CIOMS) International
Ethical Guidelines for Biomedical Research Involving Human
Subjects (CIOMS 1993), the International Conference on
Harmonisation (ICH) ICH Harmonised Tripartite Guideline,
Guideline for Good Clinical Practice (GCP) (ICH 1996),
and the World Medical Association’s (WMA) Declaration
of Helsinki: Ethical Principles for Medical Research Involving
Human Subjects (WMA 1964, as amended in 1996 and
again in 2000). Principle 9 of the 1996 revision of the
Declaration of Helsinki states that “[iln any research on
human beings, each potential subject must be adequately
informed of the aims, methods, anticipated benefits and
potential hazards of the study and the discomfort it may
entail. He or she should be informed that he or she is at
liberty to abstain from participation in the study and that
he or she is free to withdraw his or her consent to partic-
ipation at any time. The physician should then obtain the
subjects freely given informed consent, preferably in
writing” (WMA 1964, as amended in 1996). In the
October 2000 revised Declaration of Helsinki, Principle 22
addresses the informed consent process, stating that:

[lln 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 sub-
ject has understood the information, the physician



Exhibit 3.1: Disclosure Requirements in
the U.S. Common Rule

The disclosure requirements found in the Federal
Policy for the Protection of Human Subjects at
45 CFR 46.116(a), under the heading of “basic
elements of informed consent,” are as follows:

1) a statement that the study involves research, an
explanation of the purposes of the research and
the expected duration of the subject’s participation,
a description of the procedures to be followed, and
identification of any procedures which are experi-
mental;

2) a description of any reasonably foreseeable risks
or discomforts to the subject;

3) a description of any benefits to the subject or to
others which may reasonably be expected from
the research;

4) a disclosure of appropriate alternative procedures
or courses of treatment, if any, that might be
advantageous to the subject;

5) a statement describing the extent, if any, to which
confidentiality of records identifying the subject will
be maintained;

6) for research involving more than minimal risk (as
defined in 45 CFR 46.102(i)), an explanation as to
whether any compensation and an explanation as
to whether any medical treatments are available if
injury occurs and, if so, what they consist of, or
where further information may be obtained,;

7) an explanation of whom to contact for answers
to pertinent questions about the research and
research subjects’ rights, and whom to contact
in the event of a research-related injury to the sub-
ject; and

8) a statement that participation is voluntary, refusal
to participate will involve no penalty or loss of ben-
efits to which the subject is otherwise entitled, and
the subject may discontinue participation at any
time without penalty or loss of benefits to which the
subject is otherwise entitled (45 CFR 46.116(a)).

It should be noted that these requirements could
be modified or waived by an Institutional Review
Board (IRB) under certain circumstances. In addition
to the basic information listed above, the U.S. regula-
tions require that participants be given other informa-
tion that may affect their participation in research,
depending on the nature of the project itself. The
U.S. regulations list six such additional disclosures
(45 CFR 46.116(b)).
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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 (WMA 1964,
as amended in 2000).

Substantive changes between the 1996 and 2000 revi-
sions of the Declaration include 1) informing each poten-
tial subject about any possible conflicts of interest and the
institutional affiliations of the researcher; 2) ensuring that
research participants have understood the information
presented to them; and 3) requiring that if the consent
cannot be obtained in writing, the nonwritten consent
must be formally documented and witnessed.

For this report, NBAC adopts, as the clearest and
most appropriate guides for discussion, the following
definitions of informed consent and the substantive stan-
dard of informed consent: Informed consent is a process
by which an individual voluntarily expresses his or her
willingness to participate in a particular trial, after having
been informed of all aspects of the trial that are relevant
to the decision to participate. This definition is adopted
from the ICH Guideline for Good Clinical Practice, GCP
Guideline 1.28 (ICH 1996). An important feature of this
definition is that it focuses on the process of obtaining
consent rather than on the documentation of that process
using, for example, a written, signed, and dated form.

In an ethically sound consent process, a member of
the research team provides information to the potential
participant, determines that the individual understands
the information provided, and ensures that the individ-
ual voluntarily agrees to participate. Although consent
traditionally has been documented by the signing of a
consent form, other methods of documentation often are
acceptable or even preferable, such as oral consent with
a witness signature. In many settings, it is also required
that the person obtaining the consent sign the consent
form or other related documents and that a witness (or
person designated by the participant) attests to the
process. It is always essential to make a distinction
between the consent document and the consent process and
to not allow the document itself to constitute the process.

The phrase substantive standard of informed consent
refers to the requirement to obtain voluntary informed
consent and reflects the principle that competent
individuals are entitled to choose freely whether to
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participate in research. This definition was adopted
from the CIOMS International Ethical Guidelines for
Biomedical Research Involving Human Subjects, Guideline 1,
Commentary, para. 2 (CIOMS 1993, 13). In general,
voluntary informed consent protects the individual’ free-
dom of choice, respects his or her personhood, dignity,
and autonomy, and reduces the chances of exploitation.
Objections to this substantive ethical standard are
rarely, if ever, voiced, even in parts of the world in which
less cultural emphasis is placed on individual rights and
freedom of choice than is common in Western and most
developed countries. However, various objections often
arise about the need for certain procedures for obtaining
and documenting informed consent, including those
stipulated in U.S. research regulations and other docu-
ments, such as the ICH Guideline for Good Clinical Practice.
As noted, it is important to distinguish substantive ethical
principles and standards from the procedures that imple-
ment them. Although procedures are important, they
often can be modified without compromising ethical
principles or standards. Examples of procedural aspects
of the informed consent process and its documentation
include the following requirements: the informed con-
sent documents should be in writing and signed by the
research participant; the consent form should be signed
by the person obtaining consent or by the principal
investigator; and there should be a witness to the signing
of consent forms. Other examples of procedures that are
not always central to meeting the substantive ethical
principles and standards of voluntary informed consent
are involving family members in the consent process or
obtaining a community leader’s permission before
approaching individuals in the community. Although it is
necessary—and not always easy—to determine which
procedural aspects are ethically required and which
might be altered or waived altogether, procedural
requirements should be viewed as less fundamental than
matters of substantive ethical standards or principles.

Recommendation 3.1: Research should not deviate
from the substantive ethical standard of voluntary
informed consent. Researchers should not propose,
sponsors should not support, and ethics review
committees should not approve research that
deviates from this substantive ethical standard.
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Cultural Barriers Relating to Disclosure
Requirements

Requirements for disclosing information in research set-
tings usually exceed those for disclosing information in
clinical contexts. In the United States, the requirements
for disclosure of information to potential participants in
research are specific and detailed. (See Exhibit 3.1.) The
extent of medical information that is disclosed to patients
in clinical settings differs among cultures and can influ-
ence judgments about the amount and kind of informa-
tion that should be disclosed in research settings. Three
principal types of disclosure are central to the process of
informed consent in the research setting: 1) disclosure of
diagnosis and risk; 2) disclosure of the use of placebos
and randomization; and 3) disclosure of alternative treat-
ments. In addition, NBAC considers a fourth type of dis-
closure—that of the possibility of access to any post-trial
benefits—a central issue discussed in Chapter 4.

Disclosure of Diaghosis and Risk

In some parts of the world, it is still customary for
physicians to withhold certain information from
patients.” Clinicians often provide diagnoses (as well as
prognoses) of cancer or other serious conditions to
family members, but they withhold such information
from patients. As a result, the patient’s consent to certain
procedures, if sought, may not be fully informed. Jeremy
Sugarman and his colleagues noted in their report to
NBAC that “[iln one country, complete information
about medical diagnoses and prognoses are withheld
routinely from patients with certain diseases, such as
cancer. Consequently, valid informed consent (for either
treatment or research participation) can be difficult or
impossible.”*

Nancy Kass and Adnan Hyder describe a similar situ-
ation in their study for NBAC: “...in some developing
country settings, a diagnosis of cancer would never be
revealed directly to the patient but rather to members of
the patients family”> Although this observation was
made in reference to clinical care, these cultural practices
are relevant to research participants, who may have similar
expectations. Similarly, different cultures have different
attitudes toward the disclosure of risks in the clinical context,



and some researchers believe that it is not always appro-
priate to disclose to patients the full ramifications of their
situation.

In another study conducted for NBAC, Nigerian
researchers indicated that consent documents attached to
certain research protocols included information that
potential participants might find extraneous, irrelevant,
or culturally inappropriate. These researchers called par-
ticular attention to the emphasis placed on explaining the
potential risks to study participants, noting that in the
United States, there is much greater interest in commu-
nicating the possibility of harm to research participants
than there is in Nigeria. One physician noted that, given
Nigerian cultural norms, disclosing all possible risks
would unnecessarily alarm potential research partici-
pants associated with the research. Based on such
observations, some people believe that, at least in some
cultures, it would be impossible to enroll research partic-
ipants by adhering to the basic elements of disclosure as
presented in 45 CFR 46.116(a).

NBAC believes that cultural standards regarding the
inappropriateness of providing diagnoses and prognoses
to patients or research participants do not justify devia-
tion from the substantive ethical standard of informed
consent in research. Even if the custom of routinely
withholding complete information about diagnoses and
prognoses from patients with certain diseases could be
defended in ordinary medical practice, it poses a severe
challenge to the need to adhere to the substantive ethical
standard of disclosure required for research involving
human participants. Those who lack information about
their diagnosis and prognosis cannot be expected to
understand the purpose of the research, any potential
direct benefits, the risks of not participating, or the alter-
natives to participation. Similarly, potential participants
cannot make an informed decision to participate without
knowing that they may not receive a proven treatment
that could be beneficial. Enrolling individuals in research
who are not given the opportunity to understand such
important information represents a deviation from the
substantive ethical standard of disclosure required for
adequate informed consent and should not be permitted.
Diversity in the practice of disclosing information in the
clinical context does not alter the requirements for such
disclosure in the research context.
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These matters must be studied in more detail to learn
about how cultural variations affect the meaning and
effectiveness of the consent process and the use of partic-
ular consent documents. It is critical that we find inno-
vative and culturally responsive ways to disclose
information to potential participants. NBAC heard testi-
mony from U.S. and developing country researchers who
have succeeded in adhering to this standard,” even
though doing so often takes more time and effort than
researchers typically expend in the informed consent
process. Even in cultures in which a diagnosis of serious
illness is not normally revealed in the treatment context,
researchers often can find ways to overcome this barrier
to disclosure in the research setting.

Disclosure About Control Interventions and
Randomization

In some cultural contexts, questions also arise regard-
ing the appropriateness of requiring information to be
disclosed about the use of a placebo in one arm of a
clinical trial, the randomization of participants, and any
uncertainty that may exist regarding the efficacy of an
experimental intervention. Sugarman and his colleagues
reported on “local perceptions concerning cultural
barriers to randomization and the use of placebos.”
Indeed, investigators sometimes struggled with these
barriers, responding in different ways. For example, in
one case, investigators who believed that it would be
impossible to obtain valid informed consent for a ran-
domized trial abandoned the use of randomization in
their research. However, in another case, investigators
used placebos, even though they did not believe that the
research participants understood the implications of
doing so0.? Despite these barriers, cultural differences do
not provide adequate justification for foregoing the
requirement to disclose key elements of the nature of the
clinical trial, such as the use of a placebo or the random-
ization of participants into different trial arms.

Disclosure of Alternative Therapies

An example from the literature illustrates a particular
disclosure problem. Love and Fost (1997) describe a
struggle that occurred in one U.S. IRB that reviewed a
proposal for a randomized clinical trial of adjuvant treat-
ment for breast cancer to be conducted in Vietnam. The
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investigator “found himself uncertain about the applica-
tion of American standards of informed consent in the
Vietnamese setting.” After consultation with experts on
Vietham and Vietnamese culture, he concluded that
“American standards would not be acceptable to
Vietnamese physicians, political leaders in Vietnam, or
the vast majority of Vietnamese patients” (Love and Fost
1997, 424). The investigator argued that in medical
practice in Vietnam, patients do not participate in their
medical decisions. Thus, the researcher contended that
participants in the clinical trial should not receive any
information that would convey the treating doctor’s
uncertainty—specifically, information about alternative
therapies and the use of randomization to determine the
subject’s proposed treatment (Love and Fost 1997).

Although the Commission recognizes the challenges
raised by these cultural differences in practicing medicine
and obtaining consent, it does not believe that these
challenges provide adequate justification for foregoing
the requirement to make disclosures about alternative
therapies that are available to potential participants
should they choose not to enter a clinical trial.

Recommendation 3.2: Researchers should develop
culturally appropriate ways to disclose informa-
tion that is necessary for adherence to the sub-
stantive ethical standard of informed consent,
with particular attention to disclosures relating to
diagnosis and risk, research design, and possible
post-trial benefits. Researchers should describe
in their protocols and justify to the ethics review
committee(s) the procedures they plan to use for
disclosing such information to participants.

Disclosure About Possible Post-Trial Benefits

The basic disclosure requirements for satistying the
informed consent provisions in U.S. research regulations
(see Exhibit 3.1) focus on information needed by a
potential participant to decide whether or not to partici-
pate in a study. Of the eight basic disclosure requirements,
one focuses on potential benefits: “a description of any
benefits to the subject or to others which may reasonably
be expected from the research” (45 CFR 46.116(a)(1)).
Traditionally, such a disclosure has been required to
ensure that potential participants understand whether
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there is any possibility that the intervention itself might
benefit them while they are enrolled in the study. There
is, however, no specific mention of any post-trial benefits.
In any case, those who may participate in studies should
be informed of the potential benefits, if any, that they
might receive by doing so. Because this information is
relevant to participants’ decisions to participate in the
research, ethics review committees should require inves-
tigators to make these disclosures.

Recommendation 3.3: Ethics review committees
should require that researchers include in the
informed consent process and consent documents
information about what benefits, if any, will be
available to research participants when their
participation in the study in question has ended.

Other Cultural Issues Relating to the
Informed Consent Process

Additional issues in the informed consent process
include the ability of potential participants to understand
the scientific and technical aspects of research protocols—
given the culture and belief systems within which they
live—and the influence and involvement of others in the
consent process.

Innovative Ways of Presenting Information
to Participants

In some cultures, the belief system of potential
research participants does not explain health and disease
using the concepts and terms of modern medical science
and technology. This is significant, because when people
do not understand or accept scientific explanations of
health and disease, the challenge of obtaining informed
consent can be daunting.’ Patricia Marshall’s report to
NBAC quotes one physician as follows: “...[W]hat I
worry about is whether we are really informing them. We
are talking to a society that does not believe in the germ
theory of disease so its difficult to explain.” The
researcher provided an example of the pervasive belief
that a person’s death is a result of sorcery rather than a
lethal infection.” In noting that he had encountered a
cultural belief that spirits cause epilepsy, Alfred Sommer,
Dean of the Johns Hopkins University School of Hygiene



and Public Health, told NBAC that “we do not want to
fight a belief system. We simply say we have this pill. We
believe it is safe. We think it may reduce the recurrence
of the following thing. We would like you to take it.”"
Despite this potential barrier to adequate understand-
ing, if they are willing to devote the time and effort to do
so, researchers often are able to devise creative measures
for overcoming these barriers. An example appears in
the Kass/Hyder report for NBAC: “...the concept of
immunology, an immune response, that theres some-
thing in your blood thats going to attack bacteria and
viruses which you also don't have a concept for....[HJow
much can someone really focus on the consent form
when they have this whole new idea that theres this
battle going on in their bloodstream?...When we go and
translate, we try to use, for example, immune cells, we
talk about people who guard houses...its a particular
kind of watchman. So you have a particular kind of
watchman in your blood....”"* Even in countries with
very low literacy rates (e.g., 30 percent for men and
10 percent for women in Senegal), one group found that
“widespread illiteracy is not a barrier to comprehension,
especially since informed consent is more an interactive
process than one that depends on reading” (Preziosi et al.
1997, 372). However, the authors of this study con-
cluded that understanding abstract scientific concepts,
such as double blinding and randomization, could be
difficult. To help explain these complex issues,
researchers used terms and concepts that were under-
standable to the community involved: “To illustrate the
principle of randomization and the possibility that one of
the vaccines might fail, the presenters used a familiar
agricultural example: the evaluation of fertilizers or of
seed varieties on randomized plots, a procedure familiar
to farmers in the area” (Preziosi et al. 1997, 370).
Another illustration emphasizes the importance of
educating individuals and the community about the
study and its specific purpose and procedures.
Investigators and research assistants interviewed by
Marshall noted that education should begin at the com-
munity level. “You approach some person as a contact
person...you often start with the local governance...we
need to obtain permission from them and we need their
help to get to community leaders...they need to work
with community leaders...we spend time discussing [the
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study]...you have to explain [it] fully.”"> Researchers may
find, for example, that, in circumstances where they do
not speak the local language, the use of intermediaries
can be an effective means of ensuring adequate under-
standing among potential participants.

In some countries, a process of community education
acts as a precursor to the process of obtaining individual
consent. For example, one study reported that in
Senegal, the field staff and physicians held meetings in
each village to provide information about a study of a
new pertussis vaccine and to obtain consensus about its
use. A physician then provided additional information
and sought individual informed consent at the monthly
vaccination session. A clinical trial for vaccination against
Haemophilus influenzae type b in The Gambia was pre-
ceded by an intensive publicity campaign involving
radio, newspapers, and discussions with village leaders
(Leach et al. 1999). When mothers attended the first
child health clinic, they received an information sheet
about the clinical trial to take home for discussion with
their families. When a mother returned for the first vac-
cination, the trial worker explained the study again, and,
if the mother gave oral consent, the trial worker signed
the information sheet.

Translation and back translation of a written consent
form may be one way of ensuring that information is
correctly disclosed; however, this may not always be
effective. Jean Pape, a researcher from Haiti, who is also on
the Cornell University faculty, described the complexity
of this process." In preparing to begin HIV vaccine trials
in Haiti, his research group needed approval from its own
IRB in Haiti, as well as from the IRB at Vanderbilt
University—one of the collaborators—and from the IRB
at Cornell University Medical School. To be understand-
able to participants, the consent form had to be in the
Creole language. Yet, the document also had to be in
French, the language of the Haitian researchers. Because
the consent form had to be reviewed by the Cornell IRB,
a translation in English was also required. Pape said that
the back translation of a consent form “does not guaran-
tee that volunteers have really understood the objective
of the study, the risks and advantages, and their volun-
tary participation,”” a difficulty reported in another
study in Nigeria.'®
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NBAC also heard about the desirability of testing
research participants to understand whether and how
much they understood regarding the informed consent
process.'” Pape described the process he regularly under-
takes to ensure understanding. This process includes a
person who counsels potential participants about all
aspects of the project, helps to develop a test question-
naire that all potential participants must pass before
being given the actual consent form, and is available to
address participants’ concerns and questions. The period
before obtaining ethical clearance from the various
review commiittees is used to counsel and inform poten-
tial volunteers, who should pass this test of understand-
ing before receiving a simpler informed consent form.*
These mechanisms—the counseling sessions and test
questionnaires—illustrate some of the ways in which
informed consent can and should be a process that takes
place over time and that is much more than the mere
signing of a document that may be imperfectly compre-
hended. Despite the acknowledged difficulties of admin-
istering tests of understanding, NBAC supports the idea
of incorporating these tests into research protocols.

Recommendation 3.4: Researchers should develop
procedures to ensure that potential participants
do, in fact, understand the information provided
in the consent process and should describe those
procedures in their research protocols.

Recommendation 3.5: Researchers should consult
with community representatives to develop
innovative and effective means to communicate
all necessary information in a manner that is
understandable to potential participants. When
community representatives will not be involved,
the protocol presented to the ethics review com-
mittee should justify why such involvement is not
possible or relevant.

Involvement of Others in the Informed
Consent Process

In some cultures, several barriers might arise to
ensuring free and individual choice to participate in
research. Among those identified by Kass and Hyder were
deference to physician/health personnel; low economic
status of potential participants; low level of awareness or
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education of potential participants; limited decisionmak-
ing power for women; community leaders’” disapproval;
family disapproval; and cultural customs that prohibit
“refusing a guest” (rules of traditional hospitality).” A
subset of these barriers is discussed in this section—
barriers that pertain to the involvement of community
leaders and family members in the consent process.

Community Leaders

In some cultures, investigators must obtain permis-
sion from a community leader or village council before
approaching potential research participants. Yet, it is
important to distinguish between obtaining permission
to enter a community for the purpose of conducting
research and for obtaining individual informed consent.
In their reports, NBAC consultants all noted that the role
of community leaders or elders is an integral part of the
process of recruiting research participants. Although
these reports typically use the terminology of consent to
refer to the community’s permission or a leader’s author-
ization for the researchers to approach individuals,
NBAC will use this term to refer to the permission or
authorization given by the individual being recruited as a
research participant.

The need to obtain permission from a community
leader before approaching individuals does not need to
compromise the ethical standard requiring an individual’s
voluntary informed consent to participate in research.
Gaining permission from a community leader is no dif-
ferent, in many circumstances, from the common
requirement in this country of obtaining permission from
a school principal before involving pupils in research,
from a nursing home director before approaching indi-
vidual residents, or from a workplace supervisor before
initiating an experimental screening program. An ethical
problem arises only when the community leader exerts
pressure on the community in a way that compromises
the voluntariness of individual consent. The reports com-
missioned by NBAC describe a number of situations in
which community leaders have been involved in the
informed consent process. (See Exhibit 3.2.)

Nevertheless, recruitment procedures in some cul-
tures involve community leaders whose authority does
not allow individual members of the community to
refuse to participate in research for which the leader has
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Exhibit 3.2: Involvement of Community Leaders in Informed Consent

During the course of its deliberations, NBAC sponsored a survey in which researchers who conducted international
research were asked about the process of obtaining informed consent in different cultural settings.* The following
excerpts highlight some of the issues raised when cultural practices require the involvement of community leader-

ship in the informed consent process.

m “There are very positive informed consent stories where you would never go first to the individual. You can

approach the individual after you have explained the research to the chief or local leader. Then they explain the
informed consent process to their people without exerting the pressure. The best evidence of the effectiveness
of this approach is when people refuse to participate. That's a good sign. They are able to refuse.”*

In contrast, in some settings, the head of the village or a group of elders makes a collective decision for the
village. “If they make the decision in favor of participating in the trial, virtually everyone will participate. The peo-
ple in the community are then extremely reluctant to withdraw from the trial because of the collective nature of
community activities.”?

In other settings, there is authorization by a community leader that is compatible with individuals’ right to refuse
and authorization in a context in which the Chief’'s word is law. One physician described “two levels” of consent
or permission: “One is community and the other is individual....When you leave [the Chief], the Chief is expected
to open households so there is really another level of consent [in between]...the Chief and council, the house-
hold head, then the individual.”# In answer to the question, “then how will the community respond?” the physi-
cian said that most of the time the members agree to participate. At the same time, there is some uncertainty on
the part of the physicians interviewed about the extent to which individual agreement to participate is voluntary.

“Regarding whether the community leaders should be asked to approve the study depends on 1) whether you
are working in a healthy community, and 2) the level of corruption of the community leaders. | have been con-
ducting a study in an African city since 1987. There, we have ‘laid low,’ trying to avoid the gaze of the commu-
nity leaders and state or national politics. Had we been noticed there, the tremendous corruption would have
destroyed the study. However, working in an African village would be an entirely different matter. In that situation,
a study could not be conducted without the approval and active support of the community leaders.”*

An American researcher conducting malaria studies in Mali and in Malawi noted the difference between the two
settings. In Mali, the study was conducted in a remote rural area in which community leaders were heavily
involved. In contrast, the Malawi study took place in a large city with an established health care system and a
more educated population. In this latter setting, community consent at the national or institutional level is removed
from individuals and the local community, and it seems likely that consent by community leaders would not have
an undue impact on the decisions of individuals. In addition, in an urban context, it is more difficult to identify
appropriate spokespersons for the larger community, especially as individuals in urban areas tend to associate
themselves with many different kinds of communities.*

granted permission. Also, in some settings, authoritarian
governments may limit autonomous decisionmaking by
their citizens, which may affect their participation in
research.”” The question then arises regarding whether
there are some countries in which U.S. researchers
should not engage in international collaborative research.
In NBAC5 view, if a country’s political system or a local
situation makes it impossible for individuals’ consent to
be voluntary and that fact is known in advance, then,
because U.S. researchers cannot adhere to the substantive
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ethical standard of informed consent, it would be inap-
propriate for them to choose such settings.

Recommendation 3.6: Where culture or custom
requires that permission of a community represen-
tative be granted before researchers may approach
potential research participants, researchers should
be sensitive to such local requirements. However,
in no case may permission from a community rep-
resentative or council replace the requirement of a
competent individual’s voluntary informed consent.
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Recommendation 3.7: Researchers should strive
to ensure that individuals agree to participate in
research without coercion or undue inducements
from community leaders or representatives.

Family Members

It is customary although not required in some soci-
eties for other members of a potential research partici-
pants family to be involved in the informed consent
process. In most instances, the need to involve the family
is not intended as a substitute for individual consent, but
rather as an additional step in the process.” An example
of a multistep process involving the family is described
by Loue and colleagues (Loue and Okello 2000) in their
report on a workshop in Uganda that addressed the
problem of acquiescence by another family member in
order for an individual to participate in research. (See
Exhibit 3.3.)

