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T

here is a marked disparity between the burden of
disease in developing countries and the proportion
of medical research that is devoted to the diseases
of the developing world.1 Although it is heartening that
25% of scientific publications result from work in developing countries,2 much more needs to be done. One of the
obstacles to research in developing countries is the complex
process of ethical approval for studies, particularly those
funded by institutions and industrial sponsors in developed
countries. The point has often been made that research in
developing countries poses particular ethical issues,3,4 but
our experience of more than 18 years of collaborative research in Peru persuades us that efforts to provide ethical
oversight of research in developing countries are often duplicated unnecessarily and are frequently based in trivial,
misplaced or simply invalid concerns.
Institutional review boards (IRBs) in developed and developing countries tend to operate on the presumption that
investigators are intent on exploiting disadvantaged and
poorly educated subjects. This perception has given rise to
an ethics review system for international research that is
unnecessarily complex and legalistic. This exaggerated response is detrimental to the promotion of research in developing countries and does not result in better protection
for research subjects.
Collaborative studies conducted by federally funded institutions in the United States are a good example. For
such studies, IRBs in the developing country are required
to register with the US Office for Human Research Protections, and institutions should file a “Federalwide Assurance,” a document declaring compliance with an accepted
ethical standard for human research (e.g., the Helsinki Declaration). Studies can proceed only after each participating
institution’s IRB has reviewed and approved the proposed
study and consent forms. In international research, this often involves more than one, and sometimes many, IRBs.
Even the most benign study must navigate a maze of committees, setting the research process back months and even
years. For example, a simple village survey study over a 5year period could require 40 separate IRB approvals (or renewals) — at a high cost of time, effort and funding.
Does a multiplicity of ethical review committees make a
project more ethical? We doubt it. Rather, these committees simply entangle the process in bureaucratic delays.5
Approval by a single IRB takes between 1 and 3 months in
most cases. The IRBs either approve the study or request
clarifications or amendments, which might necessitate another full review. Given that each IRB has its own com248
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ments to make, changes requested by one IRB need to be
reviewed by all other committees before final approval. Often, each institution wants the consent form written a different way.6 Thus, depending on the number of agencies
and locations involved, the sheer number of reviews with
their multiple consent forms (especially if children and adolescents are involved) can create a virtual paper mill. There
is no hierarchy: each committee wants the last word.
In addition, annual ethics reviews are required in multiyear studies. New questions may arise. We have seen instances of ethics committees requiring changes to the language of the consent forms even though the same committee
had approved the wording the previous year. Until all IRBs
involved have approved the new changes, they may require
researchers to stop recruiting new subjects.
Collaborative international research, as we have noted,
involves approval by IRBs in the sponsoring country and in
the developing country. IRBs in developed countries are
nearly always paternalistic and have a low regard for the
quality of IRB reviews in less developed countries — even
though local committees know their local populations better and are more likely to protect and care for them. Of
course, it would be naive to assume that all local IRBs can
perform thorough reviews of a wide array of potential studies involving molecular biology, genetic epidemiology, spatial analysis, etc. But it would be rational to select and accredit those IRBs that can provide a good review.
Many members of IRBs in developed countries have little (if any) experience in the developing world and do not
understand local constraints. Lacking both knowledge of
the local culture and trusting neither the local institution
nor the investigator, they may correct the language of the
consent form or recommend procedures that are not culturally suitable. Discussing the wording of a consent form
in English when it is to be applied in a different language is
inappropriate. IRBs in developing countries may judge the
wording too complex, even though the terminology is clear
for people reading it in their native language.
In the United States, IRB committees are now charged
not only with upholding overall ethical standards, but also
with protecting the economic status and liability of their institutions. Thus they must assess collaborative studies
against a labyrinth of legalistic and regulatory issues.
Lengthy, complex multi-page consent forms are difficult to
read. Often, their final format resembles a disclaimer more
than an informative document.7
Similarly, IRBs might not approve some studies lest
such approval jeopardize the institution’s public image —
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even if the risks to the institution are negligible and the
benefits for the study population are high. For example,
one of us participated in the design of a study comparing
conventional and new techniques to diagnose tuberculosis
infection and drug resistance in a prison population in
Peru (where multidrug-resistant tuberculosis is common).
The study made provisions for appropriate treatment.
IRB approval was stalled by concerns about “using” this
vulnerable population. During the delay, a local collaborator relocated, which meant that the study could not
proceed. The study posed no risk to the prisoners and, indeed, might have saved the lives of those with drug-resistant tuberculosis.

What can be done?
We suggest three strategies to ensure the ethical protection of human subjects in developing countries while also
encouraging research. First, no more than 2 institutions
should be in charge of the ethics review of international
studies: the institution of the principal investigator, and the
institution of the principal foreign collaborator. The more
reviews there are, the more chance there is for reviewers to
request new changes that will have no or little effect in protecting study subjects. Other review boards should be limited to registering and verifying the 2 IRB approvals, unless
those boards have particular concerns (which the primary
IRBs should address).
Second, whenever feasible, the developed country review panel should consist of people who have spent time
working in the developing world.
Third, the consent document should be the one approved by the local IRB. If a back translation into the language of the sponsoring country is needed, this should not
be used to assess the language level. The terminology
should be expressed in the native language and by the local
institution.
In both developed and developing countries, the current
IRB situation is becoming unmanageable and urgently
needs revision. There is now a large, built-in administrative
infrastructure involved in ethical review at several levels, including funding agencies, universities, nongovernmental
organizations and governmental bodies. As this infrastructure becomes more established, its members will have a

vested interest in keeping the status quo or increasing the
complexities of the review process. We believe this situation is detrimental to research and compromises the rights
of research subjects. Funding agencies must change the
current situation, since they have the power to terminate
institutional research programs.8 We must redress the balance, so that the ethical process is simple, concentrates on
the rights of individuals and is institutionally hierarchical.
We are not arguing for an eased ethical standard, or to bypass IRB review in either developed or developing countries. We believe an equally high standard of protection
could be achieved with a less legalistic and repetitive system. A thorough, stringent review by one developed and
one developing country institution is sufficient to adequately protect the rights of study participants.
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