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Introduction 

The first effective intervention that could dramatically reduce the risk 

that an HIV-infected woman would pass the virus to her baby was dis

covered in 1994.1 The intervention was tested in the AIDS Clinical 

Trial Group (ACTG) Study 076 and came to be known in the medical 

community as “the 076 regimen.” This regimen was both costly and 

complicated, involving large quantities of AZT (the trade name for the 

drug zidovudine) administered in an elaborate schedule. A pregnant 

HIV-infected woman receiving the 076 regimen was required to begin 

treatment in the second trimester of pregnancy, so that she would re

ceive the drug for a minimum of twelve weeks. During this time, she 

took oral AZT five times a day. During labor the woman received intra

venous AZT; and for six weeks after delivery the woman’s newborn re

ceived oral AZT four times a day. A woman following the regimen was 

not allowed to breast-feed.2 In 1994, the average cost for the full regi

men was $1,000 (U.S.) per woman.3 

Despite the regimen’s cost and complexity, the discovery was a huge 

breakthrough. The 076 regimen reduced the rate of maternal-fetal HIV 

transmission by 70 percent, from a baseline rate of 25 percent to a rate 

of 8 percent.4 Within a few months of these findings, the U.S. Public 

Health Service recommended that the 076 regimen be recognized as the 

new standard of care for HIV-infected pregnant women.5 

This discovery meant little, however, to most HIV-infected pregnant 

women, since the vast majority of these women live in developing coun

tries.6 The annual health budget of these countries is approximately $10 

per person.7 In some cases, available funding is even lower. For example, 
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in Uganda, the annual health expenditure in the mid-1990s was esti

mated to be under $3 per person per year.8 So a treatment regimen that 

cost $1,000 per person was not—and still is not—even on the list of re

mote possibilities. Beyond cost, delivery of the 076 regimen was not 

practically feasible in many developing countries—or regions of coun

tries. Most women in such areas do not present for prenatal care until 

much further along in pregnancy than required by the twelve weeks of 

the original regimen. In many places, there are no facilities for giving in

travenous AZT. Most births occur at home. Finally, most women have 

no choice but to breast-feed their newborns, since they are unable to 

afford baby formula and/or unable to obtain safe drinking water to mix 

with the formula.9 

Nevertheless, the urgent need for some solution to the problem of 

maternal-fetal HIV transmission in developing countries, particularly 

in Africa, was widely recognized. In the mid-1990s, approximately 1,000 

HIV-infected babies were being born each day.10 And to this day, women 

in the developing world “infected through heterosexual sex, are the 

fastest growing group with HIV infection, and infected women are the 

principle source of infected children.”11 

In June 1994, the World Health Organization held a meeting to dis

cuss strategies for discovering an effective and affordable approach to 

the problem of maternal-fetal HIV transmission in developing coun

tries. At that meeting, it was concluded that the best approach was to do 

randomized controlled trials (RCTs) of shorter and simpler regimens of 

AZT versus placebo controls.12 Consequently, sixteen trials were de

signed and approved to be conducted in eleven countries: Burkina Faso, 

the Dominican Republic, Ethiopia, Ivory Coast, Kenya, Malawi, South 

Africa, Tanzania, Thailand, Uganda, and Zimbabwe.13 Of these six

teen trials, fifteen used placebo controls, of which nine were funded by 

the National Institutes of Health (NIH) and the Centers for Disease 

Control (CDC), with five funded by governments other than the United 

States and one by the Joint United Nations Programme on HIV/AIDS 

(UNAIDS). 

It was the fact that fifteen of these trials utilized a placebo control 

that first spurred ethical criticism. Controversy erupted into public aware

ness in 1997, when two researchers from the Public Citizen’s Health 

Research Group, Peter Lurie and Sidney Wolfe, wrote a letter to the 
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U.S. secretary of health and human services, Donna Shalala, and fol

lowed up with a commentary in the New England Journal of Medicine.14 

In both the letter and the commentary, they condemned the NIH- and 

CDC-sponsored trials as unethical. Simultaneously, Marcia Angell, the 

executive editor of the New England Journal of Medicine, published an 

editorial strongly supporting Lurie and Wolfe’s position and comparing 

the AZT trials to the infamous Tuskeegee studies of untreated syphilis 

in poor African American men in rural Alabama.15 These articles 

sparked an intense and often heated public discussion of the ethical sta

tus of placebo-controlled trials in developing countries. 