Researchers in other countries also have reported on
their efforts to involve the family in the informed consent
process in ways that do not undermine the standard of
individual consent. Marshall reported, for example, that
in Nigeria in areas where traditional cultural norms are
strong, the permission of a woman’s husband might be
required before she can enroll in research. A Nigerian
physician involved in a breast cancer study noted that
cancer patients often need the approval of their husbands
to participate in research. However, the physician also
emphasized that in such cases, the woman’s individual
consent is still essential. Indeed, most investigators have
developed strategies that accommodate and encourage
discussion regarding study participation with family
members.*

NBAC recognizes that this situation does not apply in
cases in which a family member lacks the capacity to give
informed consent. Indeed, there is consensus that having
the capacity to decide is an important precondition (or
threshold element) for informed consent (Beauchamp
and Childress 1994;: NBAC 1998).

In many cases, family members may be approached
before asking an individual directly to participate in a
research project. However, seeking permission from fam-
ily members without engaging the potential research par-
ticipants at all clearly departs from the ethical standard of
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Exhibit 3.3: New Ugandan Guidelines for
Informed Consent

Uganda has a new constitution that specifically
recognizes the rights of women and minorities, which
had not been recognized in that country.* A more
specific development regarding research was the
adoption of guidelines protecting the individual rights
of research participants. In July 1997, the represen-
tatives of the National Consensus Conference on
Bioethics and Health Research in Uganda voted
unanimously to adopt the Guidelines for the Conduct
of Health Research Involving Human Subjects in
Uganda (National Consensus Conference 1997).
Participants in the consensus conference came from
a wide range of governmental and nongovernmental
agencies.

The Ugandan guidelines for research specifically
prohibit an investigator from relying on the permission
of a community leader for the participation of com-
munity members in research. The development and
adoption of this requirement of individual consent
necessitated a reexamination of various aspects of
Ugandan customary laws, which traditionally have
demanded the subordination of an individual’s wishes
to those of a specified family leader, usually the father
or husband. An individual's wishes could be further
subordinated to those of the community or the tribe.
Although these guidelines clearly require individual
consent, it is not known whether this provision is
always adhered to in practice. The process that led to
adoption of these guidelines was informed by
Uganda’s own recognition of its history, including its
experience with tyranny, torture, and the elimination
of targeted groups.

The Ugandan guidelines for research reflect
efforts to achieve some balance between the older
traditions and the ethical standard of voluntary and
informed individual consent. The guidelines include a
provision that allows potential participants sufficient
and adequate time to confer with anyone else of their
own choosing to discuss the particular features of the
research and to minimize the possibility that they may
be subjected to undue influence or coercion.®

informed consent. On the other hand, potential partici-
pants might also choose to involve others, such as family
members, in the consent process. Indeed, involving
family or community members in the informed consent
process need not diminish, and might even enhance, the



individual’s ability to make his or her choices and to give
informed consent (or refusal).

These examples show that it is often possible to
obtain individual informed consent, which may require
and indeed benefit from the involvement of family or
community members, while at the same time preserving
cultural norms. Such involvement ranges from providing
written information sheets for potential participants to
take home and discuss with family members to holding
community meetings during which information is pre-
sented about the research and community consensus is
obtained. When the potential participant wishes to
involve family members in the consent discussion, the
researcher should take appropriate steps to accommodate
this desire.

Recommendation 3.8: When a potential research
participant wishes to involve family members in
the consent process, the researcher should take
appropriate steps to accommodate this wish. In no
case, however, may a family member’s permission
replace the requirement of a competent individ-
ual’s voluntary informed consent.

Consent by Women

Some cultures customarily require the permission of
a woman’s husband, if she is married, or her father, if she
is unmarried, before she can enroll in a research protocol.
A strict requirement that a husband must first grant per-
mission before researchers may enroll his wife in research
treats the woman as subordinate to her husband and as
less than fully autonomous. If the requirement of spousal
authorization, in addition to individual informed con-
sent, were applied equally to enrollment of men and
women as research participants, it would at least consti-
tute gender equity. But in cultures in which spousal
authorization for participation in research is customary,
it appears always to be the woman who must obtain her
husband’s permission. If women wish to consult with
their husbands or to seek voluntarily to obtain their
husbands’ permission before deciding to enroll in
research, this is not only ethically permissible, but in
some contexts highly desirable. However, a strict
requirement of spousal authorization violates the sub-
stantive respect for persons principle, which mandates
that equal respect be accorded to women as persons.
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Much research is directed at conditions that affect
both women and men. Yet, it is important not to neglect
research on diseases or conditions that affect only
women. In reality, without involving the husband in the
consent procedures, it may be impossible to conduct
some research on common and serious health problems
that affect only women. In such cases, a likely conse-
quence would be a lack of knowledge on which to base
health care decisions for women in that country. The
prospect of denying such a substantial benefit to all
women in a particular culture or country calls for a nar-
row exception to the requirement that researchers use the
same procedures in the consent process for women as for
men, one that would allow for obtaining the permission
of a man in addition to the woman’s consent.

Recommendation 3.9: Researchers should use the
same procedures in the informed consent process
for women and men. However, ethics review
committees may accept a consent process in
which a woman’s individual consent to participate
in research is supplemented by permission from a
man if all of the following conditions are met:

a) it would be impossible to conduct the research
without obtaining such supplemental permis-
sion; and

b) failure to conduct this research could deny
its potential benefits to women in the host
country; and

¢) measures to respect the woman’s autonomy
to consent to research are undertaken to the
greatest extent possible.

In no case may a competent adult woman be
enrolled in research solely upon the consent of
another person; her individual consent is always
required.

Voluntary Participation in Research

A fundamental principle of research ethics is the require-
ment that participation be voluntary—that is, “free of
coercion and undue influence” (National Commission
1979). However, among the most difficult requirements
to ensure is the voluntariness with which participants
consent to enroll in a study. Pressure from a community
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leader, the power and authority of the medical profes-
sionals who serve as investigators, and the fear of loss of
health benefits that people would normally expect to
receive may compromise individuals’ freedom to refuse
to participate in research. The provision of medical care
and treatment during a study may constitute an incentive
for individuals to enroll in a study, but it should not be
construed as a coercive offer that would unduly compro-
mise the voluntariness of participation.

Undue Inducement

It is likely to be difficult to decide when a study
design constitutes an undue influence. One definition
states that “undue influence...occurs through an offer of
an excessive, unwarranted, inappropriate or improper
reward or other overture in order to obtain compliance”
(National Commission 1979, 14). There are many cir-
cumstances that can cause undue inducements to partic-
ipate in clinical trials, including offers of medical care not
otherwise available or offers of money. Discussions in the
literature traditionally have focused on monetary pay-
ments to research participants and address the question
of whether any amount of money is an acceptable
inducement, and, if so, at what point the acceptable
inducement becomes undue (Dickert and Grady 1999;
Macklin 1981; Macklin 1982).

Other aspects of research design that may pose a
problem of undue influence have received considerably
less attention. As the CIOMS Guidelines document
acknowledges: “It may be difficult to distinguish between
suitable recompense and undue influence to participate
in research....Someone without access to medical care
may be unduly influenced to participate in research
simply to receive such care” (CIOMS 1993, 19). This sit-
uation is likely to exist in developing countries in which
large numbers of people have little or no access to medical
care and treatment even for ordinary illnesses, a concern
expressed to NBAC in testimony.”

It is necessary, then, to answer the threshold question
of whether the very offer to participate in research con-
stitutes an undue inducement to citizens of developing
countries who have little or no access to medical care and
treatment (Bernstein 1999). Even a placebo-controlled
trial offers such individuals a 50 percent likelihood (in a
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two-arm trial) of receiving an intervention that, although
unproven, may be beneficial. If the solution to this fun-
damental problem is to forgo research entirely in such
places, it might make those populations worse off than
they would be if research goes forward. This considera-
tion requires the review of the ethical consequences of not
conducting research and the determination of whether
those consequences outweigh the ethical problems
alleged to exist in the conduct of the research. But the
need to attempt such a balance can be avoided if a proper
distinction can be made between acceptable inducements
and those that constitute undue influence or coercion.

No hard-and-fast criterion can be stipulated for mak-
ing this distinction. However, one approach would be to
consider the possible motivations for participating in
research, according to the following schema. People may,
for example:

a) Act out of self-interest, when there is a potential
benefit to them.

b) Act out of rational or enlightened self-interest, when
there is potential benefit to others as well as to
themselves, and some risk to themselves.

c) Act out of pure altruism, when they expect no
benefit to themselves but expect benefit to others, and
accept some risk to themselves.

d) Refuse to act because of perceived high risk or great
inconvenience, only agreeing to undergo the risk

when offered considerable material reward.
e)

Act out of fear of the consequences of refusing to
participate.

All of these situations apply to some extent in
research. Situation (b) is the standard presupposition in
Phase II or III clinical trials. Prospective participants
weigh the risks and potential benefits, recognizing that
there may be some risk to themselves but also some pos-
sible benefit and that the research as a whole may provide
benefits to others. Situation (¢) is the standard for
research not designed to provide direct benefit to partic-
ipants, but, for example, to determine the safety of drugs
in Phase I studies, to discover basic physiological mech-
anisms, or to arrive at baseline data. Situation (d) cap-
tures the idea of undue inducement when people make a
rational refusal based on perceived risk, but then agree to



accept the risk only when provided with a considerable
material reward. Situation (e), by definition, is the para-
digm of coercion: In hierarchical groups, in coercive set-
tings, or under threat, individuals agree to participate in
research because they fear the consequences of refusal. In
this situation, their participation is coerced, not volun-
tary. Situation (e), therefore, is ethically prohibited.

In principle, there is no difference between the sort of
motivation that prompts people anywhere to volunteer
for research—situation (b)—and what may induce peo-
ple in developing countries to agree to participate. The
more difficult challenge lies in situation (d): Does the
prospect of receiving medical care as a benefit during (or
possibly after) the research prompt people in developing
countries to undertake serious risks they would other-
wise refuse to accept? There can be no general answer
to this question, which can be determined only on a
case-by-case basis. In studies with the usual range of
risks, the provision of medical care may be an induce-
ment to participate, but there is little reason to believe it is
an undue inducement. Recalling the definition of undue
influence cited earlier—"an excessive, unwarranted, inap-
propriate or improper reward”—it is reasonable to con-
clude that providing medical care to research participants
is warranted, appropriate, and proper.

One might object that this definition is embedded in
a document created in the United States—a wealthy,
industrialized country—and therefore is irrelevant to
resource-poor countries. The reply to this objection is
twofold. First, poor people exist in every country, and
participation in a clinical trial often is the only way that
uninsured individuals in the United States can gain
access to some medical care. Yet, no one could reason-
ably maintain that the poor or uninsured should be
excluded from participation in research or that it would
be ethically acceptable to deny them medical benefits
that they could not otherwise obtain.

Second, the problem may not lie in the idea that an
offer to possibly receive medical care is an inducement,
but rather in the difficulty of determining when such an
offer—admittedly an inducement—becomes undue.
Those who argue that participation in research consti-
tutes an undue inducement for poor people in develop-
ing countries would have to maintain that offering
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high-quality medical care and treatment that participants
would not otherwise receive is unwarranted and inap-
propriate. However, the provision of medical care or
treatment that would not otherwise be available to
research participants should not, in principle, be con-
strued as an undue influence to participate. This conclu-
sion is supported by developing country researchers
surveyed by Kass and Hyder: 64 percent stated that
participants joined research projects in order to obtain
benefits.”> Many researchers interviewed in focus groups
for this same study seemed to believe that this was
acceptable, given the overall risk/benefit ratio of the
research; some focus group respondents remarked that
providing significant benefits essentially left potential
participants with no reasonable choice except to partici-
pate, but they did not specifically refer to this as undue
inducement.” NBAC concludes that although the poten-
tial benefits of participation in research may be an
inducement for those in developing countries who lack
access to medical care to participate in research, this does
not sufficiently diminish the voluntariness of their deci-
sion in a way that would make their consent ethically
invalid.

Somewhat more problematic are clinical trials study-
ing a new intervention in which members of a control
group receive an established effective treatment that is
unavailable outside the trial. Does provision of the estab-
lished effective treatment constitute an undue induce-
ment to participate?

This situation can be cast in the form of a dilemma. If
providing treatment otherwise unavailable to members
of a control group is an undue inducement and hence
ethically unacceptable, then the only ethically acceptable
research design in such situations would be that of a
placebo control or some other substandard treatment
that is available. However, as discussed in Chapter 2,
placebo-controlled trials may be ethically unacceptable in
cases in which the disease is life threatening or perma-
nently disabling and established effective treatments exist
for the condition. The dilemma arises because of the
tension between the potential loss of full voluntariness
on the part of participants and the probability of harm
befalling those in the control arm who receive the
placebo instead of an established effective treatment.
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As in any ethical dilemma, this one requires that
moral considerations be weighed in order to determine
which alternative is more acceptable. An appeal to certain
ethical principles offers some insight. The well-accepted
principle of nonmaleficence (Beauchamp and Childress
1994; National Commission 1979) requires that harm to
participants be minimized;” however, it could never be
used to justify coercion of research participants, which
would entirely preclude their voluntary participation.
NBAC concludes that in this situation, it is more accept-
able to allow the possibility of somewhat diminished
voluntariness of participation than to risk harm
to participants in the control arm, who are denied an
established effective treatment. This is a position consis-
tent with other guidelines, such as those of the
Medical Research Council of the United Kingdom
(MRC-UK 1999).

Minimizing the Therapeutic Misconception

One barrier to understanding the relevant, important
aspects of any proposed research is what has been called
the therapeutic misconception (Appelbaum et al. 1982,
Churchill et al. 1998; King 1995). This term refers to the
belief that the purpose of a clinical trial is to benefit the
individual patient rather than to gather data for the pur-
pose of contributing to scientific knowledge. The trust
that patients have in their physicians in the clinical set-
ting depends on an important element of the physician-
patient relationship—that physicians should choose the
most appropriate treatment for their individual patients.
To apply that same concept to the research setting is to
fall prey to the therapeutic misconception, which sur-
faces even when participants have received complete
information (ACHRE 1996). In short, the therapeutic
misconception rests on confusion between the aims of
research and those of individualized medical treatment.

The therapeutic misconception has been documented
in a wide range of developing and developed countries.
For example, in a study conducted in a clinic in Brazil,
all of the women who were interviewed said that
they entered the study because they “thought that the
contraceptive being offered would be good for them”
(Hardy et al. 1998). In some parts of the world, a differ-
ent kind of complication arises from the language itself.
One American respondent to the study conducted by
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Kass and Hyder stated the following: “In many African
languages, there is no word for ‘research’ or ‘science.’
The word used is generally the same as the word for
‘medicine.” There is no concept of an experiment, place-
bos, etc., and despite the best translation of the most
simply worded consent form, many adult subjects still
have no understanding of the difference between being a
research subject and receiving medical treatment.”*® The
researcher went on to say that “[t]his should not be a
reason to exclude these people from research; in fact they
are often the population who will benefit most from the
research and the only population in whom the studies
can be done, e.g., persons at risk of naturally acquired
malaria or other tropical diseases.””’

It is important to distinguish the confusion that arises
from the therapeutic misconception from a related con-
sideration. In the research setting, participants often
receive beneficial clinical care. In some developing
countries, the type and level of clinical care provided to
research participants may not be available to those
individuals outside the research context. It is not a
misconception to believe that participants probably will
receive good clinical care during research. But it is a
misconception to believe that the purpose of clinical
trials is to administer treatment rather than to conduct
research. Researchers should make clear to research
participants, in the initial consent process and through-
out the study, which activities are elements of research
and which are elements of clinical care.

Recommendation 3.10: Researchers working in
developing countries should indicate in their
research protocols how they would minimize the
likelihood that potential participants will believe
mistakenly that the purpose of the research is
solely to administer treatment rather than to
contribute to scientific knowledge (see also
Recommendation 3.2).

Documentation of Informed Consent

Distinguishing between the substantive need to obtain
informed consent and the particular process by which
consent is documented is critical. The U.S. requirements
for documentation of informed consent (45 CFR 46.117)
can pose unnecessary barriers to research that conforms



to the substantive ethical standard for informed consent.
Problems arise, for example, from the need for written,
signed consent forms and from the amount of informa-
tion that is typically provided on U.S. consent forms for
a complex clinical trial. In some developing countries,
the requirement of documenting informed consent on a
written form signed by the research participants is
thought to be inappropriate. One obvious circumstance
is that of illiterate participants, who may be able to
understand information presented orally, but who find a
written form on which they are required to make their
mark useless. Moreover, in some cultures, people distrust
any signing process. This distrust is common even in
countries with a high literacy rate, such as Argentina and
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other Latin American countries, where people have lived
under oppressive regimes and fear that signing a docu-
ment could place them in jeopardy. Several examples that
illustrate these situations are provided in Exhibit 3.4.

At the same time, there is some evidence that
researchers can overcome many of the obstacles to
participants’ understanding of lengthy complicated
consent forms by devoting more time and effort to the
consent process. Several empirical studies of informed
consent carried out in developed countries describe a
fairly elaborate, multistage consent process aimed at
overcoming these barriers. Studies conducted in Chile,
the Netherlands, and Switzerland found that researchers
could overcome these barriers with three separate

Exhibit 3.4: Examples of Documentation of Informed Consent Requirements

m Sugarman and colleagues provided two examples in which requiring a signed informed consent document was

especially problematic: “...in one project involving many illiterate subjects, although thumbprints might be consid-
ered to be an appropriate means of documenting individual informed consent, local investigators did not use such
an approach because it too closely related to past police tactics and [was] believed to frighten potential research
participants. In another setting, where guerilla warfare was ongoing, the use of written informed consent posed a
risk to participants because these documents linked them to particular institutions.”*

The Ugandan document Guidelines for the Conduct of Health Research Involving Human Subjects in Uganda
rejects a requirement for written informed consent. This rejection stems from Uganda’s past experience of torture
and persecution of individuals found to be associated with particular enterprises and recognizes the sensitivity to
individuals’ reluctance to sign a piece of paper that attaches their name to an enterprise. Individuals who do not
wish to sign may put an “X” in place of a signature.® This is a good example of how procedural requirements can
be made sufficiently flexible to reflect social and cultural sensitivities.

Jean Pape, a Haitian researcher, discussed the complexity of the consent forms. He said that the forms are clearly
too lengthy and that over the past 22 years, he has found them to be increasingly complicated. He stated that
“[tlhey appear to be more concerned about legal implications for sponsor agencies than...with the welfare of the
volunteers. We cannot read them to volunteers because the only time a volunteer had a document like this read
to him was when he was in a court of law and had to sign some kind of papers. So this is changing the trust rela-
tionship that we have with our participants and, therefore, we have to explain it step by step.”*

Grace Malenga said of consent forms used in Malawi that providing too much information is likely to scare
patients. “You start asking questions or telling them to sign...some papers and immediately...they will look at
them, some of them have actually withdrawn.” Some people were willing to participate until they were asked to
sign a piece of paper.*

Nigerian researchers pointed to the length and complexity of informed consent documents and the need for writ-
ten consent as obstacles for those attempting to obtain consent from potential study participants.* In Marshall’s
study for NBAC, investigators agreed that individuals may have some anxiety about writing their signature or plac-
ing their thumbprint on a formal document because of uncertainties about whether the document could be used
against them. One investigator noted the following: “Even if they use a thumbprint, they [can] get suspicious. They
can't read so they wonder why [you need their thumbprint]. It's a big fear...the issue [has to do with] government
documents. [It's threatening] because they don’t know what they are signing or what they might be ‘giving away.” *®
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preparatory sessions conducted with potential partici-
pants (Rodenhuis et al. 1984; Sanchez et al. 1998;
Tomamichel et al. 1995). For example, in approving pro-
tocols, IRBs may waive documentation of informed con-
sent through a signature or a thumbprint, provided that
the researchers provide adequate justification for the
waiver and ensure adherence to the substantive ethical
standard of informed consent. It is NBAC’ view that in
such cases, the justification, while important, also must
pass public scrutiny, and we would encourage a process
by which these waivers were audited by a competent
body. Commentators to NBAC remarked that waivers
of written consent documentation should include
safeguards to ensure that individual consent is obtained.
The FDA requires that clinical trial data entail some
form of documentation of the consent process
(21 CFR 312.62(b) and 21 CFR 812.140(2)(3)(i)), which
means that an alternative form of documentation is
needed for those trials submitted to the FDA that do
not use individual signed consent forms. At the same
time, more information is needed to determine the extent
and magnitude of cultural differences in the informed
consent process.

Recommendation 3.11: U.S. research regulations
should be amended to permit ethics review com-
mittees to waive the requirements for written and
signed consent documents in accordance with
local cultural norms. Ethics review committees
should grant such waivers only if the research
protocol specifies how the researchers and others
could verify that research participants have given
their voluntary informed consent.

Recommendation 3.12: The National Institutes
of Health, the Centers for Disease Control and
Prevention, and other U.S. departments and
agencies should support research that addresses
specifically the informed consent process in
various cultural settings. In addition, those

U.S. departments and agencies that conduct
international research should sponsor workshops
and conferences during which international
researchers can share their knowledge of the
informed consent process.
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Conclusions

In many countries, cultural barriers can prevent the
informed consent process from being conducted in
precisely the same way stipulated by U.S. research regu-
lations. Investigators can, however, for the most part
overcome these barriers without violating the substantive
ethical standard that requires them to obtain individual
and voluntary informed consent from competent
research participants. One mechanism for addressing
problems in a culturally sensitive way—without compro-
mising ethical standards for obtaining voluntary
informed consent—is to work collaboratively with the
community in which the research will be carried out.
Informing and educating the local community before the
research begins can be helpful in recruiting volunteers
and ensuring that this recruitment is noncoercive.
Community education and consultation are important in
protecting the rights of potential participants during
recruitment, in promoting their understanding of the
research, and in providing additional information about
the study when relevant and necessary.

During the course of its deliberations, NBAC found
that there is a great deal of support in developing coun-
tries for the requirement of voluntary, individual
informed consent. The surveys conducted by Kass and
Hyder lend considerable support to the view that both
developed and developing country researchers view the
requirement to obtain voluntary informed consent as a
critical ethical standard. Adherence to this standard
requires that researchers disclose relevant information,
take steps to determine that potential participants under-
stand what they have been told, and ensure that each
individuals consent is voluntary. Nevertheless, for some
customs and traditions, some of the specific procedures
related to the process and documentation of informed
consent as stipulated in the U.S. regulations must be
modified. These procedures should be sufficiently flexi-
ble to be adapted for use in various developing countries.
The requirements of written consent and the participant’s
signature, mark, or thumbprint on consent forms are
procedures that ethics review committees should be
allowed to waive when researchers provide adequate
justification for such waivers.



Every competent adult should be able to decide freely
whether to participate in research, a position adopted in
previous NBAC reports (NBAC 1998; NBAC 1999).
Those who wish to cede that decision to another should
be able to do so, but the initial choice is still theirs. Often,
personal and local circumstances complicate this choice,
and many obstacles remain to achieving an ideal process.
Nevertheless, adherence to a countrys customs and
traditions need not compromise the ethical standard of
informed consent. In some circumstances, researchers
should have greater flexibility in determining how they
inform participants about the research and in the meth-
ods they use to document consent. In addition, potential
participants may wish to involve family members in their
decision to participate, and researchers may need to
obtain a community leader’s permission before approach-
ing individuals in the recruitment process. NBAC
believes that these recommendations represent only the
first steps toward eventually reaching a point at which
every competent individual, based on adequate informa-
tion, can voluntarily make his or her own decision about
participating in research.

Notes

1 The material in this chapter benefited from reports prepared by
several NBAC consultants, articles published in the literature, and
two unpublished studies provided to NBAC by researchers from
South America (Hardy et al. 1998; Sanchez et al. 1998). The con-
sultants’ reports are as follows: Kass, N., and A. Hyder, “Attitudes
and Experiences of U.S. and Developing Country Investigators
Regarding U.S. Human Subjects Regulations,” Marshall, P, “The
Relevance of Culture for Informed Consent in U.S.-Funded
International Health Research,” and Sugarman, J., B. Popkin,

E Fortney, and R. Rivera, “International Perspectives on Protecting
Human Research Subjects.” These background papers were
prepared for NBAC and are available in Volume II of this report.

2 We acknowledge that the principle of respect for persons also
permits the foregoing of voluntary informed consent in certain sit-
uations, such as research involving those who lack the capacity to
give consent, research involving only minimal risk, or emergency
research. These areas pose their own unique issues, which will not
be addressed in this report.

3 See Kass and Hyder; Marshall; and Sugarman et al.
4 See Sugarman et al., 10.

5 From data collected by Kass, N., and L. Dawson, 1999,
Preliminary Focus Group Report, 9. For Kass, N., and A. Hyder,
“Attitudes and Experiences of U.S. and Developing Country
Investigators Regarding U.S. Human Subjects Regulations.”

National Bioethics Advisory Commission
i

6 See Marshall, 18.

7 Plowe, C., Testimony before NBAC. February 29, 2000. Herndon,
Virginia; Pape, J.P, Testimony before NBAC. February 29, 2000.
Herndon, Virginia.

8 See Sugarman et al., 17.
9 See Kass and Hyder.
10 See Marshall, 34.

11 Sommer, A., Testimony before NBAC. September 16, 1999.
Arlington, Virginia. Meeting transcript, 214.

12 See Kass and Hyder, 6.
13 See Marshall, 17.

14 Pape, J.P, Testimony before NBAC. February 29, 2000.
Herndon, Virginia.

15 Tbid., 32.
16 See Marshall, 15.

17 Plowe, C., Testimony before NBAC. February 29, 2000.
Herndon, Virginia. Meeting transcript, 151.

18 Pape, J.P, Testimony before NBAC. February 29, 2000.
Herndon, Virginia.

19 See Kass and Hyder.

20 From data collected by Kass, N., and L. Dawson, 1999,
Preliminary Focus Group Report. For Kass, N., and A. Hyder,
“Attitudes and Experiences of U.S. and Developing Country
Investigators Regarding U.S. Human Subjects Regulations.”

