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There has been considerable controversy about the ethics of clinical trials that are sponsored or
conducted by groups in industrialized countries but carried out in developing countries. [1-8] The
National Bioethics Advisory Commission, of which we serve as chairman and executive director,
respectively, has recently addressed these and related issues. |9] International collaborative
research covers a broad spectrum of methods, topics, and research strategies. In this essay, we
discuss ethical issues in the design and conduct of clinical trials in developing countries. In
particular, we focus on phase 3 and other drug trials that, if successful, can lead to the use of
effective new treatments.

Clinical trials should not exploit the subjects who agree to participate in them. [10] The United
States is one of several countries that have developed substantive ethical standards (based on the
principles of justice and individual autonomy) for conducting clinical research, as well as a
required set of procedures for implementing the standards.

These standards and procedures are embodied in regulations developed over two decades ago -
the "common rule" {11] and parallel regulations of the Food and Drug Administration (FDA) {12]
- which apply to research involving human subjects that is funded by many federal agencies or
regulated by the FDA. Despite some noticeable shortcomings and its limited scope, this system
for the protection of human subjects has worked reasonably well for clinical research conducted
in the United States. Unfortunately, not all research conducted in the United States is subject to
the common rule or the FDA regulations (e.g., some studies conducted in physicians' offices and
any type of research at academic institutions that do not receive federal funds). There is also
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continuing concem about the capacity of ethics committees to meet fully their critical
responsibilities to protect human subjects and to provide oversight of studies. [13-15]

For clinical trials that are sponsored by the U.S. government and conducted in developing
countries by U.S -based researchers, or otherwise carried out within the federal regulatory
framework, two associated questions arise. The first question is whether it is appropriate to apply
the same set of ethical standards and procedures that is used for trials in the United States to
trials conducted in developing countries, where the context may be different. The second is
whether such clinical trials pose unique ethical issues that must be addressed.

Exporting Ethical Standardsx«

We believe that clinical trials conducted abroad should meet all the ethical standards for trials
based in the United States, including prior review and approval by ethics review committees, the
minimization of risk to the participants, a favorable risk-benefit ratio, and the provision of
individual informed consent by all competent adult participants. Arguably, there should be
additional standards to ensure that participants are drawn from a broad cross-section of the
population and to ensure that there is adequate medical care of participants during the trial, with
compensation for any injuries directly related to participation, even though these provisions are
not required in the United States. Within the framework of these ethical standards, however,
procedures could be adopted in developing countries that might differ from those in the United
States and that might be more in line with local custom, conditions, and culture.

An important additional safeguard is needed to avoid the exploitation of potentially vulnerable
populations in developing countries - namely, clinical trials sponsored or regulated by U.S.
groups should be limited to those that are responsive to the host country's health needs. If the
intervention being tested is not likely to be affordable in the host country or if the health care
infrastructure cannot support its proper distribution and use, it is unethical to ask persons in that
country to participate in the research, since they will not enjoy any of its potential benefits.
Research participants in developing countries are less likely to have continued access to the
intervention being evaluated than are participants in developed countries. This raises the ethical
question of whether any health care benefits will ever reach the citizens of the host country. [6-8]
In addition, there is always a concern that the developed country may be exploiting a country
that is poorer, less powerful, and therefore more vulnerable. Although it has long been
recognized that collaboration between peoples of different nations has great potential to generate
substantial benefits for both sides, there is often controversy over the nature of the collaboration
and whether the distribution of any benefits will be equitable.

Given these issues, researchers, sponsors, and ethics review committees in developed
countries must take great care to ensure that the justification for conducting a trial in a
developing country is adequately articulated. This is especially important if the trial is to be
conducted in a country or region where the population may be vulnerable to exploitation because
of pervasive poverty and disease or lack of understanding of the scientific issues surrounding the
health problem and the role of the clinical trial in the search for a solution.

