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Clinical Trials in Developing
Countries:

A Review of the Moral Issues

DoucLas P. LACKEY, PH.D.

Abstract

Several ethicists have raised criticisms of various placebo-controlled clinical trials conducted in devel-
oping countries between 1995 and 1998. This essay reviews and rejects the argurnents that these trials
violated basic canons of medical ethics, or constituted exploitation by scientists in advanced countries
of subjects in developing countries. A uniform international standard for the evaluation of such trials is
proposed, replacing the old standard of voluntary and informed consent with a more focused standard

of uncoerced and undeceived consent.
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THE SEPTEMBER 18, 1997 I1SSUE of The New
England Journal of Medicine exploded like a
bombshell over the medical ethics community.
Not since Harry Beecher’s assault in 1966 on
the ethics of clinical research scientists (1) had
such accusations been hurled about on those
cream-colored pages. The subject in question
was the conduct of fifteen clinical trials in
developing countries (2 —5), trials that typically
included a placebo arm. Critics charged that
patients in placebo arms had been denied
needed medical treatment, contrary to medical
ethics and to international conventions
governing such studies. The article presented
the spectre of Western scientists looking for
quick publication and Western drug companies
looking for quick profits, of exploitation of
weak governments and impoverished people by
the strong and heartless. The most disturbing
charges were pressed vis-a-vis trials for new

Address correspondence to Douglas P. Lackey, Ph.D., Professor,
Department of Philosophy, Baruch College and the Graduate Cen-
ter, City University of New York, Baruch College, Box 1437 G,
17 Lexington Avenue, New York, NY 10010.

Adapted from a presentation made at the Oxford-Mount
Sinai-King’s College Conference on Bioethics at The Mount Sinai
School of Medicine, New York, NY on April 14, 1999.

4

therapies to block transmission of HIV from
mother to child. Expectant mothers in active
trial arms got azidothymidine (AZT); expectant
mothers in placebo arms got nothing. Had the
trials been conducted with two active arms, it
was charged, hundreds of cases of infant HIV
infection could have been prevented. For
physicians to permit such events seemed to
violate elementary canons of human morality.

The *“Sounding Board” case for the
prosecution was made by Drs. Lurie and Wolfe
from the Public Interest Health Research Group
(6); the ethics of the trials was defended (two
weeks later) by Drs. Varmus and Satcher from
the NIH and the CDC (7). The New England
Journal of Medicine itself, which might have
been expected to maintain some neutrality
between the warring camps, assigned an editorial
to Associate Editor Marcia Angell, who weighed
in heavily on the side of Lurie and Wolfe (8).
Angell compared the controversial trials to the
Tuskeegee syphilis study (9, 10), suggesting that
researchers conducting the trials were engaged
in acts of racist condescension (11).

The controversy subsided somewhat in
1998, when most of the AZT studies ended,
with hasty proclamation of successful results
(12). Through 1999, further controversy
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simmered over revisions in international
guidelines (Declaration of Helsinki) governing
such trials. Supporters of the trials, which were
prima facie inconsistent with the Helsinki
guidelines (13), wanted the rules weakened
(14); opponents of the trials naturally wanted
them tightened (15). The felicitous discovery
in 1999 of an effective, practical, and
inexpensive drug for the prevention of maternal

" transmission of HIV (16) provided a final

vindication or condemnation of the 1997
studies, depending on one’s point of view.

Though these studies are completed, the
philosophical issues raised during the
controversy remain unresolved. They may
bedevil future campaigns against medical
problems in developing countries. It is my
purpose to consider the general form of the
objections raised against the AZT trials and to
subject them to the philosophical analysis that
this cooler moment makes possible.

The Question of Equipoise

Dr. Angell’s editorial (8) begins, “. . . an
essential ethical condition for a randomized
clinical trial comparing two treatments is that
there be no good reason for thinking one is
better than the other.” She goes on to argue that
since the efficacy of “long course” treatment
with AZT in reducing maternal transmission of
HIV was known (17), a short course of AZT
could be presumed to be more effective than
placebo. Thus, in the AZT studies in question,
which typically compared a short course of
AZT against placebo, one of the trial treatments
was “known to be better” than the other,
contrary to Angell’s moral requirement.