21 See Kass and Hyder, 43.

22 From data collected by Kass, N., and L. Dawson, 1999,
Preliminary Focus Group Report, 8. For Kass, N., and A. Hyder,
“Attitudes and Experiences of U.S. and Developing Country
Investigators Regarding U.S. Human Subjects Regulations.”

23 See Marshall, 34.
24 1bid., 22.

25 From data collected by Kass, N., and L. Dawson, 1999,
Preliminary Focus Group Report, 1. For Kass, N., and A. Hyder,
“Attitudes and Experiences of U.S. and Developing Country
Investigators Regarding U.S. Human Subjects Regulations.”

26 Plowe, C., Testimony before NBAC. February 29, 2000.
Herndon, Virginia.

27 See Kass and Hyder, 43.

28 Sugarman and colleagues state that “investigators in one coun-
try repeatedly noted that patients who might be asked to enroll
in a medical study would be skeptical of an investigator who

did not involve the family in the decision making process.”

See Sugarman et al., 9.
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29 See Marshall, 28.

30 The Constitution of the Republic of Uganda. Available at
www.federo.com/Pages/Uganda_Constitution_1995.htm. Last
accessed January 12, 2001.

31 Loue, S., Testimony before NBAC. October 21, 1999.
Washington, D.C.

32 Plowe, C., Testimony before NBAC. February 29, 2000.
Herndon, Virginia. Meeting transcript, 106.

33 See Kass and Hyder, 56.
34 Ihid., 57.

35 This same principle is implicit in 45 CFR 46.111(a)(1), stating
that in reviewing research, IRBs must determine that risks to sub-
jects are minimized.

36 See Kass and Hyder, 41.
37 Thid.
38 See Sugarman et al., 11.

39 Loue, S., Testimony before NBAC. October 21, 1999.
Washington, D.C. Meeting transcript, 28-29, 40.

40 Pape, J.P, Testimony before NBAC. February 29, 2000.
Herndon, Virginia. Meeting transcript, 32.

41 Malenga, G., Testimony before NBAC. February 29, 2000.
Herndon, Virginia. Meeting transcript, 61.

42 See Marshall, 24.
43 Thid., 26.
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Chapter Four

When Research Is Concluded—
Access to the Benetits of
Research by Participants,
Communities, and Countries

Introduction

iscussions of the ethics of research involving human

beings usually center on issues regarding research
design and approval and how individuals’ rights and
welfare are protected when they are enrolled in research
protocols. The same has been true of the application of
the Common Rule, which addresses only tangentially
what happens after a research project has ended by
requiring that research participants must be informed in
advance about what benefits (in the form of a proven
effective medical intervention), if any, will be provided if
they are injured during the course of the research. (At the
risk of creating semantic confusion, post-trial medical
interventions are conventionally—and frequently in this
report—described generically as “benefits.”) Other ques-
tions about what should happen after a trial is completed
are left unaddressed by U.S. guidelines. In the context of
domestic research, this oversight is understandable.
Although ethical issues certainly arise when many have
no guarantee of access to an adequate level of health care
services (which is true today for an estimated 44 million
Americans, who lack public or private health insurance,
to say nothing of the millions more whose insurance
plans [including Medicare] do not adequately cover the
cost of drugs and medical devices), these issues are usu-
ally related to access to health care services, not the ethics
of health research.

In recent years, however, as research sponsored by
government agencies, foundations, and private compa-
nies in developed countries increasingly has been con-
ducted in developing countries, officials in some of these
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countries—as well as leaders of international bodies con-
cerned with research ethics—have begun to insist that
the ethics of research address what happens when a
study ends. The questions raised—such as what should be
provided to research participants, and by whom, after their
participation in a trial has ended, and what, if anything,
should be made available to others in the host community or
country?—have obvious implications for domestic
research as well, especially when such research is carried
out among members of economically disadvantaged
and/or socially or geographically isolated groups. But the
questions of post-trial obligations have been raised first,
and most urgently, in the context addressed by this
report—that is, clinical trials conducted in developing
countries by researchers and sponsors from the United
States and other developed countries.

This concern springs from the stark reality that in
many developing countries, a large portion of the popu-
lation lives in poverty and cannot pay for needed health
care services, and the government cannot provide for
their health care needs. Consequently, the governments
of and most people who live in the developing countries
where new medical interventions have been tested can-
not afford them. Indeed, a survey commissioned by the
National Bioethics Advisory Commission (NBAC) of
researchers from the United States and abroad conducted
by Nancy Kass and Adnan Hyder revealed that 33 per-
cent of the U.S. researchers and 48 percent of researchers
abroad believe that the interventions being tested in their
research are unlikely to be available to most host country
residents in the foreseeable future.! Furthermore, data
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provided by clinical trials in poor nations are sometimes
important for the development and approval of new
drugs, biologics, and devices in wealthy nations whose
citizens therefore derive benefits that remain unavailable
to those who live in the very nations where the trials were
conducted. A researcher from a developing country who
participated in an NBAC survey summarized the deeply
problematic nature of this situation by saying that
“[i]t should be made a requirement that [if developing
country] research involving testing of drugs and other
interventions [is] found efficacious, the participating
populations should be among the first ones to benefit, at
affordable costs.™

In addressing the topic of post-trial obligations,
NBAC realizes that any changes in government policy
should take into account a host of specific contextual
factors, such as the following:

m  Who is entitled to receive what benefits?

m  What benefits should be provided to participants
after the trial is completed—the intervention being
tested, another intervention for the same condition,
or some unrelated medical or nonmedical good
that is relevant to a significant problem in the host
country?

m How is what should be provided to participants
affected by the outcome of the clinical trial?
Specifically, is the obligation to provide post-trial
benefits stronger when a pivotal clinical trial shows a
statistically and clinically significant superiority of
outcomes in the intervention group than when the
evidence of benefit and safety is weaker?

®m  What is the cost of providing continued access to the
intervention, and who is responsible for providing it?

®  What mechanisms should be used to implement this
responsibility, and how might these differ, depending
on whether the research sponsor is an international
pharmaceutical company eager to develop a new
product for the world market, a government agency
or nonprofit foundation responding to a request
for funds from a group of investigators, the host
country itself, or some combination of these or other
sponsors?

Whether the concern is continuing a research inter-
vention for participants after a trial has ended or making
an intervention more widely available within the host
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country, certain issues must be addressed. For example,
deciding when a particular trial has demonstrated a new
intervention’s effectiveness will seldom be a simple
matter, and those who are trying to provide access to
post-trial benefits must confront a number of economic
and practical barriers in many developing countries. But
in other respects, the issues regarding continuing benefits
for research participants differ sufficiently from those
regarding ensuring access for others in the host country
that they require separate treatment.

Obligations to Research Participants

The obligations of sponsors and investigators to research
participants have always been of central importance in
research ethics. Over the years, these obligations—such
as ensuring equitable selection of participants, minimiz-
ing risks and ensuring that they are reasonable in relation
to potential benefits, and obtaining voluntary informed
consent—have been formalized in government regula-
tions and in international and professional guidelines. In
a previous report, NBAC explored the issue of post-trial
obligations to a particular group of patients involved in
research studies and concluded that medical follow-up is
warranted for research participants with mental disorders
(NBAC 1998).

Should this position be generalized to other research
participants, especially in developing countries? In recent
years, a number of international organizations and
national research regulators have moved in this direction.
For example, in November 2000, the World Medical
Association (WMA) adopted the latest revision of the
Declaration of Helsinki: Ethical Principles for Medical
Research Involving Human Subjects, which for the past
three decades has been the most widely recognized state-
ment of ethical principles for research involving human
beings. For the first time, the Declaration contains a
provision concerning the need for some benefits to
accrue to research participants. Principle 30 states that
“[a]t 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” (WMA 1964, as amended in 2000).

National guidelines on research have also recently
begun to address the post-trial obligations of sponsors and
researchers to participants. The requirements promulgated



thus far by developed nations have been modest, simply
indicating that access issues should be dealt with before
the start of research rather than imposing an affirmative
obligation to make interventions available. In the United
Kingdom, the Medical Research Council’s (MRC5) Interim
Guidelines for Research Involving Human Participants in
Developing Societies: Ethical Guidelines for MRC-Sponsored
Studies states that “[iln anticipation of any beneficial
results of therapeutic research, there should normally
be discussion in advance with relevant parties in the
developing society...about subsequent availability of the
relevant product to local inhabitants” (MRC-UK 1999,
Specific Consideration 9). Canada’s Tri-Council Policy
Statement: Ethical Conduct for Research Involving Humans
provides that the research ethics board should examine
“the issue of continuing access after the trial” (MRC-CA,
NSERC, and SSHRC 1998, Commentary to Article 7.2).
Similarly, the guidelines issued by some nations that host
research have begun to address such post-trial obliga-
tions. For example, South African guidelines refer directly
to the availability of treatment to research participants
after a trial is completed:

The arrangements, if any, for continuing to supply the
superior treatment, if any, after the end of the study
should be known at the beginning of the study and
declared to all potential participants. Any special
arrangements should be honored. Participants do not
have the right to claim ongoing treatment with a new
unlicensed medicine unless special arrangements
have been made at the time of the trial (MRC-SA
1993, Sect. 10).

Guidelines from other developing nations have taken
the next step; they do not merely insist that the issue be
addressed, but they impose affirmative obligations to
provide effective interventions to research participants
and in some cases to the general population as well. For
example, the Ugandan document Guidelines for the
Conduct of Health Research Involving Human Subjects in
Uganda obliges investigators to “make every effort to
ensure its [an effective intervention, if available] provi-
sion, without charge, to participants in the trial following
the conclusion of the trial” (National Consensus
Conference 1997, Sect. V. Part D. 4). In Brazil, the
National Health Council (NHC) approved a resolution
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that “research involving human subjects...must...ensure
the research subjects the benefits resulting from the
research project, in terms of social return, access to pro-
cedures, products or research agents” (NHC 1996,
II1.3(p)). The resolution also provides that “in case of
research conducted abroad or with external cooperation”
evidence “of commitments and advantages to the
research subjects and to Brazil, which will result from the
implementation of the research” must be submitted
(NHC 1996). Another resolution states that “...access to
the medicine being tested must be assured by the spon-
sor or by the institution, researcher, or promoter...in the
event its superiority to the conventional treatment is
proven” (NHC 1997, IV.1(m)).

In addition to the Declaration of Helsinki, other inter-
national documents make recommendations that would
impose post-trial obligations. The Joint United Nations
Programme on HIV/AIDS (UNAIDS) was the first organ-
ization to make recommendations that explicitly focus on
resolving drug access problems as part of international
collaborative research. Not only does the UNAIDS docu-
ment Ethical Considerations in HIV Preventive Vaccine
Research endorse the notion that planning for the avail-
ability of the proven intervention must begin before the
start of the research, it also identifies in general terms the
parties that should be part of that process and the issues
that need to be addressed. Guidance Point 2 states that
“lalny HIV preventive vaccine demonstrated to be safe
and effective...should be made available as soon as pos-
sible to all participants in the trials in which it was
tested.....Plans should be developed at the initial stages of
HIV vaccine development to ensure such availability.”
The document further explains that “[a]t a minimum, the
parties directly concerned should begin this discussion
before the trials commence” (UNAIDS 2000, 13-14).

What are some other reasons to recognize the obliga-
tion to care for research participants after a clinical trial
has been completed? One source of support for doing
so comes from researchers themselves. The Kass/Hyder
survey revealed that a substantial percentage of the
researchers surveyed had plans to distribute interven-
tions that were proven effective to some participants
at the conclusion of the research; 43 percent of
U.S. researchers surveyed and 32 percent of developing
country researchers surveyed planned to distribute the
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intervention to the entire study population at the conclu-
sion of the study. About a third of the researchers sur-
veyed planned to provide the intervention to participants
for two to five years, and another third for more than
five years.” One U.S. researcher described plans made
by the research team to provide medication to study
participants:

I would feel uncomfortable if T thought there was no
chance what we were doing would be of benefit to
that country. It doesn’t have to be a benefit to that
country the day the study ends. The day the study
ends, though, I do think that all the participants
in the trial should have the benefit of whatever
was found to be the best therapy....We had made
provisions for them not to just get [experimental
treatment], but to get the [existing treatment] they
were going to be placed on...indefinitely. *

Besides the examples of other nations and the beliefs
of researchers, a number of reasons have been offered to
justify the claim that participants should receive needed
interventions that have been proven effective as a result
of their research participation. Two prominent perspec-
tives involve the nature of the special relationship that
exists between researchers and research participants and
the application of the concept of justice as reciprocity.

The Researcher-Participant Relationship

Ethicists have struggled to distinguish the researcher-
participant relationship from the physician-patient rela-
tionship, because of concern regarding researchers’
competing obligations to sponsors, institutions, and sci-
ence that may affect the care they can offer participants.
Indeed, such conflicts provide much of the rationale for
the development of the federal regulations that are
designed to protect human research participants.
Furthermore, commentators have noted that problems
arise when research participants in protocols that con-
cern diseases or conditions that affect them directly think
of themselves as the recipients of health care services
rather than as research subjects. The trust that potential
participants place in the medical profession undoubtedly
affects their willingness to participate. Recognizing the
resulting complications for the informed consent process,
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Chapter 3 of this report—and other work being under-
taken by the Commission—suggests some mechanisms
for minimizing the therapeutic misconception.

Although these efforts to distinguish research from
treatment are appropriate, it is clear that participation in
a clinical trial resembles treatment because the health sta-
tus of participants may be altered by their participation.
Consequently, if all intervention by the research team
ends when the trial is over, participants may experience
a loss and feel that the researchers in their clinical role
have abandoned them. This sense of loss can take several
forms. The starkest form arises when participants in a
clinical trial are worse off at the conclusion of the trial
than they were before it began. Being worse off does not
mean that they were harmed by the research. It can sim-
ply mean that their medical condition has deteriorated
because they were in the less advantageous arm of the
protocol. Such an outcome—particularly when partici-
pants are worse off than they would have been had they
received standard treatment or if they had been in the
other arm of the trial—underlines the extent to which
any research project can depart from the Hippocratic goal
of “do no harm,” despite the best intentions and efforts of
all concerned. When such a result occurs, efforts to
restore participants to at least their pretrial status could
be regarded as attempts to reverse a result that would
otherwise be at odds with the ethical principles of non-
maleficence and beneficence.

Ironically, people who have benefited from an exper-
imental intervention may also experience a loss if the
intervention is discontinued when the project ends. It
might be said that this is a risk the participants accept by
enrolling in the trial. But participants who are ill when
they enter the research protocol may not be able to
appreciate fully how they will feel when they face a dete-
rioration in their medical condition (once the trial is
completed) after having first experienced an improve-
ment, even if the net result is a return to the status quo
ante. One way to mediate or reduce the burden of such
an existential loss (the experience of loss as perceived by
the research participant) and to sustain an appropriate
level of trust between potential participants and the
research enterprise is to continue to provide to research
participants an intervention that has been shown to be



efficacious in the clinical trial if they still need it when the
trial is over.

Although the need to respond to the sorts of losses
experienced by participants provides one justification for
recognizing an obligation to continue to care for partici-
pants after a trial ends, many questions remain regarding
the scope of the obligation as well as the circumstances in
which it applies. For example, considerations of how
effective an intervention is shown to be or the seriousness
and clinical trajectory of the underlying condition clearly
are pertinent factors. It seems reasonable to conclude that
the greater and clearer the health benefit to participants,
the stronger the obligation. Another issue is whether the
relationship with the researcher, rather than the provi-
sion of the intervention, should continue. There is con-
siderable evidence that a major benefit of being in a
clinical trial derives from the quality of general care pro-
vided by the research team, not just the experimental
intervention. Yet, it is doubtful that merely recognizing
the value of the clinical activities that are inherent in the
researcher-participant relationship is compelling enough
to generate an open-ended obligation to provide all med-
ical care—regardless of its relevance to the research—to
participants indefinitely.

Justice as Reciprocity

Another perspective that is said to provide a justifica-
tion for the provision of post-trial medical interventions
to research participants arises from considerations of jus-
tice. Justice is a broad concept, encompassing several
more specific concepts. Broadly, questions of justice ask,
“What does this individual or group deserve?” One famil-
iar conception of justice is distributive justice, which deals
with the fair allocation of society’s benefits and burdens.
In the research context, distributive justice requires that
no group or social class be disproportionately exposed to
the risks and inconveniences of serving as participants in
research that aims to develop medical interventions to
benefit the entire population.

Justice as reciprocity, on the other hand, is concerned
with what people deserve as a function of what they have
contributed to an enterprise or to society. In the context
of clinical trials, justice as reciprocity could mean that
something is owed to research participants even after
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their participation in a trial has ended, because it is only
through their acceptance of risk and inconvenience that
researchers are able to generate findings necessary to
advance knowledge and develop new medical interven-
tions. Of course, the sense that they have made a contri-
bution is especially strong at the completion of a
successful trial—that is, one that establishes the efficacy
and safety of an intervention. Yet, negative results also
can be important in research, and the case for obligations
of reciprocity may actually be stronger for those who par-
ticipate in a trial in which the intervention has not been
proven effective, because these participants are less likely
to have benefited from their involvement.

Several problems are involved in the application of
justice as reciprocity to clinical trials in developing coun-
tries. First, when post-trial treatment has not been prom-
ised to individuals, the fact that the trial has produced a
success does not itself generate an obligation to go
beyond the terms accepted by the participants when they
enrolled. Although a sense of gratitude to participants
under such circumstances would be understandable, this
is not the same as an obligation to continue to provide
the intervention when the study is over. Because the
argument for reciprocity rests on the willingness of
research participants to sacrifice their time (and even
their well-being) to help advance knowledge, what is
owed them can be no greater than what is owed those
who made the same gift to a research project that may not
have proved a particular medical innovation to be suc-
cessful. Thus, if there is an argument in favor of “repay-
ing” participants in a successful trial (one that resulted in
an effective intervention) by continuing to provide the
intervention after the trial is over, while not doing the
same for participants in earlier trials, which, although
unsuccessful, contributed to the eventual development of
the effective intervention, it would appear to be a practi-
cal one. Difficulties in identifying participants in earlier
unsuccessful trials and delivering the intervention to
them, perhaps years after a trial is completed, might
present obstacles that cannot reasonably be overcome.

A different problem would arise if applying the prin-
ciple of reciprocity led to the inclusion of post-trial inter-
ventions in the initial design of the project. Indeed, great
care must be exercised in this regard. On the one hand,
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making a commitment to provide interventions to those
who participated in establishing their value would over-
come the argument that participants’ initial consent
negates the claim that they deserve a reciprocal gift from
the researcher: If post-trial benefits are part of the induce-
ment to participate, they would, of course, need to be
provided. (Although this provision would in the first
instance simply honor the contract between researcher
and participant, in a deeper sense, including the post-
trial benefit in the research plan could be said to reflect
the need to reciprocate for what the participants are giv-
ing to the research.) On the other hand, the promise to
continue to provide a successful intervention after the
trial may exacerbate the therapeutic misconception and,
in certain instances, even amount to an undue induce-
ment to potential participants to enroll in the research.
Indeed, in its examination of the general rules for
research, NBAC has taken the position that in comparing
the expected risks and benefits of research protocols,
ethics review committees should exclude any potential
post-trial interventions from the category of benefits.

If the cautions about the therapeutic misconception
lead researchers to omit any mention of post-trial bene-
fits from the informed consent process (which is not
inconsistent with discussing the possibility of such bene-
fits with research sponsors, the ethics review committee,
and representatives of the host country), is there any
room to apply the concept of justice as reciprocity when,
in fact, a research project has established the value of
an intervention? As with the effect of the researcher-
participant relationship, where it seems reasonable to
conclude that at the outset of research, participants can-
not fully anticipate the loss they might experience when
all interventions cease at the end of the trial, it also may
be difficult in advance for either participants or
researchers to fully appreciate the sense of injustice that
would arise if participants were left in need while others
(the researchers as well as patients who will receive the
newly proven intervention) benefited from the success to
which the participants had made such an essential con-
tribution. In such circumstances, a narrow reading of the
relevant obligations would surely be met with the ques-
tion, “Don't they deserve better treatment than this?”
That question is likely to become even more powerful in
cases in which participants in a poor country already face
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many hardships and the beneficiaries of the research are
patients, scientists, and companies in a wealthy country,
such as the United States. It is unjust to deny them
benefits based on the argument of justice as reciprocity.
But it is also unjust because participants in these studies
(especially studies that are shown to produce a benefit
retrospectively) may be disadvantaged by the unequal
relationship that exists between themselves and others
(e.g., their own country’s officials who approved the
project, the foreign sponsors, the researchers).

Thus, although the strength of the obligation depends
on the specific circumstances of a clinical trial, situations
will arise in which a fair reading of justice as reciprocity
would lead to the conclusion that participants are due
some benefit at the end of the trial commensurate with
what they have contributed. Yet, recognizing the justifi-
cation for such an obligation is not the same as specify-
ing the nature of the benefit itself. Some commentators
have argued that it is particularly appropriate that the
benefit should relate directly to the interventions studied
in the research project. Making the benefit responsive to
the health needs of the participants provides an addi-
tional way to ensure that research participants are not
exploited. But given the considerable variations in local
context, the presumption in favor of this form of com-
pensation probably should not be mandatory and might
be overridden if those who can speak with moral author-
ity for the host community present good reasons why
alternative forms of compensation would provide a more
appropriate benefit. The notion that there should be
some intrinsic connection between what people have
contributed by participating in the research and what is
returned to them opens the door to the provision, for
example, of other health care services of comparable
value to the newly proven intervention, while not allow-
ing some other good—such as a new soccer stadium—to
be regarded as appropriate.

The difference between justifying post-trial obliga-
tions to participants based on the moral nature of the
researcher-participant relationship and justifying such
obligations based on justice as reciprocity is illuminated
by comparing what is owed to participants in a control
group who did not receive the experimental intervention
and what is owed to those who did receive the interven-
tion. Although justice as reciprocity would lead to treating



the two groups similarly because both suffer from the
illness and undertook the risks of research, what is owed
the two groups from the perspective of the researcher-
participant relationship could differ. This is because only
the participants who actually benefited would experience
a loss if the intervention were discontinued. Of course, if
the experimental intervention turns out to be ineffective,
and a control group in the study received an established
effective treatment, then those in the control group
would experience loss at the end of the trial. This leads
to the question of whether those in the experimental
group should be provided with the established effective
treatment that benefited the control group. Responding
to these dilemmas—for which there are no easy solu-
tions—depends on the context of each research project.
At the very least, it would be highly desirable if collabo-
rating parties in international research negotiated and
reached agreements in advance on this and similar issues.
Because potential participants are most affected by the
research and its aftermath, researchers should consider
including representatives from the community being
studied in these negotiations and agreements.

What Should Be Provided to
Communities and Countries?

Once it is recognized that research projects should some-
times arrange to provide post-trial benefits to partici-
pants, a question arises about the justice of differentiating
between former trial participants and others in the host
community who need similar medical treatments. A
competing concept of justice—typically referred to as the
principle of fairness—is to treat like cases alike, and treat
different cases differently. To implement this concept, the
equivalence of persons or situations must be determined.
For example, should family members (or others) who
suffer from the same illness as participants be treated as
like cases with respect to receiving an effective treatment?
Similarly, are the claims to treatment of people who were
eligible for and willing to participant in a clinical trial but
who for any number of reasons were not selected com-
parable to the claims of those who were selected? Or are
such cases not sufficiently similar because participants
undertook the risks and experienced the inconveniences
of the research?
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In NBACks view, the relevant distinction between
research participants and these other groups of individu-
als is that research participants are exposed to the risks
and inconveniences of the study. Moreover, a relationship
grounded in trust and care exists between participants
and researchers that does not exist for others. The con-
cept of justice as reciprocity addresses what people
deserve as a function of what they have contributed to an
enterprise or to society and the related risks that they
undertook. These ethical considerations support the
argument for providing effective interventions to research
participants after a trial is completed.

On what basis then can one justify an ethical obliga-
tion to make otherwise unaffordable (or undeliverable)
effective interventions available to members of the
broader community or host country? Given that global
inequities in wealth and resources are so vast, expecting
governmental or industrial research sponsors to seek to
redress this particular global inequity is unfair and unre-
alistic, especially when no such requirement exists in
other spheres of international relationships. Typically, it is
not the primary purpose of clinical trials to seek to
redress these inequities.

Some have urged, however, that those who sponsor
and conduct research are obligated to provide effective
interventions after a study is completed to the population
from which the research participants were drawn. One
group of commentators offers the following rationale for
this position:

Research is, by definition, designed to create general-
izable knowledge, and is legitimate in a developing
country only if its purpose is to create generalizable
knowledge that will benefit the citizens of that coun-
try. If the research only has the potential to benefit the
limited number of individuals who participate in the
study, it cannot offer the benefit to the underdevel-
oped country that legitimizes the use of its citizens as
research subjects. It should be emphasized that
research whose goal is to prevent or treat large popu-
lations is fundamentally public health research, and
public health research makes no sense (and thus
should not be done) if its benefits are limited to the
small population of research subjects (Glantz et al.
1998, 41).
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Grace Malenga, a researcher from Malawi, testified
before NBAC about clinical trials conducted in her coun-
try in which mefloquine was found to be more effective
against malaria than either quinine or chloroquine; how-
ever, 20 years after the study was completed, mefloquine
has yet to be used there.” Christopher Plowe, a malaria
researcher from the United States, expressed a similar
view. When asked if he thought whether there is an eth-
ical obligation to provide some benefit to the country in
which the research is conducted, Plowe testified that he
would have questions about conducting a mefloquine
study in Malawi, knowing that it would remain very
expensive and thus inaccessible in that country.® In con-
trast, a more cost-effective and efficacious anti-malarial
study involving sulfadoxine-pyrimethamine was com-
pleted in Malawi in early 1992. This study regimen has
been implemented as national policy by the Malawi
Ministry of Health (Schultz et al. 1996).