A trial in a developing country might be justified in a number of ways. The research might
address an important health problem in that country, or it might represent a joint effort by the
country sponsoring or conducting the study and the host country to address an important health
problem in both countries. However, conducting a trial in a developing country because it 1s
more convenient or efficient or less troublesome to do so is never a sufficient justification.
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Specific Ethical Issuesx

There are specific ethical issues that arise when researchers from developed countries conduct
clinical trials in developing countries. These issues are not unique - they pertain to all clinical
research - but how they are interpreted and addressed may be unique.

The Process of Informed Consent s

The particular procedures for obtaining voluntary informed consent in developing countries
may need to be tailored to local custom and culture, even though we share the view that the
principle of informed consent applies throughout the world. {16] For example, U.S. regulatory
procedures focus on the informed-consent document itself, rather than on the process of
informed consent, and require written consent. Such procedures may be impossible to implement
in some areas, because persons may be illiterate or because signing a form may be considered
dangerous in countries with oppressive regimes. In any case, obtaining a signature on paper - in
the United States or elsewhere - does not ensure that a participant understands the proposed
research. Although signed forms make it easy to audit informed consent - one useful dividend of
this process - there are other ways to ensure that it has been obtained. An ethically sound
alternative to written consent is oral consent that has been witnessed and verified.

In many countries, it is important to obtain permission from local leaders for researchers to
seek individual informed consent and to discuss other aspects of the research. Although it may
be difficult to identify the members of the community who should be consulted and to determine
the level of authority they should have in permitting researchers to approach potential
participants, we believe that such consultations can be helpful in improving both the informed-
consent process and the overall research design.

Research Design and Ethics Review

One of the most controversial issues in the conduct of clinical trials in developing countries is
whether the control group must receive the same intervention as that which would be provided if
the study were conducted in a developed country. For example, trials that compared a short
course of zidovudine with placebo for the prevention of perinatal transmission of human
immunodeficiency virus (HIV) infection generated considerable controversy. [17-19] It was
already known that a longer course of zidovudine reduced perinatal transmission, [20] so some
argued that the use of a placebo in subsequent studies was unethical. [19] In our view, an
experimental intervention should normally be compared with an established, effective treatment
(defined as a treatment that has widespread acceptance by the medical profession throughout the

~world and that is as effective as any alternative treatment for the disease or condition), whether
or not that treatment is available in the host country. Therefore, the presumption is that a placebo
control, or any other control that is less effective than an established, effective treatment, is not
ethically acceptable.

However, we would permit an exception in a situation in which the only useful research
design, from the host country's perspective, required a less effective intervention in the control
group, if the condition being studied was not life-threatening and if the trial received approval
from an ethics review committee in the host country as well as one in the United States. We
recognize that the requirement of approval by an ethics review committee is not without its own
challenges - in the United States and abroad - particularly if the committee lacks the
independence or capacity to conduct a thorough review. The research investigators and sponsors
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must therefore assume considerable ethical responsibility in determining whether an exception
to the standard is warranted. It may not be feasible to design a study that both answers a question
that is relevant for the host country and that would be ethically acceptable if it were conducted in
the United States. An exception should be limited and should not be extended to trials that fail to
meet these requirements and qualifications. It would not apply to the treatment of life-threatening
diseases such as HIV infection. If our standard were adopted, many trials currently under way or
in the planning stages might have to be stopped or redesigned.

Some of these issues are illustrated by a recent case. Earlier this year, a U.S. biotechnology
company submitted a proposal to the FDA for a study of a new surfactant drug in premature
newborn infants with the respiratory distress syndrome - a potentially fatal condition. (3] The
study, which was to be conducted in several Latin American countries, was designed to include
three groups of infants: those receiving the new drug, those receiving an FDA-approved
surfactant drug, and those receiving placebo. In studies of this kind - involving a disease that is
life-threatening and one for which an established, effective treatment is available - a placebo
control is not permissible. Moreover, such a trial is not ethical if patients in the developed
country would be the primary beneficiaries and if it is not clear that the trial would be responsive
to the health care needs of the host country. Surfactant treatment in infants with the respiratory
distress syndrome is widely used in developed countries but not in developing countries. In
April, the company that proposed the placebo control redesigned the study so that no infants
would receive placebo.