The moral rule of epistemological
indifference or “equipoise” in clinical trials was
introduced into medical ethics by the late Prof.
Benjamin Freedman in 1987 (18). It has often
been invoked, but rarely examined. To begin
with, the rule refers only to treatment studies
and not to basic science (e.g., physiology)
studies, where the rule cannot apply. So if
researchers are doing a mixed study which is
part treatment and part basic science, it is
possible that the rule may not apply there either.

Let us assume that we are looking at a pure
treatment study, one that compares established
drug A with experimental drug B for condition
c. It may be known that, for the average
patient, drug A is a more effective treatment
than drug B for condition c. However, drug A
may have certain side effects that make it
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dangerous for a certain subgroup. It is
important to know, then, how much less
effective drug B is than drug A, in order to get
a fix on whether drug B is recommendable, all
things considered, for members of the
subgroup, who on safety grounds should not be
randomized into the trial. Here the rule of
equipoise is justifiably broken.

Consider the case in which drug A is known
to be more effective than drug B, but drug B is
considerably cheaper than drug A. In a society
with limited resources, we can assume that
there is a fixed budget for dealing with
condition c¢. The question for such a society,
and this is a moral question as much as an
economic one, is whether a fixed number of
dollars will save more lives, or more years of
life, or more quality years, if put into drug A or
put into drug B. Weé cannot answer this unless
we know precisely how much less effective
drug B is than drug A. We have here social
equipoise between two strategies for dealing
with a health problem, but we do not have
medical equipoise for the subjects in the study
comparing drugs A and B.

Next consider a trial of behavior
modification to reduce HIV infection. Suppose
that there is a vaginal gel with known antiviral
efficacy and there are condoms of known
efficacy in preventing transmission, and that a
woman stands a better chance of not becoming
infected if she imposes condoms on her partner
than if she uses the gel alone. Suppose,
furthermore, that it is not known what fraction
of the men, in the natural setting, can be
persuaded to use condoms, and what fraction of
the women can be persuaded to use the gel. In
order to know which strategy is best for
reducing HIV infection, how dollars for
supplies and time for educational efforts are to
be invested, we must run a test of condoms-
versus-gel versus condoms-plus-gel, contrary to
the rule of equipoise.

In an ideal world there will always be
enough money for the medically superior
treatment, always enough time for the
educational efforts that will persuade everyone
to use it. Even in a less-than-ideal world that is
a bit better than this one, wise political leaders
will transfer funds allocated to the purchase of
tanks and landmines to the prevention of TB,
AIDS, and malaria. But this is not an option for
clinical researchers, unless they happen to be
running a country along with a clinic. Morally,
they must make their best guess about available
resources, and proceed with that as a given. In
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underdeveloped countries, where health
budgets may average one dollar per year per
capita, it is crucial to know, when a treatment is
effective but expensive, whether one tenth of
the drug will have one tenth the effect, or one
hundredth, or one half. One cannot know this
without testing sub-optimal regimens.

Finally, note that the rule of equipoise says
that a treatment trial is immoral when I give B
rather than A, when I know that A is better than
B. But whatever ethical principles make it
immoral for me to give B rather than A if I
know that A is better, would make it somewhat
immoral for me to give B rather than A if I
sincerely believe that A is better, since our
choices are governed by our beliefs. It follows
that a clinical trial would be immoral if the
researcher sincerely believes that one treatment
is more effective than another (on the basis of
anecdotal evidence, scientific logic, clinical
experience, or whatever). It is my impression
that most researchers conduct trials sincerely
believing their pet drug will work. A consistent
application of the rule of equipoise would
eliminate from science all researchers who
happen to be optimists.

The Victims on Placebo

Before there was ever a controversy about
trials in developing countries, there were
controversies about the use of placebos and
sub-optimal regimens in clinical studies (19).
Beecher, in 1959, noted that the use of placebos
was contrary to the Nuremberg Code, strictly
construed (20). Most clinical researchers are
also physicians, and the presence of persons on
placebo in a trial tugs at the duty, or at least the
impulse, to treat. Various gimmicks in trial
designs containing placebos have been
proposed to reconcile therapeutic compassion
with scientific objectivity (21, 22), but none has
caught on. Researchers/physicians can console
themselves with the thought that, in a double-
blind placebo-controlled trial, they do not
know, in face-to-face situations, whether a
given subject is going without treatment. But
this form of ignorance is not bliss.

