Ethical Dilemmas with Economic Studies in Less-Developed Countries: AIDS Research Trials
Author(s): Michele Barry

Source: IRB: Ethics and Human Research, Vol. 13, No. 4 (Jul. - Aug., 1991), pp. 8-9
Published by: The Hastings Center

Stable URL: http://www.jstor.org/stable/3564206

Accessed: 12/01/2009 12:37

Y our use of the JSTOR archive indicates your acceptance of JISTOR's Terms and Conditions of Use, available at
http://www.jstor.org/page/info/about/policies/terms.jsp. JSTOR's Terms and Conditions of Use provides, in part, that unless
you have obtained prior permission, you may not download an entire issue of ajournal or multiple copies of articles, and you
may use content in the JSTOR archive only for your personal, non-commercial use.

Please contact the publisher regarding any further use of thiswork. Publisher contact information may be obtained at
http://www.jstor.org/action/showPublisher ?publisherCode=hastings.

Each copy of any part of a JSTOR transmission must contain the same copyright notice that appears on the screen or printed
page of such transmission.

JSTOR is anot-for-profit organization founded in 1995 to build trusted digital archives for scholarship. We work with the
scholarly community to preserve their work and the materials they rely upon, and to build a common research platform that
promotes the discovery and use of these resources. For more information about JSTOR, please contact support@jstor.org.

The Hastings Center is collaborating with JSTOR to digitize, preserve and extend access to IRB: Ethics and
Human Research.

http://www.jstor.org


http://www.jstor.org/stable/3564206?origin=JSTOR-pdf
http://www.jstor.org/page/info/about/policies/terms.jsp
http://www.jstor.org/action/showPublisher?publisherCode=hastings

IRB

norms.'! We believe that certain re-
search protocols involving consent-
ing adults that are unacceptable in
some countries may be acceptable
in others. The AIDS pandemic espe-
cially has called into question
basing research ethics—wherever
the research might be conducted —
on Western ideals alone.'> The
present case illustrates that ethical
decisionmaking is powerfully in-
fluenced by local disease patterns,
local values, and local economies.
From this cross-cultural perspec-
tive, clinical research that does not
harm patients, that provides a
meaningful benefit to them, and
that is aimed at obtaining economic
data that will determine drug
availability is acceptable and indeed
necessary.
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Ethical Dilemmas with Economic
Studies in Less-Developed Countries:

AIDS Research Trials

by Michele Barry

Christakis et al. describe a ran-
domized clinical trial (RCT) within a
developing South American country
comparing dideoxycytidine (ddC) to
placebo in patients infected with
human immunodeficiency virus
(HIV).! They question whether it is
ethical to conduct a placebo-con-
trolled trial when there is a drug
known to improve quality of life and
possibly prolon% survival for
patients with HIV,* and they also
query whether it is acceptable to
design a clinical study solely to
answer economic questions in a less
developed country (LDC). I would
add a third question: Should U.S.-
funded research, which would never
be approved in the United States, be
conducted in an LDC? If so, under
what circumstances and with what
safeguards should it be conducted?

HIV infection is a devastating
health problem not only taxing the
resources of the developed world,
but also overwhelming the health
care systems of developing
countries. The World Health Or-
ganization and individual countries
are constantly reassessing eco-
nomic priorities for health delivery
in settings of scarce resources.’
Christakis’s question of the accept-
ability of clinical studies to answer
economic questions is a nonques-
tion as such studies are a necessity
to make rational decisions for
countries with limited health care
dollars. However, if the end-point of
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a study in an LDC is a measure of
cost effectiveness rather that one of
effectiveness per se (as is the usual
endpoint in RCTs in more developed
countries), certain novel technical
issues become relevant to whether
the trial is ethical. In particular,
given its endpoint, the proposed
ddC trial would need to meet the
following criteria:

1. Sufficient data are obtained by
the study to allow an economic
cost-effectiveness analysis for
the LDC (e.g., productive work
years gained per unit cost;
health care costs deferred per
unit cost, etc.). Such data are
often difficult to obtain in cer-
tain populations in LDCs.