A number of international and national guidelines
recognize post-trial obligations to host communities and
countries. The commentaries under the Council for
International Organizations of Medical Sciences
(CIOMS) International Ethical Guidelines for Biomedical
Research Involving Human Subjects, Guideline 8, “Research
Involving Subjects in Underdeveloped Communities,”
and Guideline 15, “Obligations of Sponsoring and Host
Countries,” provide support for the obligation of spon-
sors to make the products of research available. The lan-
guage used in the two commentaries is similar. Although
they both provide that, as a general rule, effective inter-
ventions developed through research should be made
“reasonably available,” the guidelines are inconsistent in
specifying who should be the recipients of such products.
Commentary from Guideline 8 refers to “inhabitants of
the underdeveloped community in which the research
was carried out” (CIOMS 1993, 26), while Guideline 15
refers to “the inhabitants of the host community or coun-
try” (CIOMS 1993, 45). Both guidelines also indicate that
the agreement to provide effective interventions after
completion of the study (or to make exceptions to the
general rule) should be reached in advance of the
research (CIOMS 1993). Later, this chapter will address
in more detail the issue of prior agreements. Regarding
the “reasonable availability” clause, although consider-
able discussion has occurred about its meaning and how
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it should be applied, to date no consensus has been
reached.

Another international document, the World Health
Organization’s (WHO’s) Operational Guidelines for Ethics
Committees That Review Biomedical Research, refers to the
consideration of the availability of successful interven-
tions in the host community in the ethics review process.
The document states that “a description of the availabil-
ity and affordability of any successful study product to
the concerned communities following the research”
should be considered as part of the ethical review process
(WHO 2000, para. 6.2.6.6). The UNAIDS Guidance
Document provides that effective HIV vaccines should be
made available not only to research participants, but also
“to other populations at high risk of HIV infection”
(UNAIDS 2000, 12).

Finally, the recently revised Declaration of Helsinki
contains a new provision concerning the need for the
accrual of some potential benefit to the population in
which the research is conducted. Principle 19 states that
“[mJedical research is only justified if there is a reason-
able likelihood that the populations in which the
research is carried out stand to benefit from the results of
the research” as well (WMA 1964, as amended in 2000).

As noted earlier, the document Guidelines for the
Conduct of Health Research Involving Human Subjects in
Uganda makes a distinction between the post-trial obli-
gations owed by investigators to research participants
and to the host community. In contrast to the investiga-
tor’s charge to make “every effort to ensure its provision”
to participants following the conclusion of the trial, in the
case of the local community in which the research
occurred, “the investigator shall make a reasonable effort
to secure the products availability” (National Consensus
Conference 1997, Sect. V. Part D.4).

Several provisions from Brazil addressing access to
benefits by participants and others were discussed earlier
in this chapter. However, there is another provision in the
1996 resolution that states that research should “guaran-
tee the individuals and communities where the research
was undertaken a return on the benefits obtained in the
research” (NHC 1996, 111.3 (n)).

This discussion about documents that support the
idea of post-trial obligations to the host community or
country also should include the Belmont Report: Ethical



Principles and Guidelines for the Protection of Human
Subjects of Research of the National Commission for the
Protection of Human Subjects of Biomedical and
Behavioral Research (National Commission 1979) and the
Statement on Benefit Sharing of the Ethics Committee of
the Human Genome Organisation (HUGO 2000) (the
international organization of scientists involved in the
Human Genome Project—the global initiative to map and
sequence the human genome). Chapter 1 of the Belmont
Report sets forth the “responsive-to-needs” requirement
as a manifestation of the core ethical principles of benefi-
cence and respect for persons. The justification for requir-
ing that research be responsive to the health needs of the
population involved in it also rests on a concept of justice
that was articulated by the National Commission as the
third basic tenet of research ethics. In conjunction with its
discussion of justice and the distribution of the benefits
and burdens of research, the Belmont Report touches indi-
rectly on the issue of making effective interventions avail-
able to those populations upon which they were tested:

[Wlhenever research supported by public funds leads
to the development of therapeutic devices and proce-
dures, justice demands both that these not provide
advantages only to those who can afford them and
that such research should not unduly involve persons
from groups unlikely to be among the beneficiaries of
subsequent applications of the research (National
Commission 1979, 10).

The Belmont Report’s concept of justice encompasses
the prospect of making effective interventions available
to a population that is larger than that of the research
participants, whether the population is a poor group
within a wealthy society or one that lives in a developing
country and is participating in a study sponsored and/or
conducted by a developed country.

The Ethics Committee of HUGO in April 2000 issued
a Statement on Benefit Sharing, which recommends that
“all humanity,” not just research participants, share in the
benefits of genetic research. The statement resulted from
the recognition that “expenditures by private industry for
genetic research now exceed the contributions of govern-
ments” (HUGO 2000, Section A). The Ethics Committee
recommended prior discussion with individuals and
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communities about benefit sharing, including “consider-
ation of affordability and accessibility of eventual therapy,
and preventive and diagnostic products of research”
(HUGO 2000, Section G). It further recommended that
for-profit entities engaging in genetic research donate a
percentage of their annual net profit “to the health care
infrastructure or for vaccines, tests, drugs, and treatments,
or to local, national, and international humanitarian
efforts” (HUGO 2000, Section G).

NBAC believes that an ethical obligation to make
effective interventions available to the developing host
country arises from the concept of distributive justice,
which refers to a fair and equitable distribution of social
benefits and burdens. In the research context, distribu-
tive justice demands that no one group or class of per-
sons assumes the risks and inconveniences of research if
that group or class is unlikely to benefit from the fruits of
that research. When research is conducted in the devel-
oping world, the huge power disparity between rich and
poor nations manifests itself in two ways. In most cases,
the developed world sets the research agenda and carries
out the research. The involvement of developing coun-
tries in these activities is generally still limited (although
it is gradually changing), and in only a few instances do
they function as full and equal partners in either respect.
Moreover, although it assumes very few of the burdens
of research, the developed world receives the great
majority—and in some cases, all—of its benefits because
it can afford to buy the interventions that are proven to
be effective. The burdens of research, in contrast, are
borne by developing countries whose poorest inhabitants
serve as research participants, but these countries rarely
share the benefits, because many interventions are
beyond the economic reach of both the research partici-
pants and their governments. Under these circumstances,
the concept of distributive justice supports a fair and
equitable distribution of research benefits to the host
community or country. However, crafting practical and
economically feasible solutions that support distributive
justice in research conducted in the developing world is
one of the most difficult challenges in international
research.

Data suggest that in international research, post-trial
benefits are being provided to developing countries. In
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the Kass/Hyder survey of U.S. and developing country
researchers, 29 percent of U.S. and 22 percent of devel-
oping country respondents stated that the intervention
being tested in their study would be available to the
entire host country at the conclusion of the research.”
Researchers listed a variety of parties to these agreements
for making the interventions available as well as different
sources of funds, including those from U.S. and interna-
tional funding agencies as well as host country govern-
ments. Clearly, in some cases, plans for providing
effective interventions to host countries can be negotiated
before the research ends; however, further work in this
area is needed to implement and expand successful
strategies.

Who Should Provide Post-Trial
Benefits?

Determining who should be responsible for providing
post-trial benefits to research participants and host com-
munities or countries is an especially difficult problem.
This report has referred generally to the obligations of
researchers or sponsors. But it is evident that these cate-
gories cover a diverse set of individuals and entities, with
different resources, roles, and responsibilities in the
research process. These differences will influence the
nature of the obligations that each party should shoulder.

Obligations of Researchers

Although individual researchers do not usually have
either the resources or the authority to directly provide
post-trial benefits to participants or host countries, they
can play an important role in helping to ensure that such
arrangements are in place. As described earlier, the
researcher-participant relationship gives rise to certain
obligations regarding how participants are treated before
and during a clinical trial, but these obligations generally
do not extend to the post-trial distribution of resources
and the economic, social, and health policy implications
of such activities.

In NBAC’ view, however, the post-trial obligations of
researchers do extend to some kind of an advocacy role.
The researcher’ basic and generally accepted responsibility
is to respect the participants (and the community they
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represent) by informing them about the research and
their role in it, obtaining meaningful consent, enrolling
participants in clinical trials only when there is a reason-
able balance between risk and potential benefits, and
designing the study in such a way that it addresses a
pressing health problem.

Researchers can further fulfill their ethical obligation
to participants and host countries by ensuring that the
issue of access to effective interventions and other post-
trial benefits is considered at each stage of the research
process, especially the planning and design stages. This
means discussing with relevant parties the potential for
making effective interventions available and serving as an
advocate, assuming that the trial results are positive. This
does not mean that researchers must negotiate directly
with host country governments or international agencies,
although they may make recommendations and serve as
consultants. This advocacy role follows from the
researcher’s specialized knowledge and expertise about
the diseases being studied, his or her understanding of
who might benefit from or be harmed by particular inter-
ventions, and his or her commitment to the participants
and to the research process. Consideration, therefore,
should be given to including researchers as parties in the
process of negotiating post-trial benefits.

Obligations of Public and Private Research
Sponsors and Others

Given that most researchers are not able themselves
to ensure that research participants and others in the host
community obtain post-trial benefits, consideration
should be given to whether that burden would fall most
appropriately on research sponsors. There are many
types of research sponsors—ministries of health in the
host country, federal research agencies, nonprofit organi-
zations, and private corporations—each of which sup-
ports research in different ways and for different reasons.
Thus, it is important to consider what motivates spon-
sors. Government sponsors are accountable to their
citizens for the use of public funds for research. Often
they are motivated by a desire to advance and promote
the public’s health. In addition, they may wish to assist
other countries in addressing their health concerns. Their
ability to commit support for future benefits may be



constrained, however, by their annual cycle of legislative
appropriations or other factors. Charities and philanthro-
pies also are motivated by a desire to advance and protect
the public’s health, but these organizations may not wish
to or be able to assume future obligations to provide
post-trial benefits. Private sponsors, and industry in par-
ticular, are driven by an interest in maximizing benefits
to their shareholders, customers, or clients, and these
organizations may not feel any obligation or be able to
provide post-trial benefits. In addition, the types and
numbers of sponsors vary greatly across clinical trials.
Many trials involve multiple sponsors—some U.S. gov-
ernment sponsors and others private companies. Still
other studies involve multiple sponsors from different
countries, in which the distinction between public and
private sponsors is not made in the same way as it is in
the United States. In still other clinical trials, the spon-
sor’s involvement is limited to providing funds directly to
the project rather than to an institution.

Despite these variations, general support exists for the
proposition that the obligation should be placed on the
sponsors and/or researchers to make effective interven-
tions available to a host country or community after a
study is completed. If one accepts NBACs justification
for conducting research in developing countries—that
the research will offer some prospect of direct benefit to
the population from which research participants will be
drawn—then that justification provides a strong basis for
also accepting the claim that researchers and sponsors
should play a significant role in making arrangements to
provide post-trial benefits to the host country.

International researchers participating in focus
groups conducted for NBAC expressed a strong belief
that effective interventions should be implemented in the
host countries and that U.S. or other foreign sponsors
have an obligation to give something back to their host
countries. Yet, U.S. researchers surveyed for this report
worried that, over time, an absolute requirement to pro-
vide effective interventions to host countries would act
as an impediment to finding sponsors that are willing
to support research and thus might harm developing
countries by delaying or preventing beneficial research.®
One U.S. researcher suggested that an assessment should
always be made about the economic feasibility of imple-
menting a particular intervention:
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There is the issue of scope, in both place and time—
for how long should the intervention be implemented
with outside assistance? Should it cover the original
study population, the whole country, or what? I feel
strongly that only interventions which have a hope of
being replicable in the prevailing conditions should
be tried in the first place—that’s where the economic
work should come in, and at the very beginning, not
as an add-on. No research funding agency would
accept funding with a blank check for implementa-
tion of the intervention at the end.’

It has been pointed out that expecting industrial
sponsors to provide expensive drugs free of charge after
a trial is over might curtail interest among companies
in developing interventions specifically for diseases
prevalent in developing countries (Nuffield Council on
Bioethics 1999, 19). If companies do not anticipate a fair
return on their investment, either from the market or
from government subsidies, they might be less likely to
embark on such research.

The obligation of researchers and sponsors to provide
post-trial benefits cannot be absolute. This is because the
availability of effective interventions will depend on
many factors that are often beyond the control of
researchers and sponsors, who, under these circum-
stances, should make good faith efforts to secure the con-
tinued benefit of effective interventions by ensuring that
the issue of their availability is discussed during trial
planning. The result of these negotiations should be
included in the protocol submitted for Institutional
Review Board (IRB) review, and potential participants in
the trial should be told during the consent process what
arrangements have been made for making effective inter-
ventions available after the trial is completed and that
availability of the intervention will cease when it becomes
available as standard care in the host country. In some sit-
uations, researchers and others involved in negotiating
post-trial benefits may conclude that there is no plausible
scenario in which an effective intervention would
become available to the participants in the trial or to the
population from which potential participants are drawn.
Under these circumstances, the parties need to recon-
sider whether the study should be carried out at all.
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Prior Agreements

The discussion regarding post-trial benefits leads to the
following questions: What is the process that should be
used for determining what benefits, if any, should be made
available following completion of research, and who should
shoulder this obligation? Although there are no single or
simple answers to these questions, ethically appropriate
conclusions can be reached through negotiations on a
case-by-case basis, supported by a principled justification.

Kass and Hyder recommend a number of innovative
mechanisms for encouraging researchers to engage
donors, aid agencies, or health care delivery organiza-
tions in discussions about realistic strategies before a
study is initiated:

Possible mechanisms might include: requiring dis-
cussion in a grant proposal about prospects for future
implementation; including a professional from a
donor agency on study sections for international
health research; encouraging IRBs to incorporate
questions related to future access in their review; or
offering continuation grants for implementation and
infrastructure creation to support research interven-
tions shown to be successful. This does not mean that
studies cannot go forward without guarantees of
future access; however, it does mean that studies
cannot go forward where researchers have given no
thought to how realistic future implementation is.
While researchers do not need to shoulder this
responsibility alone, it is still not appropriate for
funders to support research where no one is taking
responsibility for holding discussions about the
feasibility of future access to effective health
interventions.'

In recent years, efforts have been made to define the
arrangements for making proven interventions available
when a successful clinical trial has ended. These arrange-
ments are generally referred to as prior agreements. The
parties to these agreements usually include some combi-
nation of producers, sponsors, and potential users of
research interventions. Industry, academia, and various
other organizations are frequently producers and spon-
sors in these arrangements, while developing country
governments and not-for-profit health organizations are
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most likely to be users. The use of the term agreement
generally is not meant to have any legal connotation in
the international research context, and, although some of
these agreements will be legally binding instruments,
others will not.

Furthermore, only a limited number of prior agree-
ments are in place in international collaborative research
today. Four entities that have used prior agreements are
WHO, the worlds leading international health organiza-
tion; the International Aids Vaccine Initiative (IAVI), an
international scientific nonprofit organization founded in
1996; VaxGen, a small California-based biotechnology
company; and UNAIDS. WHO collaborates with industry
to promote the development of health-related products
and technologies pursuant to agreements designed to
ensure that final therapeutic interventions will be made
widely available at low cost to developing countries.
Likewise, IAVI has secured unique pricing and intellec-
tual property agreements with its industrial partners
aimed at increasing global access to AIDS vaccines devel-
oped with IAVI support. VaxGen is working directly with
the government of Thailand to test an AIDS vaccine it
developed for use in that country. As part of this collab-
oration, the company has agreed to help build research
capacity in Thailand by transferring knowledge and tech-
nology. It has also provided a letter of intent to assist the
Thai government in producing the vaccine for use in
Thailand, should it prove effective. In two instances,
UNAIDS and product manufacturers have entered into
preferential pricing agreements for developing countries
prior to the commencement of research. (See Appendix C.)

Prior agreements also can be used in a number of
ways to provide the benefits of the proposed research to
the population from which the research participants are
drawn. One way is to design prior agreements so that the
experimental intervention that is being tested will be
made available to research participants and their com-
munities at a cost the developing country can afford. This
could be accomplished, for example, by continuing to
provide a proven intervention to the class of individuals
represented by the participants in a clinical trial for a
specified period and at a specified cost. Exactly what this
would mean in a given situation would depend on a
number of factors, particularly the health problem that



the intervention is intended to address. Or, if a country’s
need for a particular drug can be adequately quantified
and the shelf life of a drug and other factors made it
appropriate to do so, the country could make bulk pur-
chases of the drug, perhaps at a subsidized price.

Prior agreements also can be designed to provide a
benefit derived from research other than the research
intervention itself. An example of such a benefit is tech-
nology transfer. In such a case, a pharmaceutical com-
pany could agree to grant to a developing country
government a free or low-cost license to manufacture a
drug in exchange for a commitment from that govern-
ment to manufacture the drug and distribute it to its pop-
ulation. Another potential benefit of this type, discussed
in Chapter 5, is helping to build research capacity in the
host country.

The kind of benefit that is negotiated will depend on
the conditions in and the capabilities of the host country.
The suitability of providing a benefit other than the
research intervention will depend on the nature of the
benefit and the economic and technological state of
development of the host country. Technology transfer
may be an especially useful benefit for countries in the
process of developing strong local pharmaceutical indus-
tries. On the other hand, assistance in building research
capacity is applicable to most, if not all, developing coun-
tries involved in international research.

Some have argued that, in order to be ethically
acceptable, research sponsored by developed countries
and conducted in developing countries must “offer the
potential of actual benefit to the inhabitants” (Glantz et
al. 1998, 39) of that country by providing affordable
access to the intervention to those communities where
the intervention has been tested. Even if the intervention
being tested is provided to the participants in a trial,
without a guarantee of affordable access to the interven-
tion by the population from which the participants are
drawn, the developing country receives little benefit. If
the knowledge gained from the research is used primarily
for the benefit of the developed world, the research may
be rightly characterized as exploitative and therefore
unethical (del Rio 1998; Glantz et al. 1998).

Some observers believe this argument can be taken
even further. Glantz and his co-authors write that, ethically,
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it is not enough to make a proven intervention available
to a developing country by removing the financial barrier
to access if there is no means of getting the intervention
to the population that needs it. A realistic plan for distri-
bution must be provided as part of the study review
process in order to determine that there will be sufficient
potential benefit to justify conducting the research.
“Where the infrastructure is so undeveloped that it
would be impossible to deliver the intervention even if it
were free, research would be unjustified in the absence
of a plan to improve the country’s health care delivery
capabilities” (Glantz et al. 1998, 41).

Some Critiques (and Responses) Concerning
Prior Agreements

Most stakeholders in the research enterprise probably
would agree that, at least in principle, prior agreements
are an ethically desirable idea and that their use should be
encouraged in international collaborative research. When
research is to be conducted expressly for the purpose of
responding to public health needs in developing coun-
tries, prior agreements can assist researchers, sponsors,
ethics review committees, developing country govern-
ments, and other involved parties to focus on whether
the proposed research will truly benefit those countries.
Plans that are devised for the funding, distribution, and
use of successful interventions before research begins can
help to overcome some of the major barriers to making
interventions widely available in the countries in which
they are tested. An agreed-upon plan for funding may
help solve the problem of affordability, to which poverty
and high prices contribute, while a plan for distribution can
help address obstacles to availability and inappropriate
drug use, such as a weak health care infrastructure or
overprescription of drugs by providers.

However, others believe that it is not feasible to use
prior agreements that are negotiated as a condition of
research approval to ensure the availability of a proven
intervention or other health benefit. Following are some
of the criticisms that have been made of requiring the use
of prior agreements in international collaborative
research. They appear in order of NBAC% determination
of the most to the least valid:

m  Prior agreements would serve only to delay or prevent
new drug research in developing countries.
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m  Prior agreements are substantively, procedurally, and
logistically problematic.

m The use of prior agreements is not the prevailing
international standard.

m  The use of prior agreements would go far beyond the
influence one can reasonably expect sponsors or
researchers to have concerning changes in a country’s
health policy.

m  The use of prior agreements would create a double
standard.

m  Prior agreements can always be breached.

Delay or Prevention of Research

One criticism of imposing a requirement to negotiate
prior agreements as a condition of research approval is
that it will serve only to delay or prevent new drug
research in developing countries (Glantz et al. 1998; Lie
2000). Others respond that, even if this is true, the pop-
ulation has lost nothing, because the benefits of the
research would not be available to them anyway (Glantz
et al. 1998). Furthermore, the fact that the research is not
conducted serves to protect the countrys inhabitants
against exploitation as participants in research from
which only developed countries are likely to benefit.

NBAC has already expressed the view that any obli-
gation to provide effective interventions to host countries
would be borne principally by research sponsors rather
than by, for example, researchers. However, as several
public commentators have noted, for a variety of reasons,
research sponsors may be reluctant to make financial
commitments to provide effective interventions as part
of the prior agreement process, which, in turn, might
ultimately affect their willingness to sponsor research in
developing countries. Nonetheless, the use of prior
agreements and the advancement of research that is
beneficial to developing countries are not mutually
exclusive goals.

First, it is erroneous to assume that all, or even most,
effective interventions simply will be distributed to devel-
oping countries free of charge. Although in many cases
effective interventions will be purchased by developing
countries, the ability to do so will vary greatly. Some
countries cannot afford to buy interventions, even at a
reduced cost, while many others are able to buy them as
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long as they are not expected to do so at developed-world
prices. Still others can be licensed to produce the inter-
vention themselves. Over time, interventions should
become more accessible to developing countries as their
economic and technological capabilities improve.

Second, although in many situations research spon-
sors will play a primary role in providing effective inter-
ventions, this will not always be the case. Public agencies
that sponsor research are often too constrained finan-
cially to provide post-trial interventions. When such an
obligation arises, the public agency becomes responsible
for locating another funding source for the intervention
(such as an organization involved with promoting health
or development). Similar creative funding arrangements
also may be needed for private industry in order to
provide incentives for undertaking research on neglected
diseases that occur primarily in the developing world.
Thus, the actual or perceived barrier to research imposed
by prior agreements might be removed (or at least
lowered) through the use of creative partnerships and
arrangements designed to more widely distribute any
financial burdens of fulfilling the obligation to provide
effective interventions to developing countries. Much-
needed research can move forward while, at the same
time, these countries are protected from exploitation
through arrangements designed to ensure that they
receive the benefits of research.

Substantive, Procedural, and Logistical Problems

A second criticism of requiring the use of prior agree-
ments in international collaborative research is that in
practice, many substantive, procedural, and logistical
aspects of prior agreements can be extremely problematic.
Affordability, availability, and appropriate product use
must all be considered before the research is conducted.
The UNAIDS Guidance Document identifies specific issues
that need to be addressed in order to ensure product
availability, including “payments, royalties, subsidies,
technology and intellectual property, as well as distribu-
tion costs, channels and modalities, including vaccina-
tion strategies, target populations, and number of doses.”
The text surrounding Guidance Point 2 expressly states
that it is necessary for these discussions to “consider
financial assistance regarding making vaccines available”



and to “help build the capacity of host governments and
communities to negotiate for and implement distribution
plans” (UNAIDS 2000, 14).

It is easy for some to dismiss the use of prior agree-
ments because of problems that arise for which there are,
as yet, no solutions. However, resolving critical health
problems always requires grappling with complex and
challenging issues, and collaborators in international
research acknowledge that the concerted efforts and tal-
ents of multiple partners from diverse environments and
disciplines are needed. Collaborative efforts are routinely
employed to address problems arising from the funding
or distribution of drugs in developing countries in a
nonresearch context, including situations involving pur-
chases made by nongovernmental organizations (NGOs)
or donations made by pharmaceutical companies. In
both cases, decisions must be made about to whom
drugs will be distributed and how. If drugs are purchased
by an NGO, a determination must be made regarding
whether the proven intervention will be distributed free
of charge or the developing country will be responsible
for paying a minimal charge. Thus, there is no good
reason to believe that these same kinds of problems in
international collaborative research cannot be resolved in
a similar fashion.

The process of negotiating a prior agreement requires
focusing on the expected benefits of the proposed
research by developing a detailed and concrete plan for
funding and distributing the proven intervention. There
may be cases in which, at the time the protocol is being
reviewed, it is known (or should be known) that the
proposed intervention will not be widely available in the
host country after the trial. The process of developing a
funding and distribution plan would make this apparent
and help the parties focus on and deal with the issue of
availability. Or, it may become apparent in the course of
developing this plan that availability cannot realistically
be addressed. This situation may call for re-evaluating the
ethics of conducting the research. One commentator
encouraged

...the creation of a multidisciplinary partnership for a
given study, or for a program of research, consisting of
investigators, study sponsors, host country authorities,
international assistance organizations, representatives
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of the prospective research participants’ communities,
and other relevant parties. This group would assume
the responsibility for post-trial implementation and
develop approaches to negotiating that would remain
responsive to changes over time as the study data
mature, and as other related evidence unfolds. This
group would begin work at the earliest possible stages
of planning and design of the study and would
remain in place to address any developments,
research-related or otherwise, as they arose through
the course of the study and for post-trial implemen-
tation. To the extent possible in any given context, its
proceedings would be open to general scrutiny."