The 1996 version of the Declaration of
Helsinki (23) stipulates that in the case of
therapeutic research, “every patient, including
those of a control group, if any, should be
assured of the best proven diagnostic and
therapeutic method.” It follows that only two
sorts of trials are morally permissible: (a) if
there is a disease for which there is no therapy,
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then one can run treatment B against placebo;
and (b) if there is a disease for which treatment
A is standard, then one can run treatments A
plus B against treatment A alone. But few
diseases have no therapy, and in many trials one
cannot give subjects both treatments A and B
because of interactions between A and B.

The majority of trials, of scientific
necessity, will pit A versus B or B versus
placebo. In the case of the AZT trials, the
design favored by the researchers was the
“short course” of AZT versus placebo (Design
S); the design favored by the critics was the
“long course” of AZT versus the “short course”
of AZT (Design L). The troubling argument
against Design S was that some infected
mothers placed in the placebo arm transmitted
HIV to their infant children, and that some of
these transmissions could have been prevented
had these mothers received AZT. But if this is
a moral criticism of design S, it is equally a
moral criticism of design L. If you have one
trial arm with expectant mothers receiving the
short course and one trial with expectant
mothers receiving the long course of AZT, then
you know that there will be some HIV
transmissions in the short course arm that
would have been prevented if those very
subjects had received the long course. The only
method in which you have no preventable
transmissions of HIV is to give everyone the
long course, and if you do that, you have no
trial at all.

Design S and Design L both involved
procedures such that, if researchers had
behaved differently, there would have been
fewer infants infected with HIV. But it is also
true that if critics of the trials had donated all
their personal savings toward the purchase of
AZT, which could be distributed in war-torn
countries by Médecins sans Frontieéres, fewer
infants in the world would be infected with
HIV. Likewise, fewer infants would be
suffering in developing countries if I had
donated $200 to CARE today rather than
spending that sum (as I did) on a complete set
of Haydn symphonies on CD. If we criticize
the researchers who conducted these trials for
not doing everything they could to prevent
vertical transmission of HIV, the same criticism
can be laid at our own doorsteps. There are
some ethicists, Peter Singer most prominently,
who have argued that morality demands that
some large fraction of the incomes of persons in
developed countries be transferred to persons in
poorer countries, where each dollar can do
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more good (24). Few have agreed with Singer
that an action is morally acceptable only if it
reduces human suffering more than every other
alternative act. The world is full of crimes, but
buying Haydn symphonies does not seem to be
one of them.

The permissibility of placebo arms in studies
is related to the permissibility of conducting
natural history studies of medical problems (25).

Suppose that an enterprising epidemiologist

applies for a grant to determine precisely the
natural transmission rate of HIV from mother to
infant in selected African villages across a wide
stretch of territory. Suppose that the study
involves only HIV testing and questionnaires,
that the epidemiologist is not trained or equipped
to treat HIV infection, and that the peripatetic
nature of the work precludes treatment of cases in
villages left behind. Isn’t it morally permissible
to fund such a study? Why not?

Consider now a treatment study of maternal
HIV transmission with two active arms. Since
everyone gets treatment, the critics are silent, or
at least happier than they would be if there were
a placebo arm. Suppose everyone agrees that
there are no moral problems with the study, at
least as regards trial design.

The mnatural history study is morally
permissible. The “active only” study is morally
permissible. But what is a double-blind,
placebo-controlled trial but a natural history
study combined with an active treatment study?
If it is morally permissible to run the two
studies side by side, is it not equally
permissible to run the two studies with a
common pool of subjects, randomized into one
or the other? If it is morally permissible to
enter subjects into “study A or study B,” how
can it be morally wrong to enter subjects into
“study arm A or study arm B?”

The “Standard of Care” Principle

Those who defended the AZT trials
occasionally appealed to what has become
known as the “Standard of Care” principle: that
a clinical trial which meets all other moral
standards is morally permissible if and only if it
does not deprive subjects of any medical care
they would have received if there had been no
trial (26).