2. Given the scarce resources of
an LDC, estimates of possible
cost effectiveness based on
prior data regarding the drug
must be conducted before the
trial to determine if there is a
reasonable chance that the drug
will be as cost effective as other
priority health care allocations
for an IDC feg, tuberculosis pro-
grams, vaccine campaigns, pri-
mary health care clinics, etc.).

If these two criteria are not satis-

fied, the trial would not have a
reasonable chance of leading the
LDC to decide to use ddC; hence the
results of the trial could not help
HIV-infected persons in the LDC. In
fact, the trial would be of use only to
developed societies and hence
would offer no benefit to compen-
sate for the risk to citizens of LDCs.
The issue of whether a U.S.-
funded study that would not be ap-
proved in the U.S. should be con-
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ducted in an LDC is a more complex-
question. Christakis et al. offer an
excellent example for analysis.
Dideoxycytidine (ddC) is currently
an investigational drug whose
patent is assigned to the U.S.
government; preliminary phase I/11
trials of ddC have shown activity
against HIV but with significant
dose-related toxicity (severe peri-
pheral neuropathy).* An LDC re-
searcher has initiated a study to see
if ddC is cost effective in a country
where zidovudine (AZT) is too expen-
sive. An excellent argument is made
that an economic cost-effectiveness
comparison of ddC to placebo in an
RCT is not unethical since in this
LDC the cost of AZT is prohibitive
and thus the standard of care in the
LDC is no better than in the placebo
arm. Actually, individuals enrolled
in the placebo arm may fare better
than those receiving standard care
because they would receive more
intensive health care monitoring.
Important ethical contingencies of
the trial are described: There is a
requirement that the manufacturer
provide ddC to the population if it
proves to be clinically active and
cost effective. A local review board is
in place to evaluate the ethical and
clinical justifications of the trial. A
clinical trial with a placebo arm that
would not be approved in the U.S. is
defended as ethically sound given the

economic constraints of the LDC
described.

It is true that ethical decision-
making in non-Western settings
may involve a different risk-versus-
benefit analysis of research
protocols due to differing economic,
environmental, or cultural expecta-
tions.® Yet the principle of distribu-
tive justice creates an expectation of
providing (or offering) the benefits of
research (if developed) to those who
participated as research subjects —
or at least to members of the group
from which the subjects were
recruited.® Is the AZT arm Chris-
takis et al. describe in a footnote,
as requested by the manufac-
turer, justified if AZT is not an
affordable drug to citizens of the
LDC once the study is completed?
For the individual participating
in the study, the group ran-
domized to the AZT arm may
benefit by improved survival or
quality of life.” Yet this arm, al-
though not harmful to subjects of
the study, will presumably benefit
the developed world more than this
South American country. Are there
obligations at the end of the study
to provide the unaffordable drug to
these research subjects? I would
argue that expectations have been
created and the manufacturer
should provide the unaffordable
drug (AZT) to participating subjects
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after the study is completed.Cer-
tain research protocols involving
consenting adults may be unac-
ceptable in some countries and
quite defensible in others. Chris-
takis et al. defend a clinical trial
in an LDC that would have difficul-
ty being approved in the United
States. Yet given the political dif-
ficulties of conducting placebo-con-
trolled clinical trials of drugs for the
treatment of HIV infection in the
United States (even if justified), we
will need to be very wary of phar-
maceutical corporations turning to
Third World countries where large
populations with HIV infection can
be rapidly recruited. Local IRBs are
a relatively new concept to many
countries and potentially influenced
by a large influx of research monies
and technology. Although local host
country review of the ethical and
clinical justifications of a study are
crucial, we must also ensure that
the research will be reviewed in the
U.S. to determine that it is designed
with the intent of developing
benefits for the population in which
it is being tested.
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