If these issues are not addressed, the new proven
intervention may not be made available to the host coun-
try. For example, if a drug that requires refrigeration is
being developed for use in a country that cannot provide
refrigeration, a plan for ensuring that the drug will be
properly stored must be devised. There is no reason to
believe that such issues cannot be addressed effectively
before the research begins or that it is somehow easier to
address them after the study is completed. Ultimately, the
parties involved must reach an understanding about how
the country will benefit from the proposed research
before it begins. This does not mean that the entire pop-
ulation must benefit immediately, but rather that the
parties involved should be convinced that sufficient
numbers will benefit over a reasonable period, demon-
strating that a meaningful contribution to the country’s
overall welfare will occur.

Finally, the debate concerning the definition of rea-
sonable availability has continued, and arriving at a defi-
nition that would satisfy all parties remains a formidable
challenge. However, developing an internationally
acceptable standard is a highly desirable goal that should
continue to be the subject of discussion. Meanwhile, the
use of prior agreements might enable effective interven-
tions to be made available to communities and countries
on a case-by-case basis without the need to first reach a
consensus on this difficult and divisive issue. The use of
prior agreements may even facilitate this process by pro-
viding specific examples of the effectiveness or ineffec-
tiveness of various types of arrangements for making
effective interventions available.
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Not the Prevailing International Standard

A third criticism of requiring prior agreements in
international collaborative research is that an ethical obli-
gation to make proven interventions available to com-
munities or countries where research is conducted is not
the prevailing international standard. It is far from being
universally accepted by researchers, ethicists, public
health officials, politicians, industry, and other stake-
holders in new drug development, and there is little sup-
port for such an obligation in existing ethical guidelines.

Many believe strongly that a plan to make interven-
tions available should be adopted based on the premise
that the host community or country, and not just the
research participants, should benefit from the research if
it is to be ethically sound and not exploitative. Even
though it is not the prevailing international standard,
support for making interventions available after the
research has ended is found in a number of important
documents, including the CIOMS International Ethical
Guidelines for Biomedical Research Involving Human
Subjects (CIOMS 1993); the WHO Operational Guidelines
for Ethics Committees That Review Biomedical Research
(WHO 2000); the guidelines of a few industrialized and
developing countries, including the United Kingdom
(MRC-UK 1999), Canada (MRC-CA, NHERC, and
SSHRC 1998), Uganda (National Consensus Conference
1997), and Brazil (NHC 1996; NHC 1997); the UNAIDS
Guidance Document (UNAIDS 2000); the Human
Genome Organisation Ethics Committee Statement on
Benefit Sharing (HUGO 2000); and the most recent
revision of the Declaration of Helsinki (WMA 1964, as
amended in 2000). Such support has manifested itself in
two ways. First, all of these documents encompass the
notion that the ethical acceptability of the proposed
research, including issues related to product availability,
should be determined before it is under way. Second, a
more limited number of them (CIOMS 1993; National
Consensus Conference 1997; NHC 1996; NHC 1997;
UNAIDS 2000; WHO 2000; WMA 1964, as amended
in 2000) impose an affirmative obligation to provide
successful interventions to research participants and to
the host community.

To consider as part of the protocol review whether a
proven intervention will be made available after the trial
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forces researchers and their sponsors to be realistic about
the reasons they want to conduct the research. Is the pro-
posed research to be conducted in a developing country
for the express purpose of addressing a particular health
need of that country? What is the likelihood of imple-
menting the proven intervention in the host country, and
how will implementation occur?

Even though making effective interventions available
to the host country after a trial is over is not the prevail-
ing international practice, it is still a standard to which
ethical researchers and sponsors should aspire. Little
attention has been given in international research ethics
to the question of what should be provided to communi-
ties and countries in which research is conducted. As
these issues begin to receive the benefit of public debate
and scholarly discourse, our collective ethical conscience
will be raised and our ways of thinking about obligations
will change accordingly. One might reasonably expect to
see increasing numbers of international and national
ethical guidelines address these considerations in the
future. NBAC welcomes and encourages this development.

Unrealistic Influence on Health Policy

A fourth criticism of requiring prior agreements in
international collaborative research is that it “would go
far beyond the influence one can reasonably expect
researchers to have concerning changes in a country’s
health policy” (Lie 2000). In other words, a question
arises regarding the likelihood that government policy in
a developing country will change as a result of conduct-
ing a study so that those who need an intervention will
receive it."? Researchers contend that they are powerless
to ensure that interventions will actually be made avail-
able once a study is over, even when the interventions are
supplied to developing countries.

The problem, in most instances, is not that
researchers cannot influence national health policy or
that developing countries are being told that they must
accept unwanted prior agreements. Rather, it is that
access to successful interventions, which goes far beyond
affordability, is an issue that researchers, sponsors, IRBs,
and/or developing countries have either failed to address
altogether or have simply neglected to address in sulffi-
ciently explicit and realistic terms. As one public com-
mentator noted, there is a need to “integrate the new



intervention into the priorities and complex politics of an

existing health care system™?

in developing countries
with limited funds. It is important that issues, such as
health care financing and delivery, infrastructure devel-
opment, and appropriate use of products, are considered
during pretrial negotiations regarding making products
reasonably available. Also, product availability cannot be
the sole province of researchers. It is crucial to involve
sponsors, host country governments, the community,
international aid agencies, and other interested parties in
this process.

There may be circumstances under which one or
more of these parties is not willing to make a firm com-
mitment to making a particular product available until
after the conclusion of a pivotal clinical trial that clarifies
the probability and magnitude of beneficial effect, safety,
and the effectiveness of alternatives. As one international
health researcher testified, “...in a vaccine study in
another African country...the Health Ministry resented
the requirement that some commitment be made up
front feeling that that was a patronizing requirement and
that they would be able to make a commitment when
they saw the results of the study and could do an appro-
priate analysis of cost and benefit. And that gets to some
of the perceived paternalism and rigidity of the current
guidelines.”* Moreover, the results of the trial may
strengthen the position of the host country in negotiating
with sponsors, manufacturers, and private philanthropies.

In the complex and uncertain environment in which
research products are to be made reasonably available, a
commitment to a continuing process of discussion and
negotiation about post-trial benefits undertaken by the
parties before research begins is the first step. During
their initial discussions about proposed research, devel-
oping country governments should make known to
researchers their positions concerning the availability of
the intervention once the research is completed.
Assuming that the host country wants to move toward
ensuring that a proven intervention will be made avail-
able to its population after the research is completed, the
use of a prior agreement can assist in this effort through
the development of an implementation plan.
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Creation of a Double Standard

A fifth criticism of prior agreements is that adopting a
requirement for negotiating prior agreements in conjunc-
tion with research conducted in developing countries
when it does not currently exist for research conducted
in the United States creates a double standard. It has been
suggested that without prior agreements, the benefits of
successful research will not be generally available in
developing countries (as it would be in the United
States): “The reality in the United States is that regardless
of the very significant gaps in insurance and Medicaid
coverage and the health care discrepancies between the
rich and poor, medical interventions are relatively widely
available, especially when compared to developing coun-
tries” (Glantz et al. 1998, 41).

However, others disagree. Evidence suggests that
access to proven interventions is an issue for some
people in this country. For example, one study con-
cluded that food, housing, and other subsistence needs
of HIV-infected individuals in the United States are
just as important to quality of life as access to health
care (Cunningham et al. 1999). Some would respond
that, even so, in contrast to developing country research,
government-sponsored research in the United States
would never be considered ethical if only the poor were
recruited as research participants and the resulting inter-
vention would not be made generally available to them
(Glantz et al. 1998).

NBAC does not seek to determine whether a double
standard would, in fact, be created if prior agreements
were required for research conducted in developing
countries. However, the fact that the use of prior agree-
ments is not the current ethical standard for research
conducted in the United States does not justify the lack
of adherence to such a standard elsewhere. Perhaps we
should set the goal of reaching agreements before
research starts in this country to ensure that effective
interventions are made available to those who need
them here.

From a number of ethical perspectives, NBAC
believes that those enrolled in clinical trials should have
access to treatments that a trial proves effective. This
report focuses on trials conducted in developing coun-
tries, where the discrepancies in access are greatest.
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However, it is also ethically unacceptable if those
enrolled in clinical trials in the United States have little
likelihood of gaining access to the treatments studied
after the trial ends. Whenever researchers carry out
clinical trials in populations with poor access to health
care, they should consider in advance the question of
access to treatments that are proven effective after the
trial and should seek prior agreements in order to make
treatments accessible.

Potential for Breach of Obligations

A final criticism of prior agreements is that
researchers, sponsors, and others (such as host country
governments, agencies that provide aid, and NGOs)
might breach their prior agreement obligations to make
proven interventions available (Glantz et al. 1998).
Because most of these agreements are not legally binding,
developing countries are left without a reliable remedy,
and they might be reluctant to enter into such agree-
ments. However, although a party’s failure to honor an
agreement is always a possibility, this does not provide
sufficient justification for rejecting the use of prior agree-
ments. A suitable analogy can be made to promise keep-
ing. People make promises and then break them. In
doing so, a moral rather than a legal wrong is committed,
one for which there is no remedy. However, this is not a
reason to forego the institution of promise keeping as a
means of establishing legitimate expectations in a given
situation. Furthermore, the threat of debarment from
future research and ostracism by the international
research community would in many cases serve as effec-
tive deterrents to an unjustified breach of a prior agree-
ment (Glantz et al. 1998). Finally, depending on whether
there is general compliance with nonbinding prior agree-
ments, parties may in the future insist on legally binding
documents with enforceable remedies.

Economic globalization and the AIDS epidemic have
made the developed world more acutely aware of the
magnitude of health problems in developing countries
and the imbalances in the global burden of disease. These
factors have impressed upon us the need for moral
progress and reforms to liberate countries from poor
health and poverty and have led to a new awareness that
unique and untested approaches must be considered for
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narrowing the gap between the developed and the devel-
oping worlds. In 2000, substantial commitments made
by President Clinton, the U.S. Congress, private industry,
foundations, and NGOs to combat AIDS indicate an
increasing recognition by the developed world that devel-
oping countries may be unable to successfully address
their health needs without its help. (See Exhibit 4.1.)

Exhibit 4.1: Vaccine Initiatives
Timeline 2000—2001

January 24, 2000: Representative Jim Leach
introduces H.R. 3519, the World Bank AIDS
Prevention Trust Fund Act. Senator John Kerry
introduces companion legislation, S. 2033, on
February 3. The legislation requires that the
Secretary of the Treasury negotiate with the World
Bank to create a trust fund to address the AIDS
epidemic in eligible countries.

January 27, 2000: In his State of the Union
address, President Clinton proposes the Millennium
Vaccine Initiative. The initiative includes a $50 mil-
lion contribution to the Global Alliance for Vaccines
and Immunization, an increase in federal funding for
basic research on diseases that affect developing
nations, and a tax credit for sales of vaccines for
infectious diseases to accelerate invention and
production.

March 1, 2000: Senator Kerry and Representa-
tive Nancy Pelosi introduce S. 2132/H.R. 3812,
Vaccines for the New Millennium Act of 2000. The
legislation includes a tax credit for medical research
and a sales credit for vaccine purchases by foreign
governments and nonprofit organizations for distri-
bution in developing countries. The bills authorize
contributions to the Global Alliance for Vaccines and
Immunization and the |AVI. The bills also establish a
vaccine purchase fund, through which the Secretary
of the Treasury is authorized to purchase vaccines
for distribution to developing countries. In addition,
the President is authorized to negotiate with foreign
governments and other parties to establish a similar
international vaccine purchase fund.

March 2, 2000: In a White House event, President
Clinton meets with leaders of pharmaceutical and
biotechnology companies, who endorse the
Millennium Vaccine Initiative and pledge to donate
more than $150 million in vaccines to developing
countries. Merck pledges to donate doses of its
hepatitis B vaccine and commits to developing
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vaccines for worldwide HIV strains, American Home
Products pledges to donate doses of its Haemophilus
influenza type b (Hib) vaccine, Glaxo SmithKline
Beecham pledges to expand its malaria vaccine
program and donate funds to eliminate elephantiasis,
and Aventis Pharma pledges to donate doses of polio
vaccine to Africa.

May 15, 2000: H.R. 3519 passes the U.S. House of
Representatives. On July 26, the legislation passes
the U.S. Senate. On August 19, President Clinton
signs the Global AIDS and Tuberculosis Relief Act of
2000, Public Law 106-264. In its final form, the act pro-
vides for a World Bank AIDS Trust Fund for prevention
and treatment of individuals with HIV/AIDS and health
care and education for AIDS orphans. The law also
authorizes appropriations to the Global Alliance for
Vaccines and Immunizations and the 1AVI.

September 2000: The Presidential Advisory Council
on HIV/AIDS recommends the creation of a global
plan for HIV vaccine development. The council recom-
mends that the administration boost research funding,
create tax credits for vaccine research and develop-
ment, and establish international purchase funds.

November 6, 2000: The FY 2001 Foreign Operations
Appropriations, Public Law 106-429, is signed into law.
The law allows for up to a $50 million contribution to
the Global Fund for Children’s Vaccines of the Global
Alliance for Vaccines and Immunization, up to $10 mil-
lion to the IAVI, and up to $20 million for the World
Bank AIDS Trust Fund. The statute also appropriates
up to $435 million for Heavily Indebted Poor Countries
debt relief.

HIV/AIDS Drug Cost Reduction Initiatives

May 10, 2000: President Clinton issues Executive
Order (EO) 13155, Access to HIV/AIDS Pharmaceuti-
cals and Medical Technologies. The EO is designed to
make HIV/AIDS drugs available at lower costs in sub-
Saharan Africa. It declares that the United States will
not seek revocation or revision of intellectual property
law or policy in sub-Saharan African nations that
promotes access to HIV/AIDS drugs or technologies,
as long as the law or policy is consistent with the
Agreement on Trade-Related Aspects of Intellectual
Property Rights. This allows countries to license local
companies to manufacture generic versions of drugs
or to import the drugs from other countries where they
are available at a lower cost. The EO also notes that
the United States shall encourage “policies that pro-
vide an incentive for public and private research on,
and development of, vaccines and other medical inno-

vations that will combat the HIV/AIDS epidemic in
Africa.”

May 11, 2000: Five pharmaceutical companies
announce that they will reduce the cost of HIV/AIDS
drugs for African and other developing nations. Merck,
Glaxo Wellcome, Boehringer Ingelheim, Bristol-Myers
Squibb, and Roche announce that they will work with
UNAIDS, WHO, the World Bank, the United Nations
Children’s Fund, and the United Nations Population
Fund to improve access to HIV/AIDS care and treat-
ment.

Bill and Melinda Gates Foundation
Research Initiatives

July 10, 2000: Together with Merck, the Bill and
Melinda Gates Foundation announces a donation of
$50 million to Botswana for HIV/AIDS prevention,
health care access, patient management, and treat-
ment of HIV. The Gates Foundation will focus on
improving the health care system, and Merck will han-
dle the management and delivery of pharmaceuticals.

July 12, 2000: The Gates Foundation announces a
$15 million grant to the Elizabeth Glaser Pediatric
AIDS Foundation. The gift will support the Glaser
Foundation’s Call to Action project in Africa and
Thailand, which provides for community training, HIV
testing and counseling, treatment, and education to
prevent mother-to-child transmission.

July 30, 2000: The Gates Foundation awards a $40
million grant to the London School of Hygiene and
Tropical Medicine to strengthen the public health infra-
structure and research capacity for nations heavily
affected by malaria. The work is in collaboration with
WHO, Wellcome Trust Research Laboratories, and
the National Institute for Medical Research in
Tanzania. The program involves developing centers of
excellence in Africa, which could eventually receive
money directly from the Gates Foundation.

December 18, 2000: The Gates Foundation awards a
$15.1 million grant to an international consortium of
researchers to develop new drugs to fight African
sleeping sickness and leishmaniasis. The team will
be led by a researcher at the University of North
Carolina at Chapel Hill and includes the Kenya
Trypanosomiasis Research Institute and Immtech
International, Inc., an lllinois-based company.

January 27, 2001: IAVI receives a $100 million
challenge grant from the Bill and Melinda Gates
Foundation to mobilize global support toward the
development and delivery of a preventive AIDS
vaccine.
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Increasingly, efforts are being undertaken before
research begins to make proven interventions and other
research benefits widely available in host communities
and countries. Two organizations have successfully used
prior agreements to make proven interventions available
to developing countries, while other initiatives are newly
developed and untested.

Many opportunities and challenges remain in pursuing
the use of prior agreements in international collaborative
research. Some agreements, such as those employed by
WHO and UNAIDS, have proved successful. Agreements
forged by other entities, such as IAVI and VaxGen (see
Appendix C), remain untested, and whether their exper-
imental interventions will actually be made available to
the developing countries in which they are studied is not
yet known. Nevertheless, the use of prior agreements in
international collaborative research shows great promise
as a means of helping to ensure that proven interventions
and other research benefits will be made widely available
to the developing countries in which they are tested and
thereby prevent the exploitation of those countries and
the individuals who serve as research participants.

The prior agreements described in Appendix C all
have been negotiated with the aim of making successful
interventions available to host communities and coun-
tries. In addition, international documents such as the
CIOMS Guidelines, the UNAIDS Guidance Document, and
the revised Declaration of Helsinki urge that successful
products should be made available not just to the
research participants themselves, but also to a wider
segment of the population.

Conclusions and Recommendations

This chapter has considered the question of what bene-
fits, if any, sponsors and researchers should provide to
participants after their participation in a trial has ended,
and what benefits, if any, should be made available to
others (i.e., nonparticipants) in the host country at the
conclusion of a study. NBAC concludes that at the end of
a clinical trial that results in an effective intervention,
research participants should be provided with this inter-
vention. In addition, NBAC concludes that before initiat-
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ing a research project, researchers or sponsors should
consider how they might make benefits, if any, available
to others in the host country, with the understanding
that appropriate host country decisionmakers must be
meaningful and essential participants in making such
arrangements.

Recommendation 4.1: Researchers and sponsors in
clinical trials should make reasonable, good faith
efforts before the initiation of a trial to secure, at
its conclusion, continued access for all partici-
pants to needed experimental interventions that
have been proven effective for the participants.
Although the details of the arrangements will
depend on a number of factors (including but not
limited to the results of a trial), research protocols
should typically describe the duration, extent, and
financing of such continued access. When no
arrangements have been negotiated, the researcher
should justify to the ethics review committee why
this is the case.

Recommendation 4.2: Research proposals submit-
ted to ethics review committees should include
an explanation of how new interventions that

are proven to be effective from the research will
become available to some or all of the host coun-
try population beyond the research participants
themselves. Where applicable, the investigator
should describe any pre-research negotiations
among sponsors, host country officials, and other
appropriate parties aimed at making such inter-
ventions available. In cases in which investigators
do not believe that successful interventions will
become available to the host country population,
they should explain to the relevant ethics review
committee(s) why the research is nonetheless
responsive to the health needs of the country
and presents a reasonable risk/benefit ratio.

Recommendation 4.3: Whenever possible, preced-
ing the start of research, agreements should be
negotiated by the relevant parties to make the
effective intervention or other research benefits
available to the host country after the study is
completed.
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1 See Kass, N., and A. Hyder, “Attitudes and Experiences of U.S.
and Developing Country Investigators Regarding U.S. Human
Subjects Regulations,” 141. This background paper was prepared
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2 Tbid., 98.
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4 1bid., 43.
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Chapter Five

Ensuring the Protection of
Research Participants in
International Clinical Trials

Introduction

n previous chapters of this report, the National

Bioethics Advisory Commission (NBAC) has made
recommendations regarding the ethical design and con-
duct of clinical trials sponsored by U.S. organizations and
subject to U.S. regulations that are carried out in devel-
oping countries. For the most part, these recommenda-
tions have focused on issues that arise during and after the
trials themselves. The Commission has expressed the
view not only that research participants should be left no
worse off as a result of their participation in clinical trials
conducted in a developing country, but that there is an
ethical obligation to provide participants (and perhaps
others) with the benefits that follow from a successful
trial once it has ended. In the most general terms, it is
important that sponsors or investigators from developed
nations who are conducting clinical trials in developing
countries take steps to ensure that participants are not
exploited. Likewise, because there is always a possibility
that exploitation might occur when a large disparity in
power and wealth exists between the parties involved, it
is important to ensure that the host country itself is not
exploited and that the rich and powerful do not appro-
priate an unfair share of the fruits of the research. In
addition, when the disparity between the resources of
the sponsoring and host countries is large, the sponsor-
ing country has an ethical obligation to ensure that the
host country receives an adequate share of the research
benefits.

It is important to consider the overall nature of the
ethical obligation, if any, of richer nations to transfer
resources to poorer nations (known as distributive justice).
For some observers, such an ethical obligation arises
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either out of a desire to relieve poverty and distress or
because of a belief that the wealth of the richer countries
is unearned and, therefore, undeserved. This report does
not address issues, as important as they are, related to the
general obligations of rich nations in the context of inter-
national distributive justice. However, NBAC acknowl-
edges these issues in order to ensure that in considering
the ethical concerns that accompany the interactions of
nations engaged in biomedical research, discussions are
not complicated by conflating more general ethical obli-
gations to improve the well-being of poorer countries
with the ethical obligations that arise specifically within
the context of biomedical research.

A unique feature of international collaborative
research is the degree to which economically more pros-
perous countries can enhance and encourage further
collaboration by leaving the host community or country
better off as a result. The kinds of benefits that could be
realized as a result of the collaboration would depend on
local health conditions, the state of economic develop-
ment, and the scientific capabilities of the particular host
country. As discussed in Chapter 4, the provision of
post-trial benefits to participants or others in the form of
effective interventions is one option. The appropriateness
of providing a benefit other than the intervention will
depend on the nature of the benefit and on the economic
and technological state of development of the host coun-
try. In most cases, offering assistance to help build local
research capacity is another viable option. These two
options are not, of course, mutually exclusive. But no
matter what form the benefit takes, the ultimate goal of
providing it is to improve the welfare of those in the host
country.
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Although NBAC has not been persuaded that there is
an absolute obligation to provide a proven intervention
to all citizens of a country who need it (as opposed
to those who participated in the clinical trial), the
Commission believes that serious efforts should be made
to ensure that some post-trial benefits flow to the host
community or country and that negotiations and the use
of prior agreements should be considered as vehicles for
such efforts. (See below and Appendix C.) Additional
opportunities to provide long-lasting benefits to commu-
nities and countries may be available by taking steps that
would enhance future or ongoing international research
collaboration.

This chapter discusses measures to enhance the ethical
soundness of collaborative international research by
focusing on the following issues: 1) clarification of the
substantive and procedural requirements for ensuring
the protection of those who participate in research and
2) assistance in building host country capacity to con-
duct clinical trials and undertake the necessary scientific
and ethical review of these studies.

In considering these topics, NBAC attempts to clarify
the current U.S. regulatory procedures regarding research
conducted or sponsored by U.S. interests in developing
countries, and, when appropriate, make suggestions for
revisions. Currently, there is some uncertainty about the
scope of existing U.S. regulations, particularly with
respect to the determination of whether other countries
(and their research institutions) have systems to ensure
that the substantive ethical protections the Commission
described in Chapter 1 are achieved. Other considera-
tions include the role of U.S. Institutional Review Boards
(IRBs) in the review of research conducted abroad and
the process used by the U.S. government for issuing
assurances of compliance to institutions located abroad.

Approaches to capacity building are related to, but do
not fully depend on, the clarification and improvement of
current U.S. procedures for ensuring the protection of
research participants in international clinical trials.
Progress can and should occur simultaneously in both
realms. Capacity building to conduct research could
include activities undertaken by investigators or sponsors
during a clinical trial to enhance the ability of host coun-
try researchers to conduct research (e.g., training and
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education), or to provide research infrastructure (e.g.,
example, equipment) so that future studies might pro-
ceed. Building capacity to conduct scientific and ethics
review of studies, on the other hand, is primarily a matter
of providing training and helping to establish systems
designed to review proposed protocols and sustain mutu-
ally beneficial partnerships with other more experienced
review bodies, including U.S. IRBs.

U.S. Procedures for Ensuring the
Protection of Human Participants

Two principal regulatory mechanisms are used under the
U.S. system for ensuring the protection of human partic-
ipants in research: assurances and ethics review. In addi-
tion, a regulatory provision permits the substitution of
foreign procedures that afford protections to research
participants that are “at least equivalent” to those pro-
vided in the Federal Policy for the Protection of Human
Subjects (45 CFR 46, Subpart A), also known as the
Common Rule. Clarification of the scope and limits of
these mechanisms and their use would increase public
confidence that a valid system of protections is in place
for participants in clinical trials conducted abroad.

Assurances

An assurance is “[a] legally binding written document
that commits a public or private entity to compliance
with applicable federal minimum standards for the
protection of human subjects prior to engagement in
department or agency conducted or supported
research.” The assurance document can be described as
a pledge or commitment by the institution to conduct
research ethically and in accordance with the Common
Rule. An approved assurance is a prerequisite to research
conducted or sponsored by federal agencies that are sig-
natories to the Common Rule. It is important to note that
assurances are required regardless of the type of federal
sponsorship.? For example, if a federal employee collab-
orates in research, even though no federal funds are pro-
vided, this constitutes agency support sufficient to bring
the institution under the agency’s jurisdiction, which in
some cases renders it subject to the Common Rule. In
cooperative research projects, each institution engaged in



research, whether domestic or foreign, must have a valid
assurance.