In the case of the AZT studies, subjects in
placebo arms did not receive AZT. But if there
had been no trial (so the argument goes), these
subjects, given social conditions, would not
have received AZT anyway. By contrast,
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subjects in the Tuskeegee syphilis study were
deprived of penicillin that they would have
received (so the argument goes) had there been
no trial. In Tuskeegee, the “standard of care”
requirement was not met.

It is immediately obvious that the Standard
of Care principle is entangled in hazy
counterfactuals and foggy empirical claims. A
subject in the Ivory Coast AZT trial, had there
been no study, might have gotten access, in
some way or other, to therapeutic AZT. On the
other hand, a subject in the Tuskeegee study
might never have gotten penicillin even if there
had been no study, because of poverty,
ignorance, or bad luck. There is a delicate
dance here between the concepts “could” and
“would” (27). The Ivory Coast subjects could
have gotten AZT (the stuff existed) had there
been no trial, but what they actually would have
gotten had there been no trial is anyone’s guess.
The Tuskeegee subjects could have gotten
penicillin (the stuff existed), but what they
would have gotten had there been no study is
also anyone’s guess. It is difficult to set up the
Standard of Care principle so that it slices
cleanly between the AZT studies and the
Tuskeegee study, our paradigm case of
Anmerican research evil.

Notice that in our struggles with the
dizzying problem of “what would have
happened if things had been different,” our
ability to predict improves as the difference
between the actual world and the hypothetical
“different” world diminishes. Thus, opponents
of the trials argue that if you have a subject in
the placebo arm of a trial, you can predict what
would happen if she had not been in the placebo
arm: she would have been in the active arm and
would have gotten AZT. But here one is not
comparing a world in which there is a trial with
a world in which there is no trial, and that is the
proper comparison to make when you pass
moral judgment on the trial. It seems that when
we have the right comparison, we can make no
judgment, and when we can make a judgment,
we have the wrong comparison. This is not a
good basis for making policy (28).

Instead of the Standard of Care principle,
we should consider here the more general moral
principle that we should do no harm, where
“doing harm” is defined as “performing some
act A which leaves the individual worse off than
he or she would have been if A had not been
done.” Note that, with this wording, the Harm
principle is violated not only if I injure
someone, but also if I prevent someone from
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getting a benefit which she would have
otherwise received. So in the case of the
Tuskeegee study, the researchers harmed their
subjects if they prevented them from getting
penicillin. Likewise, they harmed their subjects
if they prevented them from obtaining
information about the existence of penicillin.
Did the researchers in the AZT studies harm their
subjects in analogous ways? No one has charged
that they intercepted benefits that were on the
way to subjects, or that they injured them in the
course of the research. So even if the Standard
of Care argument is mistaken, the researchers
still cannot be blamed for causing harm.

The Duty to Benefit

The AZT researchers did not harm their
subjects. But it might be argued that they did
not help them either, violating some moral
principle to help those in need. But what
exactly is this principle?

Certainly the principle cannot be that the
researcher must help each subject as much as he
or she could. This would require the researcher
to assist the subject with all her problems,
medical, financial, emotional, and social. It
would require researchers to devote their entire
personal fortunes and all their free time to the
benefit of their subjects. This is asking too
much; imposing this requirement would end all
research.

Even at the medical level, it is not clear
what is required by way of benefit. The
criticized trials included studies of TB
treatment among HIV-infected persons as well
as the much discussed studies in prevention of
vertical transmission of HIV. The critics argue
that  researchers conducting = maternal
transmission studies should have done more
than they did to stop maternal transmission in
their subjects. They also argue that the
researchers conducting TB studies should have
done more to stop TB in their subjects. But
they do not argue that people doing TB studies
should do more to treat maternal transmission,
or that people doing maternal transmission
studies should do more to treat TB.