These issues are also addressed in the recent revision of the Declaration of Helsinki. 211 It
states, "The benefits, risks, burdens and effectiveness of the new method should be tested against
those of the best current prophylactic, diagnostic and therapeutic methods." This statement may,
in our view, be too rigid. It could undermine ethically sound attempts to address critical health
issues, such as the treatment of a disease that is éxtraordinarily burdensome - for example, lower
respiratory tract infections, perinatal disorders, or diarrheal conditions. In many developing
countries, other ethical concerns may compete with the commitment to protect participants in
‘research - for example, the need to prioritize access to medical interventions and to make the
most of limited resources. The Helsinki standard for the control group should be the presumptive
standard for trial design. Nonetheless, ethics review committees should be able to approve a
deviation from this standard, but only if it is required in order to address an urgent health
problem in the host country.

Prior review and approval of a proposed clinical trial by an independent ethics committee is an
internationally accepted ethical standard for research involving human subjects. [21-23] A review
by ethics committees in both the host and sponsoring countries does not guarantee that the trial
will be carried out in an ethical manner but does help ensure that both the ethical aspects of the
trial and the local context are considered. There should be greater efforts to make sure that local
ethics committees have the necessary expertise to carry out their responsibilities. [24]

Finally, it has been suggested that it is unethical to conduct clinical trdals in a country that does
not share the democratic traditions of the United States. For example, an editorial in the
Washington Post stated, " At the least, the FDA should not accept trials conducted in non-
democratic countries . . . ." [25] We believe that the ethical obligations of the United States as a
participant in international collaborative research are not limited to countries that share our
democratic system. The same editorial went on to suggest that the FDA should not "allow the
export of drugs for trials if they have been rejected for such use in the United States.”" We
support in part the sentiment behind this suggestion, but in our judgment it is too rigid and, like
the recent Helsinki revision, might prevent ethically sound research from being conducted.
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Post-Trial Benefitssi

Ethical issues arise at the conclusion of all clinical trials. The Declaration of Helsinki states
(Principle 30), "At the conclusion of the study, every patient entered into the study should be
- assured of access to the best proven prophylactic, diagnostic and therapeutic methods identified
by the study."” Other international documents either require similar post-trial provisions or call
for the best efforts of sponsors and researchers to secure benefits for the participants in the trial

and, in some cases, for other persons who might be candidates for the successful intervention.
[21.24]

Making a successful new intervention available to participants after a trial is an especially

important ethical obligation. There is a related obligation to ensure that participants are 1o worse

- off during the trial than they were before it. In addition, we believe that research participants
should not be made worse off as a result of their inability to have continued access to the
successful intervention after the trial has ended. Although the researcher-participant relationship
is different from the doctor-patient relationship, trust in the medical profession is central to
anyone's willingness to participate in a trial. Any sense of abandonment is difficult to address - -
adequately in the informed-consent process.

A plan for the routine provision of a successful new intervention to participants after a trial has
been completed is one way to ensure that the study is responsive to the health needs of the host
country. The ethical obligation to provide the intervention to others in the community who might
benefit from it is considerably less strong, but a plan to do so would help reduce the risk of

. ~exploitation.

Conclusions

The unprecedented intemnational movement of people, goods, and ideas has made people in
developed countries more aware of the imbalance in the global burden of disease. This is
sometimes referred to as the "10/90 gap" - less than 10 percent of global health care expenditures
are devoted to diseases that account for 90 percent of the global burden of disease. [26] Initiatives
to reduce the burden of disease in developing countries are urgently needed. Clinical trials that
arc responsive to the health care needs of these countries constitute one such initiative, but it is
neither necessary nor desirable to relax our ethical standards in order to achieve this goal. On the
contrary, the standards should be maintained, with circumscribed adaptations to the needs of
developing countries.

Harold T. Shapiro, Ph.D.
Eric M. Mestin, Ph.D.
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We are grateful to members of the National Bioethics Advisory Commission and others for
discussions and contributions.
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