The current assurance practice of the Office for
Human Research Protections (OHRP) applies to institu-
tions conducting research with human participants that
is subject to the Common Rule, whether the research site
is in the United States or abroad. Institutions engaged
in research may be any public or private entity or any
federal or state agency (45 CFR 46.102(b)). Under this
definition, for example, the U.S. Centers for Disease
Control and Prevention, a drug company, or a non-
governmental organization may constitute an institution.
Each institution involved in a cooperative research
project (a project involving more than one institution) is
responsible for safeguarding the rights and welfare of
human participants and for complying with the
Common Rule (45 CFR 46.114).

Until recently, OHRP has used two main types of
assurances: Multiple Project Assurances (MPAs) and
Single Project Assurances (SPAs). A third type of assur-
ance, the Cooperative Project Assurance (CPA), also was
used for research conducted under the Cooperative
Protocol Research Program, which involves multiple sites
and multiple protocols where the studies are similar
(e.g., oncology trials) and under joint institutional spon-
sorship. A variation of the CPA, the International
Cooperative Project Assurance, often was used for
research conducted in other countries. Finally, the regu-
lations authorized the Department of Health and Human
Services (DHHS) to approve an institution’s assurance for
use across federal agencies. When DHHS approved such
an assurance, all other Common Rule signatory agencies
had to accept the assurance if it is “appropriate for the
research in question” (45 CFR 46.103(a)). If another
department accepted the DHHS assurance for such use,
the institution had to provide any reports required under
the regulations to the former Office for Protection from
Research Risks (OPRR) and the supporting agency.

Criticisms of the SPA Process

Many researchers working in developing countries
have found the SPA process to be burdensome, irrational
in its structure, and of questionable merit in achieving
the goal of protecting research participants.” One concern
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is that because separate assurances are required for each
source of funds involved in a research protocol rather
than for the individual research protocol itself,
researchers may need to obtain several SPAs for a single
protocol with multiple funding sources. Moreover, when
a funding source changes for the same protocol,
researchers must obtain a new SPA, which imposes what
may be the unnecessary burden of multiple reviews on
the U.S. researchers and their collaborators in other
countries, who often question the need to review a study
more than once.*

Some have criticized OPRR/OHRP’s assurance
process, principally because it requires foreign institu-
tions to rigidly abide by U.S. procedures. For example,
according to a 1997 survey of international researchers
using SPAs, “there needs to be an increased acceptance by
OPRR of ethical guidance and standards of practice in
other countries” (Wichman et al. 1997, 5). Other com-
ments from researchers about how to improve the
current process for protecting research participants in
international collaborative research almost uniformly
suggest the need for greater flexibility by the United
States in the application of its regulations. One individual
urged that other countries’ institutions should choose the
composition of the IRB. Another asked, “Why is it that
the countrys or institution’s IRB must be approved on
every occasion? It is stupid and embarrassing to have to
demand this. Approve the Board and let them get on with
the job” (Wichman et al. 1997, 4). Still another
researcher said, “My single experience has been very
negative—to the point where my collaborators almost
pulled out” (Wichman et al. 1997, 4). Wichman and her
colleagues observed that:

[iln requiring conformity by foreign sites with all U.S.
regulatory requirements, the current process may not
be the best way to promote the ethical principles
underlying the obligation to protect human research
subjects. If...the assurance process is based on trust,
then a major goal should be to assure that the rights
and welfare of human subjects will be protected in
accordance with commonly held ethical principles
and standards of practice, not necessarily those of the
United States (Wichman et al. 1997, 6).
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In addition, in their study prepared for NBAC, Nancy
Kass and Adnan Hyder reported that 77 percent of U.S.
and 85 percent of developing country researchers sur-
veyed recommended the use of international guidelines
instead of U.S. regulations to cover joint projects.’

An alternative mechanism proposed to NBAC would
allow for the certification of foreign ethics review com-
mittees. Under this mechanism, once a foreign ethics
review mechanism achieves certification, it would be
allowed to review and approve protocols in the same
manner as institutions that have received an MPA.°

A particular feature of the SPA process is the require-
ment by OHRP that foreign research ethics committees
be constituted in precisely the way stipulated by the
U.S. regulations. Several researchers commented that this
procedural requirement is unduly rigid. In the
Kass/Hyder report, 83 percent of U.S. researchers and
92 percent of international researchers surveyed com-
mented that U.S. regulations should not dictate the
composition of host country ethics review committees.”

OHRP’s Proposed Revisions to the Assurance
System

In December 2000, OHRP launched a new Federalwide
Assurance (FWA) and IRB registration process. The process
for filing institutional assurances with OHRP for protecting
human research participants has been simplified by
replacing SPAs, MPAs, and CPAs with the FWA, one for
domestic research and one for international research.
Each legally separate institution must obtain its own
FWA, and assurances approved under this process would
cover all of the institution’s federally supported human
research. The proposed system eliminates the assurance
documents now in place and replaces them with either a
Federalwide Domestic Assurance or a Federalwide
International Assurance, covering all federally supported
human research.

Other features of the new assurance system would
permit a U.S. institution to keep or establish its own
IRB(s), rely on the IRB of another institution, or use an
independent IRB. Foreign institutions would be permit-
ted to abide by the ethical principles of the World
Medical Association’s Declaration of Helsinki: Ethical
Principles for Medical Research Involving Human Subjects,
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the National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research’s Belmont
Report: Ethical Principles and Guidelines for the Protection
of Human Subjects of Research (1979), or other relevant
international research guidelines as an alternative to
the U.S. research regulations. Under all assurances,
institutional personnel (assurance signatory official, senior
IRB/ethics review committee administrator or contact
person, IRB/ethics review committee chairperson and
members, and research investigators) are required to
complete training on guidelines or regulations pertaining
to the protection of human research participants. OHRP
will provide a basic education module through its web-
site to facilitate such training. To ensure that institutions
are in compliance with the assurance, OHRP plans to
expand educational activities, review institutional proce-
dures for protecting human participants, increase the
number of announced and unannounced site visits, and
develop a website and a telephone information service.

NBAC is encouraged that OHRP is taking these steps
to revise and simplify the current assurance process. It is
not clear at this time, however, whether the new FWA
process will eliminate the problems and inconsistencies
that exist among agencies such as DHHS, the Agency for
International Development (USAID), and the Food
and Drug Administration (FDA) or the difficulties
expressed by researchers who are familiar with the previ-
ous assurance system. Moreover, it should be noted that
the assurance process itself does not provide a failsafe
system of protections. Because weaknesses in this system
have been noted in failures at U.S. research institutions,
care should be taken not to rely too heavily on this single
mechanism to achieve protections abroad, especially
when it is not clear that OHRP will provide a visible
presence in the host country (through, for example, site
visits). However, it will be important to evaluate the
success of these new initiatives.

Recommendation 5.1: After a suitable period of
time, an independent body should comprehen-
sively evaluate the new assurance process being
implemented by the Office for Human Research
Protections.



Ethics Review

NBAC has argued that individuals enrolled as
research participants in clinical trials in developing coun-
tries should be guaranteed the substantive ethical protec-
tions outlined in Recommendation 1.1 and based on the
ethical standards currently embodied in the U.S. system
for the protection of human participants. Nevertheless, it
is appropriate to allow for procedural variations in order
to accommodate circumstances that are common in some
developing countries. NBAC also has argued that in the
absence of these protections, clinical trials in developing
countries should not be conducted or sponsored by the
U.S. government and that federal regulatory agencies
should not approve drugs, devices, or biologics for sale in
the United States based on such trials. (See Chapter 1,
Recommendation 1.2.) As stated in Recommendation
1.1, prior review by ethics review committees is one of
the most important ethical and procedural requirements
for research.

Ethics review and the assurance process are closely
connected. Each institution provides an assurance to
DHHS that research involving human participants will be
reviewed, approved, and provided continuing review by
the IRB identified in its assurance (45 CFR 46.103(b)).
The Common Rule establishes detailed requirements
regarding the form and substance of IRBs, including
membership (45 CFR 46.107), functions and operations
(45 CFR 46.108), requirements for review of research
(45 CFR 46.109), criteria for approval of research (45
CFR 46.111), authority to suspend or terminate research
(45 CFR 46.113), record-keeping obligations (45 CFR
46.115), and the authority of the institution within
which an IRB resides to approve or disapprove research
(45 CFR 112). This means that all foreign institutions
engaged in DHHS-sponsored research must comply with
these requirements.

The FDA, although an agency of DHHS, operates
under separate human participant protection regulations
(21 CFR Parts 50 and 56) promulgated pursuant to the
Federal Food, Drug, and Cosmetic Act® and the Public
Health Service Act.” The FDA regulates all human research
involving human drugs, biologics, and medical devices
that is submitted in support of U.S. marketing approval
for such products (21 CFR Parts 312 and 812). All of the
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limited amount of research involving human participants
that the FDA sponsors and conducts is subject to the
DHHS regulations. In addition, DHHS-funded research
studying FDA-regulated products is subject to both
DHHS and FDA regulations.

Like DHHS, USAID is a federal agency that subscribes
to the Common Rule. However, its interpretation and
implementation of the Common Rule differ markedly
from those of DHHS in several respects and can be prob-
lematic for both U.S. researchers and their host country
collaborators. USAID sponsors research in the United
States and in other countries, but the agency does not
conduct any research of its own. It has codified the
Common Rule to set standards for USAID-supported
research conducted in the United States or in other coun-
tries (22 CFR 225). The regulations are oriented primar-
ily toward biomedical research, but they cover other
types of research in which the principal issue generally “is
protection of privacy rather than direct physical harm”
(USAID 1996, 6(a)).

Safeguarding the rights and welfare of human
research participants is the primary responsibility of the
organizations to which USAID provides support. Its
regulations and procedures emphasize “practicality, flexi-
bility, and common sense” (USAID 1996). USAID recog-
nizes three essential “pillars of protection™ 1) review by a
properly constituted ethics review committee or IRB; 2) a
meaningful assessment of risk/benefit by the IRB or ethics
review committee; and 3) a meaningful informed consent
procedure. USAID “recognizes that foreign countries may
often present special situations” (USAID 1996, 2(c)).

Multicenter cooperative research projects present spe-
cial problems for ethics review because the ethics review
committee of each participating institution must review
the same research protocol. In addition to duplication of
effort, time, and resources (which are particularly scarce
in many developing countries), multiple reviews always
present the possibility of different review outcomes.
Although the DHHS regulations provide that, with the
approval of the department or agency head, an institution
participating in a cooperative research project may enter
into a joint review arrangement and rely on the review of
another qualified IRB or “make similar arrangements for
avoiding duplication of effort” (45 CFR 46.114), NBAC is
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not aware that this provision has been used in conjunc-
tion with cooperative research projects.'

In contrast, in a situation in which USAID provides
support to a U.S.-based institution conducting research
in another country, only the U.S. institution is required to
review the research. The foreign institution is encouraged
to review the research as well, but USAID does not
require it. The FDA regulation also differs slightly from
the DHHS regulation in that the FDA does not require
approval of institutional agreements regarding whether
one or multiple IRBs meeting regulatory requirements
will review the research (21 CFR 56.114). NBAC also rec-
ognizes that the FDA clinical investigation and product
approval regulations are not congruent with the
Common Rule regarding IRB review of foreign clinical
studies. The FDA expressly requires review by an IRB
when an investigational new drug (IND) application or
an investigational device exemption (IDE) has been filed
(312.23 (a)(1)(iv), 812.42). In cases in which a foreign
clinical study of a drug or biologic is not conducted
under an IND, the FDA requires that “[floreign clinical
research is required to have been conducted in accor-
dance with the ethical principles stated in the
‘Declaration of Helsinki’ or the laws and regulations of
the country in which the research was conducted,
whichever represents the greater protection of the indi-
vidual” (312.120(c)(1)). Similar language is used in the
medical device approval regulations (21 CFR 814.15(b)).

Current Challenges to Host Country Ethics Review

The concept of local review—that is, review con-
ducted by committees located in the community or insti-
tution in which the research will occur—enjoys
considerable support in the international research ethics
community and is one of the cornerstones of the U.S.
system for protecting human participants. It is argued
that committees that are familiar with the particular
researchers, institutions, potential participants, and other
factors associated with a study are likely to provide a
more careful and considered review than a committee or
other group that is geographically displaced or distant.
According to this perspective, only local committees can
exercise the kind of balanced and reasoned judgment
required for reviewing protocols, and review cannot be
accomplished from a distance.
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Although ethics review committees are widely used
throughout the international research community to
ensure the protection of human participants, differences
still remain in the level and quality of review. Data from
the Kass/Hyder study provide some insight into the
review and oversight of research in developing countries.
For example, nearly all (91 to 96 percent) of the studies
described by U.S. respondents were reviewed by a U.S.
IRB, and these respondents reported that 87 percent of
studies also were reviewed by an ethics review committee
in the host country. In 29 percent of studies reported by
U.S. researchers, the host country ethics review committee
was established because of U.S. regulations." In general,
however, ethics review committees in developing coun-
tries were less likely to raise either procedural or sub-
stantive issues for a given study, compared to U.S.
boards.”? Survey respondents also remarked that host
country ethics boards may be likely to have conflicts of
interest regarding study approval, because research gen-
erates desperately needed resources that often provide an
incentive to host country governments, ethics commit-
tees, and local researchers to accept such projects.” These
findings provide a useful reminder of the difference
between the existence of an ethics review committee and
the capacity of the committee to conduct ethics reviews.
Nevertheless, most respondents (85 percent of the host
country researchers and 77 percent of U.S. researchers
surveyed) believed that local review should be required
for all studies conducted in developing countries.**

The Need for Multiple Ethics Reviews

Any research project in which a U.S. institution
receives federal funds from an agency or department that
is a signatory to the Common Rule (regardless of the
number and location of other sponsors or research sites)
must be submitted to and approved by a U.S. IRB of an
institution with which the researcher is affiliated. Some
commentators view this requirement as an imposition by
the United States on other countries. Despite the fact that
some countries—such as Australia, Canada, Denmark,
India, the United Kingdom, and New Zealand—have
well-established systems of oversight (with detailed
guidelines and policies), NBAC believes it is essential to
our system of oversight that studies conducted with funds
from U.S. interests also comply with U.S. regulations.



For these countries, a different type of problem exists:
Institutions in those countries must find ways to comply
with their own guidelines as well as with those of the
United States. Institutions in these countries would be
unlikely to delegate ethics approval of studies to U.S.
IRBs, even though local review processes and principles
are similar to those under the U.S. regulations.”

As a result, some researchers surveyed for this report
expressed a preference for using guidelines from the host
countries rather than those of the United States:

National guidelines in developing countries should
take precedence over U.S. regulations when the study
is initiated by researchers in the developing country
and the role of U.S. researchers is merely to provide
technical assistance and expertise as in the collection
and analyses of samples. ... Alternatively, international
guidelines should be instituted based on international
consensus. Having international guidelines would
expedite the IRB approval process since researchers in
all countries would be operating under the same set
of rules.’

In contrast, expert testimony provided to NBAC, as
well as data collected by Kass and Hyder from researchers
from both the U.S. and developing countries, indicated
that host country ethics committees are not always well
equipped to address substantive ethical issues. One
researcher working in a developing country told Kass
and Hyder that “[iln [African country] there was no
ethics or research committee by the time I got there
and...there were a lot of researchers coming from abroad
and calling themselves researchers who just came to the
country and they did what they wanted to do and left. It
took awhile for us to push the government to the point
[of addressing the situation].”"”

Similar sentiments were expressed to Kass and Hyder
by U.S. researchers. One said, “Some of the [developing
country IRBs| do really quite a decent job, just as you
would want them to be. And there are others that are
completely rubber stamps, and nothing else....Yes,
there’s an IRB, [but] I don't have any faith that there was
any real review.”® Another U.S. researcher added, “In
some cases, the developing country ethical review is
actually a process of seeking permission to conduct
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research, and no ethical questions are raised at all.
Developing country review boards are often more con-
cerned about the financial aspects of the study than
about ethics.”" Efforts are needed, therefore, to enable
the systems for protecting human research participants—
including their ethics review committees—of some other
countries to become more fully committed to the ethical
standards outlined in Chapter 1.

Ideally, equivalent (although not necessarily identical)
systems for providing protections to research participants
in developing countries would exist at both the national
and institutional levels. In countries where a system
equivalent to the U.S. system exists at the national level,
some institutions may be incapable of conducting
research in accordance with that system. However, it is
difficult to conceive of institutional systems being
declared equivalent in the absence of an equivalent
national system, although it may be possible in a few
extremely rare cases. When multiple sponsors are partic-
ipating in the research, possibly all from developed coun-
tries, determining which ethics review committees (and
how many) are required poses additional complexities.
Because there are legitimate reasons to question the
capacity of host countries to support and conduct prior
ethics review, NBAC believes that with respect to research
sponsored and conducted by the United States, it will be
necessary for an ethics review committee from the host
country and a U.S. IRB to conduct a review. The FDA’s
regulatory provisions for accepting foreign studies that
are not conducted under an IND or IDE do not address
whether a foreign nation’s system must meet U.S. ethical
standards.

Recommendation 5.2: The U.S. government
should not sponsor or conduct clinical trials in
developing countries unless such trials have
received prior approval by an ethics review
committee in the host country and by a U.S.
Institutional Review Board. However, if the
human participants protection system of the host
country or a particular host country institution
has been determined by the U.S. government to
achieve all the substantive ethical protections
outlined in Recommendation 1.1, then review by
a host country ethics review committee alone is
sufficient.
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Recommendation 5.3: The Food and Drug
Administration should not accept data from
clinical trials conducted in developing countries
unless those trials have been approved by a host
country ethics review committee and a U.S.
Institutional Review Board. However, if the human
participants protection system of the host country
or a particular host country institution has been
determined by the U.S. government to achieve all
the substantive ethical protections outlined in
Recommendation 1.1, then review by a host
country ethics review committee alone is sufficient.

Challenges of Multiple Review

Some U.S. researchers who work in other countries
and their host country collaborators have expressed con-
cern about the excessive rigidity of certain U.S. regula-
tions and the perceived inflexibility with which the
former OPRR had interpreted and implemented these
regulations.” These researchers noted inordinate delays
in being able to start their work and requirements that
are procedurally burdensome, sometimes either finan-
cially or administratively impossible for many developing
countries to fulfill, and, in any case, ethically unnecessary.

It may be problematic for ethics review committees in
other sponsoring or collaborating countries to conform
to U.S. regulations. Patricia Marshalls report to NBAC
cites the comments of a physician-researcher from Lagos,
Nigeria. In addition to having to “fight with Washington”
to change the consent form, this investigator was frus-
trated with the administrative aspects of the process,
including paperwork and committee negotiations.”' After
making the required changes in consent forms, several
physicians expressed concerns about the possibility of
overlooking some of the suggested modifications for con-
sent forms because of the need to route them back and
forth between U.S. and host researchers and their ethics
review committees, as well as to the U.S. funding agency.

Haitian researcher Jean Pape testified about the
complexity of the IRB process, which he noted as the
area where collaboration has been the most difficult. He
described the barriers he has faced:

...for any given project there are multiple IRB clear-
ances. Each IRB meets once a month at different times.
Each IRB uses different presentations and consent
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forms. Each IRB has a different set of rules. Some
accept oral consent. Others written consent. Others
written consent with witnesses, without witnesses.
And depending on who the witnesses are, each IRB
responds with different comments that must be
addressed, a different time period for approval and,
therefore, different time for yearly renewal.”

The need to seek approval of a protocol and informed
consent documents from multiple ethics review commit-
tees raises the question of what should be done when
ethics review committees disagree. Currently, some
argue, there is no mechanism for resolving such conflicts
and no understanding on the part of one ethics review
committee of how the other committee operates.” Ethics
review commiittees’ lack of familiarity with the situations
in host countries was noted by many researchers, who
stated that U.S. IRBs essentially have no experience with
the conditions and realities of life, medical care, and
research in developing countries.*

Regardless of these concerns, it is clear to the
Commission that ethics review in the host country is
important, because the host country is best able to repre-
sent the interests of prospective participants. Although
some developing countries currently may not have mech-
anisms in place to conduct ethics review, they should be
encouraged to engage in this process as a step toward full
collaboration with the visiting research team. NBAC
heard a number of useful suggestions for addressing
these issues, both from researchers who provided testi-
mony and from respondents to NBAC-commissioned
surveys. These suggestions included the following:

m Seek ways to increase communication among multi-
ple ethics review committees responsible for review of
U.S.-sponsored research conducted in other coun-
tries, perhaps through an annual meeting between the
chairs of the ethics review committees/IRBs from col-
laborating countries or through visits between the
chairs of each ethics review committee/IRB.

m  Develop a system of coordination among investigators
and local IRBs/ethics review committees.

m Seek input from host country ethics review commit-
tees or community members in the host country in
designing the consent process before review by a U.S.
IRB. The U.S. IRB should be flexible and receptive to
such proposals.



m  Have local investigators design consent forms in the
host country, followed by approval by the local ethics
review committee, rather than having the documents
and their approval come from the United States.

® On U.S. IRBs that review developing country proto-
cols, include members who have experience working
or living in developing countries.

These suggestions for reducing the burden of
multiple ethics reviews have not yet been assessed com-
prehensively, but they are worth pursuing. Clearly, in
cases in which clinical trials are supported by multiple
sponsors (including several sponsors from the United
States or other countries), ethics review may be con-
ducted in accordance with the guidelines and procedures
already established in those settings. In such cases, coor-
dination and communication between and among review
committees as described above should be fostered. This
is particularly important when more than one U.S. spon-
sor or institution is involved, in which case it might be
important to designate a lead U.S. IRB in order to achieve
timely review.

Lack of Resources as a Barrier to Ethics Review

Ethics review committees in developing countries
may have difficulty complying with U.S. regulations
because they lack the funds necessary to carry out their
responsibilities. In some cases, local IRBs have requested
overhead or operational costs for studies conducted in
collaboration with U.S. researchers. Some investigators
interviewed by Marshall suggested that U.S. regulatory
agencies should make a greater investment in the ethics
review committees of host countries through training
members and providing materials and resources.” This
suggestion raises concerns about the intermingling of
ethics and finances, a situation that can be problematic,
because protocols could be delayed for financial reasons
rather than as a result of ethical concerns. Because the
National Institutes of Health (NIH) does not provide
financial support to subcontracting institutions in other
countries, and the World Health Organization (WHO)
pays no overhead, “what you end up doing is trying to
bargain by offering to train personnel, provide equip-
ment, provide services, or trying to somehow imbed the
equivalent of overhead in your budget and deal with it
that way.”*
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One researcher noted that ethics review committees
in developing countries have no budget and asked why
these committees should use their time to meet U.S. reg-
ulations when no funds are provided for salary, secre-
tarial assistance, courier service, office maintenance, or
other necessities.”” Indeed, 20 percent of U.S. researchers
surveyed by Kass and Hyder mentioned that host coun-
try ethics board members had complained of lack of
resources, and 70 percent believed that U.S. funding
agencies should help to support the work of these com-
mittees.”® Two researchers commented that support for
host country ethics review should come in the form of a
percentage of each research grant, which would be
donated to host country ethics systems. This would help
avoid a situation in which an individual research grant
pays to convene a specific IRB.*

NBAC is persuaded that funding issues are often
problematic for researchers and ethics review committees
in other countries. Indeed, in previous reports (NBAC
1998; NBAC 1999a; NBAC 1999b), the Commission has
recognized that there are costs to providing protection to
human participants in research and that researchers and
institutions should not be placed in the position of
having to choose between conducting research and pro-
tecting participants. Therefore, an additional means of
enhancing international collaborative research would be
to make the necessary resources available for conducting
ethics reviews.

Recommendation 5.4: Federal agencies and others
that sponsor international research in developing
countries should provide financial support for
the administrative and operational costs of host
country compliance with requirements for over-
sight of research involving human participants.

Equivalent Protections

DHHS and its lead agency, NIH, conduct or sponsor
more research involving human participants in the
United States and abroad than any other federal agency.
OHRP is responsible for interpreting and implementing
the DHHS regulations that provide protections for
human research participants. The cornerstone of the
DHHS regulatory framework is the Common Rule, which
“applies...to federally funded [human participants]
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research that is supported or conducted by a signatory
agency or department, either internally by its own staff
and in its own facilities, or externally through grants and
contracts with investigators at universities or other
research facilities.” It includes such research “conducted,
supported, or otherwise subject to regulation by the
Federal Government outside the United States” (45 CFR
46.101(a)).

The same regulations that apply to research con-
ducted in the United States apply to U.S.-sponsored
research conducted in foreign countries. The only
provision in the DHHS regulations unique to research
conducted in foreign countries is one that permits the
substitution of foreign procedures that afford protections
to research participants that are “at least equivalent” to
those provided in the Common Rule (45 CFR
46.101(h)). This means that instead of adhering to the
particular procedures of the Common Rule, the regula-
tions allow foreign researchers to follow procedures
adopted by their own country if these procedures provide
protections for research participants that are “at least
equivalent” to those protections provided in the U.S.
regulations. For purposes of international research, the
“equivalent protections” provision is one of the most
important provisions of the Common Rule, because if
another ethics review system were to be declared equiva-
lent to those procedures in the Common Rule, a foreign
institution following that system would not be required
to negotiate an assurance with a U.S. agency.