These attitudes lead to implausible results.
Suppose that there are four clinical studies
running, D and E in x-town, F and G in y-town.
In study D (HIV and maternal transmission),
researchers treat half of the subjects for
maternal transmission (the other half are on
placebo) and provide all of the subjects, by way
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of ancillary care, with prophylactic treatment
for TB. In study E (HIV and TB prevention),
researchers provide half of the subjects with
prophylaxis for TB (the other half are on
placebo) and all of the subjects, by way of
ancillary care, with AZT for maternal
transmission problems. According to the
critics, D and E are immoral, because of the
placebo arms. In study F (HIV and maternal
transmission), all the subjects get treatment for
maternal transmission, but no one gets ancillary
prophylaxis for TB. In study G (HIV and TB
prevention), all the subjects get prophylaxis for
TB, but no one gets ancillary treatment for
maternal transmission. According to the critics,
F and G are morally exemplary, because there
are no placebo arms. But the health care
delivered to subjects in x-town is superior to the
health care delivered subjects in y-town; 75%
of the subjects in x-town get prophylaxis for TB
and treatment for maternal transmission, while
only 50% of subjects in y-town receive such
care.

Morality demands that the fortunate help
the unfortunate, but it leaves some leeway as to
when, where, and how we give this help.
Perhaps one of the occasions when people are
not required to be in the helping mode is when
they are engaged in clinical research that leaves
them blind as to who needs help. But before we
reach the conclusion that clinical researchers
are uncharitable brutes exploiting convenient
loopholes in the moral law, consider this.
Every person entering into one of the disputed
AZT studies obtained a benefit from doing so
— a 50% chance of obtaining AZT. This is a
real benefit because it is worth real money. (In
a therapeutic setting with limited quantities of
AZT, people would pay real dollars or real
dinars for a lottery ticket providing a 50%
chance of getting AZT.) Of course, if a person
loses out in the AZT lottery, the lottery ticket
becomes worthless, and likewise if a person is
randomized to a placebo arm of an AZT trial,
her 50% chance of getting AZT evaporates. But
the fact that a benefit evaporates does not mean
that it was not provided. To say that these
clinical researchers provided no benefit to
subjects on placebo would be like saying that a
physician who initiates a therapy with a 50%
chance of saving a patient’s life has done
nothing to help the patient, if in the end the
patient dies.

It might be objected that all this
philosophical talk about probabilities and
benefits loses sight of the human tragedy at the
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heart of the problem. Here is a pregnant woman
with HIV. I am. a physician with a supply of
AZT. If the woman gets AZT, this may prevent
the birth of an HIV-infected child. This is a
medical emergency: swift action is needed to
prevent irreversible harm. But I don’t give the
woman AZT. I’m doing a study; my goal in life
is to hit a confidence level of 95%. Have I lost
my soul to science? If I encounter a drowning
woman, don’t I have an obligation to throw her
a line, rather than study the drowning process?
There are, we rush to note, mitigating
circumstances. If.I don’t give the woman AZT,
she may well have a non-infected child; the
odds are two-to-one that the baby will be fine.
On the other hand, if I give the woman AZT, she
may have an infected child anyway. All that
AZT does is to reduce the odds. Butif all I can
possibly do is reduce the odds of harm, is it not
morally open to me to select the means by
which the odds are reduced? If I have a
quantity of a drug which will reduce the chance
of death in one person by 50%, am I not morally
free to divide the dose in half, if by so doing I
can reduce the chance of death in two people by
25%? And if all I can do now is reduce the
chance that a woman will give birth to an
infected child, is it not open to me to select a
procedure which will reduce the chance of
infection in a larger group of women, including
women who will benefit when the trial is over?
What moral principle says that this woman in
immediate need has a right to help, but those
women in future need have no such right?
These considerations are particularly
relevant to the Helsinki-inspired suggestion that
all subjects, or some subjects, in these trials
should have received the standard Western long
course of AZT, in which therapy is inaugurated
as early as the 14th week of pregnancy. Since
most women in the countries in question do not
seek medical assistance until late in pregnancy,
a trial involving the long course of AZT, with
its daunting recruitment and compliance
problems, would have been more time-
consuming. A quick result demonstrating the
efficacy of the short course at low cost clears
the deck for the budgetary allocations and
foreign aid appeals that may prevent more
infections in the long run. The pregnant,
infected woman in front of you is an

emergency. The group, all of whom are
pregnant, infected women, 1is also an
emergency. This is not a choice between

emergency and research. It is a choice between
emergencies.
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Voluntary and Informed Consent

The physician engaged in a research study
seeks the good not of individual subjects, but
the larger constituency of afflicted persons. Of
course the individual subjects have rights,
secured and expressed in the consent process.
But there have been persistent assertions in the
media that the consent process failed to
legitimize the AZT studies because the consent
given by subjects was not voluntary and not
informed (29).