Earlier in this chapter, NBAC examined some of the
difficulties that U.S. and foreign researchers who must
adhere to the provisions of the Common Rule encounter
when participating in DHHS-conducted or sponsored
research in developing countries. These requirements can
be problematic in two respects. First, they may present
unnecessary difficulties for the foreign researchers and
developing country researchers in particular who must
implement them. For example, as noted above, the regu-
lations that govern the assurance process and ethics
review are viewed by some as tedious and often require
researchers in other countries to duplicate their efforts
and spend scarce resources on administrative require-
ments that have little to do with the actual protection of
human research participants. Second, by “exporting” its
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regulations to foreign countries as a way of ensuring that
human research participants involved in U.S.-sponsored
research in those countries are sufficiently protected, the
United States may appear to be exhibiting a lack of
respect for the countries and their researchers and
research institutions. For example, some researchers
expressed the view that there is a perception that U.S.
regulations are being “imposed” on other countries. A
U.S. researcher who participated in the Kass/Hyder
survey for NBAC invoked the distinction between ethical
principles and specific procedures with the following
comment: “The principles of U.S. ethical review should
be applied overseas but not the specifics.” Others
expressed a preference for using international guidelines
instead of U.S. rules. One U.S. researcher said that “[I]t
would be good to have international standards that at
least match the extent of the U.S. requirements, since
these would be more appropriate to the international
setting.”?!

The regulations themselves may provide the frame-
work for a possible solution to these problems. As
mentioned earlier, a provision in the regulations permits
a foreign institution to deviate from the specific proce-
dures for protecting human participants delineated in
45 CFR 46 as long as the procedures with which it agrees
to comply provide “at least equivalent” protections
(45 CFR 46.101(h)). That provision states that:

When research covered by this policy takes place in
foreign countries, procedures normally followed in
foreign countries to protect human subjects may
differ from those set forth in this policy. [An example
is a foreign institution which complies with guide-
lines consistent with the World Medical Assembly
Declaration...issued either by sovereign states or by
an organization whose function for the protection of
human research subjects is internationally recog-
nized.] In these circumstances, if a Department or
Agency head determines that the procedures pre-
scribed by the institutions afford protections that are
at least equivalent to those provided in this policy, the
Department or Agency head might approve the
substitution of the foreign procedures in lieu of the
procedural requirements provided in this policy.



Starting in June 2000, OHRP became the agency
responsible for making determinations of equivalent
protections for DHHS. However, to date, OHRP has not
provided criteria for determining what constitutes equiv-
alent protections or made any such determinations about
other countries’ guidelines. In lieu of having developed a
process for making equivalent protections determina-
tions, OPRR in the past relied on its usual process for
negotiating assurances with foreign institutions to ensure
that human participants are adequately protected. In
response to questions from NBAC, an OPRR official
wrote that “[t]here is no established process by which
requests for ‘equivalent protections’ determinations are
made. Requests to OPRR to accept an institution’s proce-
dures for protecting human subjects are generally made
by investigators which, in turn, are invariably addressed
in the process of negotiating an assurance.”” The same
official testified before NBAC that “[t]ypically what hap-
pens is that we very delicately negotiate an assurance that
spells out those protections without actually citing the
U.S. regulations. In other words, what we have done is
negotiate an assurance on a case-by-case basis that incor-
porates those national protections without a formal
declaration of equivalence.””

OHRP, however, has taken steps in the direction of
recognizing the protections described in three guidelines:
the Canadian Tri-Council Policy Statement: Ethical Conduct
for Research Involving Humans (1998), the recently issued
Ethical Guidelines on Biomedical Research Involving
Human Subjects of the Indian Council of Medical
Research (2000), and the International Conference on
Harmonisation (ICH) ICH Harmonised Tripartite Guideline,
Guideline for Good Clinical Practice (1996). The FDA is a
signatory to the ICH and has adopted the ICH document
as FDA guidance. In doing so, OHRP has permitted insti-
tutions in Canada and India to follow their own guide-
lines as part of negotiating assurances under the new
FWA, which permits investigators to follow ethical codes
with which they are more familiar and comfortable.
OHRP has not, however, declared these guidelines to
provide equivalent protections pursuant to 45 CFR
46.101(h). To do so would obviate the need for assur-
ances, and, as a result, OHRP would have to relinquish
its oversight authority.
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USAID, a signatory to the Common Rule, also has the
authority to make determinations of equivalent protec-
tions. USAID will accept foreign procedural systems as
long as they are determined to provide protection to
human participants “at least equivalent” to its policy
(USAID 1996). Substantive application of the three
essential pillars of protection described earlier in the
chapter—ethics committee review, risk/benefit assess-
ment, and meaningful informed consent—will generally
satisfy this requirement. “At least equivalent” determina-
tions can be made by USAID in two ways. First, the
agency has determined that “research supported through
or adhering to the standards established by United
Nations agencies” is considered to afford “at least equiva-
lent” protections (USAID 1996, 4(a)). In theory, this
mechanism is based on USAID’s familiarity with the
United Nations” agency standards and review processes
and its trust in those agencies to protect human research
participants.

In addition to its authority as a signatory to the
Common Rule, USAID has developed a procedure for
making its own “at least equivalent” protections determi-
nations through its recognition of the three essential
pillars of protection, which generally satisfies the “at least
equivalent” protections requirement. USAID procedural
guidelines state that “[iln assessing equivalency, the
general concept should be whether protection under the
system is for all practical purposes the same when viewed
in toto [meaning under all the circumstances or when
viewed in totality] and not whether any specific compo-
nent (e.g., the precise make-up of the IRB equivalent)
is identical.” A justification memorandum must be pre-
pared that describes how the alternative system provides
the three pillars of protection (USAID 1996). The in toto
standard used by USAID differs significantly from what
OHRP generally would require under the same circum-
stances (i.e., full compliance with U.S. regulations).
Although the in toto standard has never been invoked by
USAID, the USAID standards provide a solid foundation
on which to build, and NBAC encourages USAID to
adopt the substantive ethical standards described in this
report in determining equivalency.

The FDA regulations do not contain the equivalent
protections provisions set forth in the DHHS and USAID
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regulations. The FDA does not specify the location of the
IRB or ethics review committee conducting the assess-
ment and does not require institutions to negotiate assur-
ances. However, in requiring that research be conducted
in accordance with international ethical principles (such
as the Declaration of Helsinki), which mandate ethics
review, and in its adoption of the standards of the ICH,
the FDA regulations do address many of the central
issues involved in determining equivalent protections.
NBAC recognizes that, from the perspective of
researchers in other countries who wish to collaborate
with U.S. colleagues, the potential exists for confusion
regarding the different sets of U.S. regulatory require-
ments—those of the FDA and those of the Common Rule
agencies (which may differ as well). A step toward reduc-
ing this confusion would be for the FDA to amend its
regulations to conform with the recommendations in this
report regarding equivalent protections and review by
multiple ethics committees when studies involve multi-
ple countries.

It appears that U.S. agencies that sponsor or conduct
research in other countries have the authority to deter-
mine whether foreign laws, regulations, or guidelines
provide protections to human participants equivalent
to those provided in the U.S. regulations; however, no
criteria exist for agencies to implement this authority, nor
does there appear to be any incentive to do so. Indeed, as
Bernard Dickens observed in a paper commissioned by
NBAC for this report:

Accordingly, it may be an act of faith for a Department
or Agency head to determine that institutional proce-
dures in some foreign countries ‘afford protections
that are at least equivalent to those provided in this
policy” as required by 45 CFR 46.101(h). Ultimately,
confidence may have to be placed in foreign institu-
tions’ conformity with substantive rules of ethical
conduct for protection of human subjects of research,
and not on the procedures that they use.**

Given the breadth of experience within U.S. agencies—
particularly DHHS and USAID—this situation could be
remedied quickly. It is appropriate for OHRP to both
coordinate this activity and be responsible for developing
further guidance in conjunction with FDA, USAID, and
other U.S. agencies.
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The Need for Uniformity in Application

As noted above, the equivalent protections provision
of the DHHS regulations has never been explicitly
used by OHRP (or OPRR), nor has OHRP developed
any criteria by which to make such determinations.
The regulations do not specify what is meant by equiva-
lent protections, and, furthermore, the language of
45 CFR 46.101(h) is confusing. For example, it speaks
of “procedures normally followed in the foreign countries
to protect human subjects” and “a foreign institution
which complies with guidelines consistent with
the...Declaration of Helsinki,” but also of “procedures
prescribed by the institution [that] afford protections that
are at least equivalent to those provided in this policy.”
Just how the language of this section should be inter-
preted is unclear. Dickens addresses this issue as follows:

This intention to accommodate studies the policy
covers that are conducted in a foreign country there-
fore depends on a determination that ‘the procedures
prescribed by the institution’ afford human subjects
at least equivalent protections to those provided in
the policy. The reference to ‘procedures’ repeats the
policys recognition that ‘procedures normally fol-
lowed’ in foreign countries ‘may differ from those set
forth in this policy.” This raises the issue of whether
equivalent protection is focused only on matters of
institutional review procedures, where the equivalent
structure and functioning of an IRB are required, or
whether equivalence must extend beyond the process
of review to include the substance of the proposal to
be reviewed....”

The issue Dickens raises is significant and supports
the distinction emphasized earlier in this report that sub-
stantive ethical principles or standards are more funda-
mental and, therefore, much less subject to negotiation
than are matters of procedure. Any given set of substan-
tive ethical standards and principles may give rise to
more than one set of appropriate procedures to imple-
ment these standards. As long as a particular procedure
(e.g., obtaining informed consent without documenting
signatures) is consistent with the ethical standard, it
should be seen as less consequential. In contrast, dis-
agreements or tensions regarding a substantive ethical
principle or standard can cause problems for which no
mere procedural solution would be adequate.



Assuming that a host country’s substantive guidelines
are determined to provide equivalent protections, how
do we ensure that a particular ethics review committee in
that country is able to comply with those guidelines? In
the United States, OHRP assures that local institutions
comply with federal regulations. Similarly, ethics review
committees in another country, whether they exist at the
national, regional, local, or institutional level, would be
established by the appropriate authorities in that country
and would be equivalent in stature to a U.S. IRB. Such a
process would have the same effect as the committee
having obtained an MPA or an FWA from a U.S. agency.

NBAC believes that equivalent protections should
mean that a process should be established to determine
whether the system of protection of human participants
in another country meets the three basic ethical princi-
ples of respect for persons, beneficence, and justice, and
has adopted the substantive ethical standards outlined in
Recommendation 1.1. Developed and developing coun-
tries might aspire to go even further to promote the
rights, dignity, and safety of research participants in other
ways.

Consistent with the substantive ethical standards and
procedural requirements set forth above, OHRP should
take affirmative steps, in conjunction with other U.S.
agencies, to develop uniform and detailed criteria for
determining whether the system of protection of human
participants in a host country and/or host institution is
fully equivalent to the U.S. system. Once these criteria
are developed, OHRP should begin to use them to iden-
tify those countries whose guidelines are deemed to pro-
vide equivalent protections. Although it has never been
invoked in this way, the approach that has been adopted
by USAID in setting standards for equivalent protections
determinations under the Common Rule is useful. This
approach is to ask whether the protection afforded to
human research participants under the system being
assessed, for all practical purposes, is the same when
viewed in toto, and it stands in sharp contrast to the
approach of asking whether the individual components
of that system are identical (e.g., the precise make-up
of the ethics review committee or what constitutes a
quorum).
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Recommendation 5.5: The U.S. government should
identify procedural criteria and a process for
determining whether the human participants
protection system of a host country or a particular
host country institution has achieved all the
substantive ethical protections outlined in
Recommendation 1.1.

At the same time, the move toward equivalent pro-
tections is one that needs to be made carefully and with
much thought regarding substantive criteria and process.
NBAC recognizes that this recommendation may be an
aspiration that will only be attained after efforts are made
that will take a great deal of time. The Commission hopes
that in the near future at least some, if not many, of the
difficulties and frustrations currently experienced by U.S.
and foreign researchers conducting research in develop-
ing countries will be alleviated through determinations
that the laws, regulations, or guidelines of those countries
provide equivalent protections. Such a process would
also accord to those countries, their researchers, and
research institutions an appropriate level of respect for
their research systems and capabilities. Nevertheless, it
appears that at least some of the problems associated
with the assurance process described above could be
avoided if determinations of equivalent protections were,
in fact, made by DHHS and other agencies.

Building Host Country Capacity to
Review and Conduct Clinical Trials

NBAC heard repeated testimony about the need to build
capacity in international research. For example, one
expert noted that training and capacity building help to
provide mechanisms for strengthening relationships with
local collaborators as well as for leaving behind lasting
benefits in the host communities.” Researchers suggested
various approaches to building capacity, including train-
ing local personnel who will remain at the end of a trial
in clinical areas and research methodology; involving
host country scientists in writing grants as well as in
analyzing data and preparing manuscripts; and at the
conclusion of a trial, leaving behind equipment that can
continue to serve local needs. Similarly, scientists who
responded to the Kass/Hyder survey agreed that capacity
building should be an integral part of any study. Kass and
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Hyder characterized this sentiment as follows:
“Researchers should conceive of their role as facilitating
host countries’ capacity to eventually conduct most of
their research independently, and should aim for such
capacity development to be one of the most significant
benefits a study can provide.””

In addition, many survey respondents remarked that
the participation of local researchers was essential to con-
ducting well-designed studies in developing countries
and provided examples of long-term collaborations
between U.S. and host country research institutions.™
Developing country scientists commented that effective
collaboration entails involving host country researchers
in the early stages of research design and including them
as partners throughout the research process. Such collab-
oration results in additional benefits that flow in two
directions: The host country researchers may gain from
the expertise and material resources of the U.S. team, and
the U.S. researchers benefit from the knowledge and
experiences of the local team, whose input into the
research process often is essential to reaching the most
appropriate and relevant research design.

The guidelines and other policy statements of several
national and international bodies emphasize capacity
building. These documents include provisions that per-
tain to the responsibilities of developed country research
sponsors in developing countries, including providing
assistance in building local and national capacity for
designing and conducting trials, and for their scientific
and ethical review, and for implementing the results of
the research following a trial. The provisions of some
developing countries’ guidelines directly address these
issues. For example, Section III.3.s of Brazils Resolution
No. 196/96 on Research Involving Human Subjects states
that “...[s]tudies sponsored by external organizations
must also respond to training needs in Brazil” (NHC
1996). The South African Guidelines on Ethics for Medical
Research states that “[wlhile studies are in progress...the
opportunity should be taken to train local health
workers in skills and techniques that can be used to
improve health services....When the study team departs
it leaves something of value, such as the ability to moni-
tor diseases or mortality rates” (MRC-SA 1993, Sec. 18).

In addition, both the 1993 CIOMS International Ethical
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Guidelines for Biomedical Research Involving Human
Subjects (CIOMS 1993) and the UNAIDS Guidance
Document for Preventive HIV/AIDS Vaccine Trials (UNAIDS
2000) address this topic.

In a departure from the way research in developing
countries has been conducted in the past, a consensus
has emerged that a fuller and more genuine partnership
should be forged, rather than an approach in which
developed country sponsors dictate the terms of the
research. For example, UNAIDS has developed a list of
mechanisms for capacity building in the context of HIV
vaccine research that may be adapted to other areas of
international research, including the following:

m  scientific exchange and knowledge and skills transfer
between sponsor countries and institutions, host
countries, and communities;

®  capacity-building programs in the science and ethics
of vaccine development;

m  development of national and local ethics review
capacity,

m information and education program support to
affected communities from which research partici-
pants are drawn; and

m early involvement of affected communities in the

design and implementation of research protocols
(UNAIDS 2000, 16).

A number of organizations are involved in the type of
capacity-building activities suggested by UNAIDS (see
Exhibit 5.1).

As acknowledged in Chapter 4, a potential problem
exists in maintaining the quality of health care that has
been established during the course of a clinical trial. This
point has been made by other entities, such as the
Nuffield Council on Bioethics, whose discussion paper
notes that “[o]ften, large-scale trials of interventions in
developing countries are associated with improvements
in community healthcare during the period of the trial
due to better staffing and facilities. The support required
for the improvement will not ordinarily continue after
the trial is over” (Nuffield Council on Bioethics 1999, 5).
Although sponsors should not be expected—once the
trial is over—to continue to provide staffing and equip-
ment indefinitely, they could nevertheless undertake
efforts to train personnel in the host country in providing
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Exhibit 5.1: Examples of Building Research Capacity

m The Fogarty International Center (FIC) at NIH sponsors international research and training programs aimed at

building research capacity in the poorest nations of the world where the need is the greatest. These grants allow
institutions in the United States to work in partnership with colleagues in the developing world to conduct research
and, in the process, build a cadre of young foreign investigators positioned to address the scientific challenges
in the most crucial areas, including HIV/AIDS, emerging infectious diseases, bioethics, medical informatics, pop-
ulation and health, environmental and occupational health, maternal and child health, and others.* The center’s
activities follow from the many activities of “international cooperation” described in the U.S. Public Health Service
Act (Sec. 307 [242] (a)). Recently, the FIC announced the funding of five initial awards and three planning grants
to institutions in developing countries under the new International Bioethics Education and Career Development
Award Program. Support for the program will total $1.4 million over three years.®

The International AIDS Vaccine Initiative (IAVI) has formed several wide-ranging partnerships to accelerate the
development and testing of preventive AIDS vaccines that would be appropriate for use in various parts of the
developing world. (See also Appendix C.) One of these partnerships is with the Ugandan Ministry of Health.
Ugandan scientists will be collaborating with IAVI on the development and testing of an orally administered AIDS
vaccine under development at the University of Maryland Biotechnology Institute. The vaccine’s development is
being funded by IAVI. The Ministry of Health in Uganda and IAVI also intend to work together to support ongoing
efforts in Uganda to build clinical trial infrastructure and prepare sites for trials of a range of preventive AIDS vac-
cines. Both organizations also are committed to strengthening the capacity of Ugandan scientists to play an
active role in vaccine research and development and to collaborate with other U.S. and European groups work-
ing on vaccine development in Uganda.

The Rockefeller Foundation created the International Clinical Epidemiology Network (INCLEN) in 1980 to
improve the health of populations by bringing the science of public health epidemiology to bear on the practice
of medicine. INCLEN identifies medical schools in the developing world to train mid-level faculty in the disciplines
of clinical epidemiology, biostatistics, health social science, and clinical economics and supports those faculty
members (and the Clinical Epidemiology Units [CEUs] that they formed) through mentorship, continuing educa-
tion, logistical support, and ongoing linkages with colleagues around their regions and the world. INCLEN helps
those who have been trained establish themselves as productive and influential teachers and researchers,
as well as clinicians, administrators, and policymakers. INCLEN has trained nearly 500 faculty members at the
master’s level since 1980, and 83 percent remain affiliated with 56 CEUS, located in 24 countries.*

adequate medical care and maintaining equipment and
facilities. The goal of capacity building is to enable host
country researchers to develop fuller partnerships with
developed country researchers or sponsors. However, the
particular needs that capacity-building activities could
address may depend on the local circumstances.

Recommendation 5.6: Where applicable, U.S. sponsors
and researchers should develop and implement
strategies that assist in building local capacity for
designing, reviewing, and conducting clinical trials
in developing countries. Projects should specify
plans for including or identifying funds or other
resources necessary for building such capacity.
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Of particular importance to the concerns addressed in
this report is the adequacy of procedures in host coun-
tries for conducting prior scientific and ethical review of
clinical trials. Ultimately, increased capacity for conduct-
ing these reviews contributes to more effective collabora-
tions in international research. Chapters 2, 3, and 4 offer
recommendations that address specific aspects of ethics
review that are relevant to the assessment and approval of
clinical trial protocols. This chapter focuses on enhancing
the capacity of developing countries to conduct scientific
and ethical reviews independently.
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Variation in National and International
Guidelines

In developing recommendations for enhancing
international collaborative research and to more fully
understand what provisions currently exist regarding
international collaborative research, NBAC has prepared
a detailed comparison of 25 documents that contain
the international laws, regulations, and guidelines from
15 countries and 7 international organizations. (A sum-
mary of the analysis appears in Appendix B, and the
complete analysis is available in Volume II of this report.)

The seven documents developed by international
organizations describe general principles and guidelines
for the ethical conduct of research, while the national
documents set forth the laws, regulations, or guidelines
specific to particular countries. These documents were
selected from developed and developing countries and
represent a breadth of geographical and cultural diversity.
The analysis focused on identifying features of U.S.
research regulations that might be absent from other
national and international documents, and conversely,
determining whether issues that are dealt with in certain
international documents are not found in the U.S. regu-
lations. Exhibit 5.2 lists the 25 documents.

It is evident that although the importance of prior
scientific and ethical review is well established in many
developed countries and agencies that sponsor interna-
tional collaborative research, the associated procedures
necessary to effectively implement the relevant principles
are at different stages of evolution. In addition, many
developing countries have not yet promulgated national
ethics guidelines related to the protection of human
participants, including those necessary to support and
implement review and monitoring of research. In certain
countries where international collaborative research is
conducted, ethics review committees are not well estab-
lished. At the very least, these differences begin to explain
why researchers who are from different countries collab-
orating on the same research project may encounter mis-
understandings regarding which ethical standards and
procedures must be satisfied. At worst, it may indicate
that if the lack of consistency among guidelines and prac-
tices is not addressed, the implementation of a coherent
and sufficient set of guidelines may pose serious and
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unnecessary difficulties in international research, possi-
bly preventing important and ethically sound research
from going forward.

Although researchers sometimes complained about
delays of more than two years, which undermined effec-
tive collaboration with local scientists,” good reasons for
delays in the review process may exist, including, most
obviously, some countries—and the research institutions
within them—Iack of capacity to establish and maintain
a system of ethical review. This is why, for example, the
UNAIDS Guidance Document (2000) and the WHO
Operational Guidelines for Ethics Committees That Review
Biomedical Research (2000) recommend that collabora-
tion between sponsors and host countries and among
other international organizations and experts can
enhance the capacity for developing countries to provide
independent and competent review.

Researchers in the Kass/Hyder survey commented
that host country ethics review committees were variable
in their level of experience and expertise and noted that,
in some cases, researchers felt that the host country com-
mittees should be given more authority. They also raised
issues about local culture and the ability of U.S. IRBs to
effectively recognize local concerns. Others pointed to
deficiencies in local review committees and remarked
that different countries and locales were at different
stages of evolution in the development of ethics review
processes. In fact, survey data indicate that lower levels of
overall development in host countries are associated with
difficulties in ethics review, including greater delays in
obtaining ethics clearance and greater likelihood that
researchers would abandon a research project because of
a lack of host country ethics clearance.” Several individ-
uals responding to NBAC’s request for comments noted
that collaborative ethics training projects are needed in
their countries, and survey respondents made similar
proposals.

Even where published guidelines or regulations exist,
they cannot serve as adequate protection for research
participants unless they are properly implemented and
enforced. For example, researcher Sana Loue testified
that there is no infrastructure in Uganda that has over-
sight and enforcement authority over the operation of
research ethics committees at the institutional and
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Exhibit 5.2: National and International Guidelines Reviewed by NBAC

=  Australia — National Statement on Ethical Conduct
in Research Involving Humans (NHMRC 1999)

m Brazil — Resolutions No. 196/1996, 251/1997, and
292/1999 (NHC 1996; NHC 1997; NHC 1999)

= Canada — Tri-Council Policy Statement: Ethical
Conduct for Research Involving Humans (MRC-CA,
NSERC, SSHRC 1998)

= China — Guidelines on Ethical Review of Medical
Research (Committee on Research Involving
Human Subjects 1998)

= Council for International Organizations of Medical
Sciences — International Guidelines for Ethical
Review of Epidemiological Studies (CIOMS 1991)

=  Council for International Organizations of Medical
Sciences — International Ethical Guidelines for
Biomedical Research Involving Human Subjects
(CIOMS 1993)

= Council of Europe — Convention for the Protection
of Human Rights and Dignity of the Human Being
with Regard to the Application of Biology and
Medicine (Council of Europe 1997)

= Declaration of Helsinki: Ethical Principles for
Medical Research Involving Human Subjects
(WMA 1964, as amended in 2000)

= Denmark — Act on a Scientific Ethical Committee
System and the Handling of Biomedical Research
Subjects*

= Finland — Decrees 785/1992, 494/1998 and 986/1999

= France — Law 88-1138 Regarding the Protection of
Persons Agreeing to Biomedical Research*

= |ndia — Indian Council of Medical Research. Ethical
Guidelines on Biomedical Research Involving
Human Subjects (ICMR 2000)

= International Conference on Harmonisation —
ICH Harmonised Tripartite Guideline. Guideline
for Good Clinical Practice (ICH 1996)

= Joint United Nations Programme on HIV/AIDS —
Ethical Considerations in HIV Preventive Vaccine
Research: UNAIDS Guidance Document (UNAIDS
2000)

= Netherlands — Law Regarding Medical-Scientific
Research on Humans“

m New Zealand — HRC Guidelines on Ethics in
Health Research (HRC 1997)

m The Nuremberg Code (Nuremberg Code 1947)

m  South Africa — Guidelines on Ethics for Medical
Research (MRC-SA 1993)

= Thailand — Rule of the Medical Council on the
Observance of Medical Ethics (MOPH 1995)

m Uganda — Guidelines for the Conduct of Health
Research Involving Human Subjects in Uganda
(National Consensus Conference 1997)

= United Kingdom — Guidelines for Good Clinical
Practice in Clinical Trials (MRC-UK 1998)

= United Kingdom — Interim Guidelines for Research
Involving Human Participants in Developing
Societies: Ethical Guidelines for MRC-Sponsored
Studies (MRC-UK 1999)

= United States — Food and Drug Administration
(21 CFR 50; 21 CFR 56; 21 CFR 312)

m United States — The Common Rule (45 CFR 46)

= United States — Agency for International
Development (22 CFR 225)

national levels. In the Ugandan context, the situation is
further complicated by a controversy between the
National Drug Authority, the Uganda National Council of
Science and Technology, and the Ministry of Justice
regarding exactly who should assume responsibility for
the oversight of ethics committees. Although the conse-
quences of violating the Ugandan guidelines for the
protection of research participants include a prohibition
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against ever again conducting research in Uganda, the
termination of a specific research project, or the tempo-
rary suspension of a research project pending further
investigation, mechanisms for monitoring and enforcing
these guidelines have not yet been put into place.
Nonetheless, because some mechanism must be
available to provide ethics review before research is
conducted in another country, it is in the interests of all
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parties to develop such a capacity in the host country.
And because the number of U.S.-sponsored research
studies conducted in collaboration with and situated
within developing countries is increasing, self-interest
dictates a need to have effective local review mechanisms
in place so that the efficiency of these efforts may be
enhanced without compromising the protection of
research participants. Although, ideally, local ethics
review will enhance the protection of human participants
in clinical trials—regardless of the country in which the
research occurs—NBAC recognizes that it will take time
for all countries to develop the infrastructure needed to
conduct such review.

Recommendation 5.7: Where applicable, U.S. spon-
sors and researchers should assist in building the
capacity of ethics review committees in develop-
ing countries to conduct scientific and ethical
review of international collaborative research.

Conclusions

This chapter has identified ways in which U.S. regula-
tions might be improved to accommodate some of the
barriers to successful international research collaboration
without lowering the substantive ethical standards
embodied in the U.S. regulations. It has focused in par-
ticular on the assurance process and on the abilities of
U.S. federal agencies to adopt a common set of criteria for
making determinations of equivalent protection. In addi-
tion, this chapter has identified two ways that additional
benefits can flow to the developing countries in which
clinical trials have been conducted—through building
capacity to conduct research and through building capac-
ity to conduct scientific and ethics review. In addition,
NBAC discussed some of the current challenges faced by
ethics review committees and reiterated the need for
ethics review in the host country as well as by a U.S. IRB.

NBAC recognizes, however, that establishing the
means to enhance international collaborative research
must go beyond regulations (King et al. 1999). Chapter 4
describes the relationship between researchers and
participants as unique. Although it is necessary to ensure
that research is conducted in an ethically defensible
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manner, this issue is infrequently discussed in the con-
text of traditional research ethics or in relationship to the
cross-cultural environment in which international collab-
orative research is conducted. Trust is not subject to laws
or regulations. Rather, it is the foundation for the creation
of relationships between individuals involved in research
and for the connections and interactions that flow from
them. An international collaboration may consist of
researchers from many countries and sponsors from
varying disciplines, institutions, communities, and coun-
tries, all of whom bring different viewpoints and per-
spectives to the table. The relationships and, ultimately,
the level of trust established among individuals, institu-
tions, communities, and countries are determined by
complex and often contradictory social, cultural, politi-
cal, economic, and historical factors. It is essential, there-
fore, for sponsors, the countries from which they come,
and researchers to work together to enhance these col-
laborations by creating an atmosphere that is based on
trust and respect.

Notes

1 Available at http://ohrp.osophs.dhhs.gov/humansubjects/
assurance/assurancepurps.htm. Last accessed January 5, 2001.

2 USAID and other federal agencies that are signatories to the
Common Rule also have the authority to negotiate assurances.
When USAID provides support to a U.S.-based institution con-
ducting research in another country, a DHHS-approved assurance
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each new project or protocol. The foreign institution can then rely
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also review the research. When USAID supports research in other
countries, the recipient organization, institution, or country can
agree to be bound by a USAID assurance. USAID, however, may
ensure that requirements for protecting research participants are
met through determinations of equivalent protections, discussed
later in this chapter.

3 From data collected by Kass, N., and L. Dawson 1999,
Preliminary Focus Group Report, 31. For Kass, N., and A. Hyder,
“Attitudes and Experiences of U.S. and Developing Country
Investigators Regarding U.S. Human Subjects Regulations.” This
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Volume 1I of this report.
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Prior Agreements

The World Health Organization

he World Health Organization (WHO) is an inter-

governmental, technical unit of the United Nations
system consisting of 191 Member States. In conjunction
with its role “of harnessing support from among a variety
of players to meet its health development agenda” (WHO
1999b, 2), WHO collaborates with industry to promote
the research and development of new health-related
products and technologies for the prevention, diagnosis,
control, and treatment of diseases that are of priority to
WHO. It is also committed to improving access to prod-
ucts in its study populations. The types of products that
are developed through social science research, biomed-
ical research, operations/service research, and epidemio-
logical research include information, drugs and devices,
changed practices, and improved services.! An essential
element of these collaborations is the negotiation of agree-
ments prior to the commencement of work to ensure that
final products will be made widely available to develop-
ing countries at low cost. WHO’ collaborative partners
include pharmaceutical and biotechnology companies as
well as manufacturers of health-related instruments and
equipment. It is estimated that WHO has employed well
over a dozen such agreements.”

WHO requires that any commercial enterprise with
which it collaborates “be a suitable partner” (WHO
1999b, 3). In determining the suitability of a potential
collaborator, WHO considers three factors: first, whether
the major products or services of the industry are benefi-
cial to health; second, whether the industry engages on
a large scale in practices that are negative to health;
and third, whether the likely public health benefit will
outweigh any possible harmful practices, products, or
services (WHO 1999h).
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Generally, WHO collaborates with industry in two
ways. First, it may design, conduct, and fund studies, trials,
and other development work on proprietary industry
products in which WHO expresses an interest and/or is
invited to collaborate. Second, it may license certain
intellectual property that WHO owns to industry for
further development into a final product. Industry also
licenses and manufactures such products. Intellectual
property is usually acquired by WHO through research
performed by institutions that it funds. However, such
property is of little direct benefit to the organization
because it lacks the facilities, resources, and know-how
to further utilize it. This type of effort may include the
provision by WHO of technical and financial support.

Prior agreements between WHO and its industrial
partners are mindful of the organization’s interest in
ensuring that successful products are made available to
the public sector, and to developing countries in particu-
lar, on preferential terms and of industrys interest in
obtaining a reasonable return on its investment (WHO
1985). The agreements follow standard principles set
forth in WHO? Policy on Patents: Information Paper on
WHO Patents Policy (1985) and its Guidelines on Interaction
with Commercial Enterprises (1999b) and are negotiated
on a case-by-case basis. As a result, their final terms and
conditions may differ depending on a variety of factors,
such as the ownership of the intellectual property rights
in question, the stage of the product’s development at the
time of negotiations, and the past and expected future
contributions to the collaboration by the parties. The
negotiations are then memorialized in a document called
a Memorandum of Understanding (MOU) (WHO
1999a).
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In all of its collaborations, WHO seeks to ensure that
its public sector objectives are achieved by requiring that
prior agreements provide that products and technologies
developed with WHO support will be made generally
available to both the public and to public sector agencies.
The MOU defines a public sector agency as “a govern-
ment, or a department or agency thereof, or a recognized
non-profit organization or entity, including WHO and
any other organization within the United Nations sys-
tem” (WHO 19992, 6). Agreements usually provide that
the product will be made available to the public either by
the industry partner or through a license to WHO, if the
industry partner decides to abandon the project. In addi-
tion, the industry partner must agree to make the prod-
uct available to public sector agencies for use in the
public sector of developing countries “in sufficient quan-
tities to meet the needs of such agencies” for distribution
in such countries (WHO 1999a, 3).

In addition to commitments relative to quantity, com-
mitments are also sought relative to pricing. Pricing
commitments obtained from industry partners by WHO
on behalf of public sector agencies may differ depending
on whether the product will be distributed through the
private sector. If it is to be distributed through both
the private and public sectors, the price at which the
product is made available to public sector agencies “shall
be (i) preferential compared to the Private Sector price,
and (ii) set at the lowest possible level permitting a com-
mercially reasonable return on combined worldwide
sales of the Compound for Distribution in both Public
and Private Sectors” (WHO 1999a, 3). The product can
be sold in the private sector at whatever price the indus-
try partner chooses. Pricing commitments from industry
partners can also take the form of “cost, plus a modest
mark-up” or of a maximum price, depending on the cir-
cumstances.’ “Cost, plus a modest mark-up” can be used
at any stage of the collaboration, provided the terms can
be defined and agreed upon. In contrast, a maximum
price commitment can only be used if the development
work is at such a point that the parties are able to deter-
mine what it will “cost to make a product.”* If the prod-
uct will not be distributed through the private sector,
availability to public sector agencies shall be “at the
lowest possible, commercially reasonable price” (WHO
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1999a, 3). Bulk purchase is another mechanism used to
ensure availability of products at the lowest cost possi-
ble.” To a much lesser degree, WHO may receive royalties
that are invested in the public interest either to offset the
cost of products or to fund further research to meet
the needs of developing countries.®

In addition to quantity and pricing commitments, a
final item that is negotiated in each case is the period of
years during which product availability is ensured.
Although there is no fixed time, “at the end of the agreed
period of time the company concerned must agree to
provide technology transfer to enable the country or
countries concerned to continue either to manufacture
the product themselves or through a sublicensing agree-
ment to have somebody else manufacture it for them.””

Over the years, WHO and the private sector have suc-
cessfully collaborated on a variety of projects in many
areas, of which tropical diseases and reproductive health
are just two examples. Drugs to combat malaria, schisto-
somiasis, and onchocerciasis have been developed in this
way. So have new and improved contraceptives, includ-
ing emergency contraception, injectable hormonal prepa-
rations for men and women, vaginal rings, and
immunocontraceptives.®

The International AIDS Vaccine Initiative

The International AIDS Vaccine Initiative (IAVI) is an
international scientific nonprofit organization founded in
1996 with the single aim of accelerating the development
of safe, effective, and accessible HIV vaccines for global
use. IAVI's research focus is on vaccines for developing
countries. Through the investment of what it calls “social
venture capital,” IAVI's goal is to develop vaccines that
“would be inexpensive to manufacture, easy to transport
and administer, stable under field conditions and require
few inoculations” (Zonana 1999, 5). IAVI’s work is driven
by the belief that a vaccine represents the worlds best
hope to end the AIDS epidemic.

In June 1998, IAVI issued a Scientific Blueprint for
AIDS Vaccine Development (IAVI 1998) that links promis-
ing vaccine approaches with countries in which to test
them. It seeks to accelerate product development and
clinical trials through public/private partnerships among



vaccine developers, manufacturers, and those who will
test the vaccines. Because it is in developing countries
where the epidemic is the most severe and the need for a
vaccine is greatest, most of IAVIs efforts are focused
there. These collaborations seek to ensure that people
in developing countries for whom particular vaccines
are designed benefit from those vaccines once they are
developed.

To date, TAVI has invested about $15 million to create
four North-South vaccine development partnerships. It
also contributes expertise “as needed, in areas ranging
from project management to regulatory affairs and infra-
structure for clinical trials.”® The first is an academic part-
nership with the University of Oxford and the University
of Nairobi to develop for East Africa two separate vaccine
constructs to be used in combination. Phase I clinical
trials began in Oxford in August 2000, and the Kenyan
government has approved Phase I clinical trials, which
have begun in Nairobi.

The second is an industry/academic/developing
country government collaboration, which involves
Alphavax Human Vaccines, Inc., a small North Carolina
biotechnology firm, and three institutions in South
Africa: the University of Capetown, the National Institute
of Virology, and the Medical Research Council. The goal
of this collaboration is to develop a vaccine to be tested
in South Africa (AVAC 1999)."

In February 2000, IAVI entered into a third partner-
ship with Targeted Genetics Corporation (TGC), of
Seattle, Washington, and the Childrens Research
Institute on the campus of Childrens Hospital, in
Columbus, Ohio, to develop a vaccine for Southern and
Eastern Africa that will utilize a vector technology devel-
oped by TGC to deliver HIV genes as a form of genetic
immunization. TGC’s manufacturing process is based on
a cell line originally developed by a researcher at the
Children’s Research Institute, which holds the patent to
the technology. The vaccine being developed has the
characteristic of giving long-standing protection from a
single dose and, therefore, may be particularly appropri-
ate for areas where vaccine delivery is difficult. Finally, in
May 2000, IAVI entered into a fourth partnership with
the Institute of Human Virology. The vaccine under
development in partnership with Uganda will be
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designed to use genetically modified Salmonella bacteria
as an oral delivery system for DNA. The ease of use and
extremely low cost make this a very promising vaccine
for large-scale field use. IAVI expects to launch more
partnerships later this year.

IAVI’s focus on encouraging industrial participation
in AIDS vaccine development is based on the belief that
private sector involvement and ingenuity in this process
are crucial. A successful AIDS vaccine will necessarily
rely on technologies covered by new and existing patents.
Realistically, however, prospects for the development of
an AIDS vaccine by the pharmaceutical and biotechnol-
ogy industries alone are unlikely for four reasons. First,
the development costs of a vaccine are high; second, a
very large percentage of the potential vaccine market
probably will be in developing countries without the
resources to buy the vaccine; third, because there is a dif-
ference in the predominant viral strains in developed and
developing countries, the vaccine that is developed may
have to be region specific (Nchinda 1999); and fourth,
the highly charged political environment for HIV/AIDS is
becoming a disincentive for vaccine development.

TAVT has been instrumental in structuring prior agree-
ments with industry partners to facilitate developing
country access to vaccines developed with IAVI resources
at reasonable prices. According to Seth Berkley, IAVI's
president, “[d]ealing with the access issue at the start of
the process represents a wholly new approach to vaccine
development that will ultimately benefit both industrial-
ized and developing countries” (Zonana 1999, 5).

IAVI's prior agreements with its industrial partners
call for reasonable pricing policies for the public sector in
developing countries. The public sector is considered the
governments and not-for-profit organizations serving
developing countries. In return for financing the early
vaccine development, companies agree to make the vac-
cine available to the public sector in developing countries
in quantities reasonable to demand and at a cost of man-
ufacturing plus a reasonable profit, which is defined. If
companies do not do so, IAVI has the right to transfer the
intellectual property and background technology to
another manufacturer. If the costs of manufacture seem
unreasonable, IAVI is permitted under the terms of the
agreement to obtain alternative bids for manufacture. If a
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third party can produce the vaccine for less, the company
must match that price or contract the manufacturing
from the third party. The vaccine can be sold at the price
the market will bear in the developed world and in
private markets in the developing world. If its partner is
unable to meet its overall obligations under the agree-
ments, IAVI retains the right to choose from several
options to ensure global accessibility.

Investment in industry is not the only component of
IAVT5s strategy for making vaccines available in develop-
ing countries. IAVI is also working on the creation of
vaccine purchase funds along with the World Bank in
an effort to provide additional financial incentives for
industry to engage in vaccine development. Vaccine pur-
chase funds are “mechanisms that can create a market in
the developing world to purchase these vaccines and to
distribute them. The idea would be that...before the vac-
cine is ever made [we] would have a mechanism in place
to have the vaccines purchased.”" The creation of these
funds is based on the notion that although companies
should not lose money on the vaccines they produce, the
financial return that companies can expect to receive
(and must be willing to accept) will differ according to
the market in question. The profit margin in the devel-
oping world would be next to nothing; however, compa-
nies that are willing to deal in those markets receive other
important benefits, such as economies of scale and entrée
into those markets."

To help ensure that sufficient quantities of successful
vaccines are available to the developing world, IAVI is
investigating other mechanisms for vaccine production.
It is helping to launch national vaccine development pro-
grams in several developing countries with a significant
AIDS problem. These countries, which include South
Africa, India, and China, not only have large markets, but
they also have large vaccine industries and therefore the
potential capability to produce vaccines locally.

In addition to the involvement of industry, IAVI
believes that international funding from governments is
critical to creating the global consortium necessary to
ensure that a safe and effective vaccine is developed that
will be accessible to the developing country poor. Thus
far, TAVI has received financial support from Canada, the
United Kingdom, and the Netherlands. The United States
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is the fourth country to provide support for IAVIs
work through the FY 2001 Foreign Operations
Appropriations.” (See Exhibit 4.1.)

When asked if the types of agreements that IAVI has
forged will work in other contexts for other diseases with
different partners, Seth Berkley explained that he sees
IAVTs quest for an AIDS vaccine “as a chance to begin to
develop the mechanisms that make sense, that can be
used across the whole range of different products. When
we sit down and compare the issues on malaria to HIV,
they are not that different.”"*

IAVI has updated its 1998 Blueprint in Scientific
Blueprint 2000: Accelerating Global Efforts in AIDS Vaccine
Development (IAVI 2000c), which is designed to continue
to accelerate the development of AIDS vaccines for use
throughout the world. The 2000 Blueprint calls for the
establishment of four to eight new Vaccine Development
Partnerships with the goal of initiating efficacy trials of
three of the most promising AIDS vaccines within five to
seven years. IAVI has created yet another blueprint, AIDS
Vaccines for the World: Preparing Now to Assure Access (IAVI
2000a), which “presents a strategy for addressing the
many economic, political, and logistical obstacles to
immediate and widescale access in the developing world”
and seeks to avoid “the typical ten to twenty year delay
in introducing new vaccines to poor countries”
(IAVI 2000b, 9).

VaxGen

VaxGen, a California-based biotechnology company,
developed an AIDS vaccine known as “AIDSVAX.”
AIDSVAX is the first vaccine candidate in the world to
enter Phase III efficacy studies. The company raised
money to finance its own trials in an effort to get the
vaccine tested as quickly as possible (AVAC 1999). Two
trials are being conducted on two different vaccines. Each
vaccine is designed to prevent a particular strain of the
virus prevalent in the country in which it is being tested.
The first trial is being conducted in the United States.
Between June 1998 and October 1999, more than 5,400
participants were recruited, mostly men who have sex
with men. Thailand is the site of the second trial, also
currently ongoing. Recruitment of 2,500 participants, all



intravenous drug users at high risk of becoming HIV
infected, began in March 1999 and concluded in
August 2000.

The Thai government, the Bangkok municipal gov-
ernment, and Mahidol University have been proactive in
working with VaxGen in testing the potential vaccine
candidate on the Thai population. Despite the imple-
mentation of other interventions, Thailand has one of the
fastest growing rates of HIV infection in the world, and
the government has made the development of an AIDS
vaccine a health priority. Thailand was chosen as a study
site for several reasons. One reason is the strong profes-
sional relationship that has developed between key indi-
viduals at VaxGen and Thai researchers. Another reason
is that the two predominant strains of the HIV virus pres-
ent in Thailand are similar, making it easier to test the
vaccine. Finally, WHO and the Joint United Nations
Programme on HIV/AIDS (UNAIDS) selected and sup-
ported the building of infrastructure to conduct vaccine
trials, and UNAIDS and the Centers for Disease Control
and Prevention (CDC) have supported cohort develop-
ment over a number of years. The CDC has developed a
cohort of injecting drug users from methadone clinics
run by the Bangkok Metropolitan Association, which is
now being recruited for the vaccine trial.”

As a condition of participating in this study, the Thai
government required first that any vaccine tested in
Thailand have a reasonable likelihood of preventing
infection by the particular strains of the virus most preva-
lent in the country. AIDSVAX B/E was developed specifi-
cally to prevent further infections by the two subtypes,
B and E, that are prominent in those infected through
sexual exposure and in the injecting drug user popula-
tion. The Thai government also required that the country
receive research benefits in two forms—the product itself
and capacity building.

In its discussions with the Thai Ministry of Public
Health, VaxGen offered an informal agreement that
should there be a licensed product, the country would
receive special treatment from the company in making
the product available in Thailand.'* VaxGen has agreed to
make a concerted effort to decrease the cost of the vac-
cine for the country. Or, if feasible, because Thailand has
a strong local pharmaceutical industry, arrangements
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could be made for a bulk shipment of the product with
filling and finishing in Thailand."” This arrangement was
described by one Thai AIDS researcher as a “letter of
intent” and the first of its kind in any vaccine trial in the
world (IAVI 1999, 7). Discussions about ways of making
the product available after completion of the study are
ongoing between the parties. Although there is a formal
agreement governing the conduct of the Phase III study
in Thailand, nothing beyond the letter of intent has been
requested by the Thai government.

Many of the benefits that will accrue to Thailand as a
result of participating in the study take the form of capac-
ity building. The Thais view the transfer of such knowl-
edge and technology as extremely important. Capacity
building is occurring in three ways. First, VaxGen is
transferring its data management capabilities to Thailand.
A complete data center has been established so that the
Thais have state-of-the-art hardware and software.
VaxGen is teaching the Thai data management unit how
to collect, monitor, and validate data to comply with
international clinical research guidelines. Second, the
company has developed a repository of laboratory speci-
mens. Technical know-how is being provided to the
Thais about how to store, track, locate, and connect data
to specimens. Third, VaxGen is training the Thais in clin-
ical research and good clinical practices relative to con-
ducting Phase III trials. The Thais’ experience has been
previously limited to Phase I and II trials. By having the
Thais engage in these types of capacity-building activi-
ties, the goal is to provide them with the necessary skills
and knowledge to enable them to function independ-
ently and conduct Phase III clinical trials on their own.
Capacity building is occurring as the result of a verbal
commitment between VaxGen and the Thais. It is not
part of the letter of intent.'

The prior agreement negotiated between VaxGen and
the Thai government was portrayed in a far less flattering
light in the last of a six-part series, “The Body Hunters,”
that ran in the Washington Post in late December 2000
(Flaherty and Struck 2000). The article made several alle-
gations concerning post-trial benefits sought by the Thais
for either research participants or the country itself that
VaxGen would not agree to provide. First, VaxGen
refused to pledge care for research participants who
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became HIV infected during the trial. Thai health author-
ities finally agreed to provide the best local treatment,
described as “years behind what an American could
expect.” Second, VaxGen refused to guarantee that the
vaccine, if proven effective, would be sold to the Thais
at a reduced price. Flaherty and Struck noted that “[a]
‘gentlemen’s agreement’ the company wrote in 1998 to
Thai health officials suggested that if the Thais helped
with packaging the vaccine, VaxGen might be able to
reduce the country’s costs for the vaccine.” But, according
to the company president, VaxGen “can’t give vaccine
away and bankrupt the company.” Finally, VaxGen
rejected the Thai requests for profit-sharing or a manu-
facturing plant to be located in the country. Said one Thai
representative who reviewed the study and is now a
member of the Thai Senate, “We were making test sub-
jects available and we were agreeable to that. But on the
other hand, we did not have that much bargaining
power. Our situation was desperate.” VaxGen has
invested almost $600,000 in equipment and facilities
that will remain in Bangkok when the study is over
(Flaherty and Struck 2000).
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UNAIDS

UNAIDS has employed prior agreements in two
instances. One agreement was made with the manufac-
turers of the female condom before the research began.
That agreement stipulates that the product should be
made available to the public sector in developing coun-
tries at a preferential price. The price at which the prod-
uct is sold in Brazil, Lesotho, South Africa, Thailand,
Zambia, Zimbabwe, and other developing countries is
U.S. $0.61. The manufacturers’ price in industrialized
countries is reported to be significantly higher. Thus far,
the manufacturers of the female condom have complied
with the agreement.

UNAIDS also entered into a preferential pricing
agreement with Columbia Laboratories prior to the com-
mencement of UNAIDS-funded microbicide trials in
Cote d’Ivoire, South Africa, Benin, and Thailand. It is
expected that the product, if proven successful, will be
made available by Columbia Laboratories, its manufac-
turer, to all trial participants at no cost until it is regis-
tered in the markets in the countries where the research
is conducted. After that time, it will be available at a
reduced price in the private sector of all developing
countries."
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benefits, 66, 74, 106-108

Thailand AIDS/HIV vaccine research, prior agreements on
post-trial benefits, 66, 74, 106-108

Vietnam

alternative therapies disclosure requirements for clinical trials,
cultural barriers to, 39-40

Voluntary consent. See Coercion; Informed consent
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Washington. See Seattle, Washington; Washington, D.C.

Washington, D.C., 84

Washington Post, 107

Wellcome Trust Research Laboratories, 73
White House, 72

WHO. See World Health Organization (WHO)
WMA. See World Medical Association (WMA)

Women

condom (female), international research on, prior agreement
for, 108

informed consent for international clinical trials, role of
husband, vii, 45

informed consent for international clinical trials, role of others
in, cultural issues, 45

See also Maternity

World Bank, 72, 105
World Bank AIDS Trust Fund, 73

World Health Organization (WHO), 3, 73, 85, 107

Compound for Distribution in both Public and Private
Sectors, 104

Guidelines on Interaction with Commercial Enterprises, 103
Memorandum of Understanding (MOU), 103-104

Operational Guidelines for Ethics Committees That Review
Biomedical Research, 62, 70, 92

Policy on Patents: Information Paper on WHO Patents Policy, 103
post-trial benefits for international research, prior agreements
for, 66, 74, 103-104

World Medical Assembly Declaration, 86

World Medical Association (WMA), 3, 8, 36, 56, 80

See also Declaration of Helsinki: Ethical Principles for Medical
Research Involving Human Subjects
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Zambia
international research, UNAIDS prior agreement for post-trial
benefits in, 108

Zimbabwe

international research, UNAIDS prior agreement for post-trial
benefits in, 108
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