The argument that the consent for these
studies was not voluntary hinges primarily on
the consideration that subjects in the study were
desperate. “At the time they explained this to
me I asked myself the simple question of
whether I had any choice. As long as there was
a possibility to save my daughter, I had to try,”
said one subject in the Ivory Coast trial (29).
That the subjects in these studies were often
desperate is beyond doubt. Their desperate
condition necessitates special moral protection.
It is, for example, a principle of both law and
morals that persons cannot be held to contracts
made from desperation. It would follow, then,
that these subjects could not be held to any
agreements made upon entering into the
studies, a consideration guaranteed in any event
by the rule of research ethics that every subject
is free to withdraw without penalty at any time.
Nor could researchers legitimately charge
subjects for participation, but this too is
forbidden by the existing canons of research
ethics.

The crucial moral point is not whether
desperation is present, but whether the presence
of desperation signifies an absence of consent.
If desperation invalidates consent, then every
last-ditch cancer study, every study of
refractory epilepsy, indeed, every study of a
serious medical problem for which there is no
treatment, would be immoral. This conclusion
holds for studies in advanced countries as much
as in developing ones. The sick are desperate in
every country. Among the ethicists, there is no
consensus that desperation invalidates consent.
There is only agreement that coercion
invalidates consent, and that is a different
matter (30). Researchers coerce their subjects
if they threaten them with harm for not
participating. Thus it is possible for subjects to
be desperate but not coerced, as well as coerced
but not desperate. The mother from the Ivory
Coast reports desperation, not coercion. I do
not mean to suggest that bad external
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conditions are irrelevant to consent. Being in
prison invalidates consent, even when threats
are not made, and consent to a study of a
disease would be invalid for subjects who were
surreptitiously infected with that disease by the
researchers. But these are not the sorts of
situations surrounding these trials of AZT.

The question of whether or not consent to a
given study is “informed” is a problem
worldwide. The bottom line must be that
subjects understand that their participation is
voluntary, that they are participating in a
research study, and that participation in a
research study is not the same thing as getting
the best possible medical treatment (especially
for studies that involve randomization into
placebo or sub-optimal treatment). There is
every reason to believe that some research
subjects do not grasp the difference between
treatment and research. What I refuse to
concede is that this problem is more acute in
developing countries than in developed ones.
Most accusations of racism in this debate have
been bogus, but it is indeed racist to imply that
Americans and Europeans have the intelligence
to comprehend consent forms but that Asians,
Africans, and Latin Americans do not.

A particular moral problem arises when an
effort has been made to inform a subject, the
subject remains uncomprehending, and
participation is beneficial for the subject. An
expectant mother in the Ivory Coast trial,
handed a positive result for HIV, agrees on the
spot to participate in a placebo-controlled trial
(29) “because of the medical care they are
promising me.” This looks like uninformed
consent. But if the woman is excluded from the
trial, she loses her only chance of getting AZT.
Can we suppose that if the woman had
comprehended the notion of placebo and the
possibility of non-treatment, she still would
have participated in the ‘trial? Rationality
favors it, but on the other hand she might have
thought it too much trouble in return for a mere
50% chance of getting AZT.

Conundrums like this prompt me to suggest
that the moral standard for valid consent should
not be the presence of information but the
absence of deceit. If a research subject has
false beliefs about the study, but these false
beliefs have not been induced by the
researchers (if, indeed, the researchers have
made a reasonable effort to uproot these false
beliefs), then the consent can still be wvalid
because it is undeceived. If the researchers in
the Ivory Coast study said things that induced a
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woman to believe that she would surely receive
AZT, then her consent, resulting from this
deception, was invalid. But if the Ivory Coast
researchers tried to explain the notion of
placebo and the woman persisted in believing
that she would definitely get AZT, the consent
is valid because it is undeceived, provided all
other ethical requirements are met. In fact,
some effort was made to explain the notion of
placebo to this woman (29). Likewise, the
efforts of researchers in Thailand to translate
and explain the word “placebo” to their subjects
show a thoughtful and concerted effort to
inform (31). No one anywhere perpetrated a
campaign of deception, in the high Tuskeegee
style.

I suggest that the old requirement that
consent should be voluntary and informed be
replaced by a new requirement that consent
should be uncoerced and undeceived. This is
not a weakening of moral standards, but a
focused attempt to capture what morally
matters in the consent process. Coercion in
research is morally wrong; deception in
research is morally wrong. The consent process
must rule them out. But the inability of
subjects to comprehend the details of consent
forms is not so much a moral issue as a fact of
life. Likewise, the desperation of the sick is a
fact of life. If we insist on scientifically
literate, happy and undesperate subjects, we
will only encourage contempt for the consent
process, since such subjects will not be found
and research will proceed anyway. For the
ethicists and researchers who view the search
for informed consent as a clumsy charade,
contempt is what the process deserves. But for
persons like myself, who defend trials with sub-
optimal regimens, the consent process is
essential: how can sub-optimal trial arms be
legitimate unless subjects consent to their
presence? The correct resolution of these
dilemmas is not to junk consent (32) or to stop
research, but to find the morally relevant form
of consent and insist upon it.

Exploitation and Justice

Though all the trials in question proceeded
with the consent and support of relevant
national public health officials (33), in a
number of cases the studies assumed a
potentially disturbing form: white researchers/
black subjects. The track record of white
people among black populations is not good;
locals have a right to fear the worst. The
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argument that these AZT trials “could not have
been done in a‘*Western country” gave the
impression that white researchers were trolling
worldwide for exploitable participants, pouncing
on subjects where the regulatory forces were
weakest. If so, the AZT trials would be morally
comparable to the efforts of multinational
corporations to find and exploit developing
countries with weak environmental regulations
or lax occupational safety requirements.

But the AZT trials could not be done in the
West because they were tests of therapies not
needed in the West.. Comparative regulatory
strength was not the issue. There is a generally
accepted principle of international research
ethics that trials in a country should focus on
medical problems in that country (34). Since
the problem of finding a short course treatment
for maternal transmission of HIV was a
problem specific to developing countries, the
trials proceeded in appropriate locations with
appropriate subjects.

So far, the majority of AIDS therapy trials
have been in developed countries, with the
majority of AIDS patients being in developing
countries. The sacrifices of subjects in the
AIDS trials in developed countries have been
considerable, and the knowledge gained from
Western trials benefits persons with AIDS in
developing countries. Now it has been a
guiding principle of research ethics for more
than thirty years that the burdens of research
should be equitably distributed among those
populations that stand to benefit from the
research (35). I will not suggest that

. populations at risk in developing countries have

exploited the Western research subjects who
have been overdosed or undertreated or
otherwise suffered so that AIDS research could
go forward. But I do think that the sacrifices of
Western research subjects for more than two
decades serve as a sufficient rebuttal to the
misplaced charges of exploitation thrown at the
sponsors of trials in developing countries in the
mid-1990s. At worst, the sponsors of these
trials could be called opportunistic: they saw an
opportunity for research and they seized it. But
this opportunism is not a special feature of
research in poor countries. In medical research
at large, every disease is an opportunity for
grants, for work, and for a cure.

Ethics Charges and Research Progress

If T were a young clinician observing the
charges of racism and exploitation thrown
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about in this controversy, I would be inclined to
steer away from work on world public health
problems rather than negotiate the ethics
minefield laid down by contemporary
moralists. No one is going to call you a moral
monster if you devote yourself to acne
problems in American kids. If I were director
of research for a multinational drug company, I
would learn from this controversy that it is
better for the corporate image, and surely more
profitable, to develop copycat versions of
Viagra® than to take on malaria, TB, AIDS,
giardiasis, shigellosis or any of the other
diseases of the poor that make up the greater
part of human suffering. There is indeed an
ethics problem in this area: the misallocation of
research funds away from the primary scourges
of human life (36). But the charges leveled at

~ the AZT trials can only make this problem

worse.

The psychological impact of an ethics
accusation is considerable, and only those who
have lived through one know the stress of the
experience. Those who conducted these trials
have been through mental hell. Nevertheless,
research goes forward and progress is made.
The recent announcement of the effectiveness
of oral miltefosine is a signal advance in
treating visceral leishmaniasis, which afflicts
500,000 victims in developing countries each
year (37). In the current climate, I can only
hope .that the researchers who brought in this
result have their consent forms in order.
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