From the very beginning, opinions were deeply divided over these 

trials. Two members of the New England Journal of Medicine editorial 

board, both of whom were experts on HIV and HIV research, resigned 

over Marcia Angell’s editorial.16 Harold Varmus, then director of NIH, 

and David Satcher, then director of CDC, wrote a reply defending the 

trials as ethical and arguing that the use of placebos was justified by the 

complexities of the situations in the countries under study and by the ur

gent needs of these countries.17 Two prominent bioethics journals— 

Bioethics and the Hastings Center Report—devoted whole issues to the 

debate, with prominent bioethicists writing articles on both sides of the 

case.18 From then right up until now, the medical and bioethical litera

ture has been inundated with discussion of the case. 

When controversy first erupted, discussion of the ethical problems 

was confused. Many different arguments were conflated, without clear 

distinctions being made. With the passage of time and deeper reflection, 

however, the concerns of ethicists have resolved themselves into three 

major categories—all of which have relevance far beyond the original 

maternal-fetal transmission studies that sparked the debate. 

Standard of Care and the Ethics of Study Design 

Critics of the original AZT trials argued that these trials revealed the 

application of a morally insidious double standard, since they used 

placebo controls despite the fact that researchers would not have been 

allowed for ethical reasons to run a placebo trial of AZT in the developed 

world.19 After 1994 the 076 regimen was the standard of care in developed 
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countries. This meant that using placebo controls in further transmis

sion studies in (for example) the United States would be unethical, since 

one significant norm of developed world research ethics requires that in 

most cases placebo controls not be used once some form of effective 

therapy exists for the illness or condition being studied. The critics ar

gued that if placebo controls were unethical in developed countries such 

as the United States, Canada, or the countries of Western Europe, then 

they must also be unethical in developing countries such as Zimbabwe 

and Uganda. The criticism was that the choice of placebo controls re

vealed a lowering of ethical standards, which in turn reflected a lack of 

equal concern for the welfare of these subjects. 

The critics were correct to point out that developed world researchers 

generally do not use placebo controls once some form of effective treat

ment exists for the condition or illness being studied.20 There are, how

ever, recognized exceptions to this rule as, for example, when participants 

are unlikely to suffer any long-term ill effects from receiving placebo. 

Still, at the time, critics felt that none of the standard exceptions applied 

to the AZT perinatal transmission trials. 

In addition, some critics cited a provision in the Declaration of 

Helsinki to justify their objections. This provision, while supporting 

their favored conclusion in the AZT case, is also very strong. It does not, 

for example, recognize even the standard exceptions to the rule against 

placebo use mentioned above. This provision states: “In any medical 

study, every patient, including those of a control group, if any, should be 

assured of the best proven diagnostic and therapeutic method.”21 Those 

critics (such as Lurie, Wolfe, and Angell) who relied most heavily on 

this provision of Helsinki, felt that once the 076 regimen was proven 

effective in 1994, every patient in a subsequent research trial should be 

assured of receiving 076 or a better treatment. 

On the other side, defenders of the trials emphasized that placebo 

controls offered the best way of answering a question that was itself 

largely dictated by the poor economic circumstances of those being 

studied. Thus for them, the ethical question was: Could features of 

the economic and health delivery situation in developing countries jus

tify departure from the norm? Economic constraints were clearly per

ceived as irrelevant by the critics. But defenders felt that this view was 

too rigid. They felt that, in this case at least, the answer to the above 

question was yes. 
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Defenders pointed out that different trial designs are used to answer 

different types of questions. The economic constraints such countries 

face mean that their governments need answers to questions that people 

in developed countries, with access to the 076 regimen, do not. Only by 

using placebo controls, it was argued, could information that would ac

tually be useful to the populations being studied be generated. Hence, 

defenders argued that talk of “double standards” was out of place in 

discussions of the perinatal trials. It is precisely because all is not equal 

between developing countries and developed countries—because 076 is 

not affordable there, because women in these settings arrive for care only 

at the point of delivery, and because intravenous methods of delivery are 

not feasible in these settings—that it was deemed necessary to find a 

regimen both cheaper and simpler to administer. 

Perhaps most significantly, researchers were open from the beginning 

to the idea that what they were searching for was a less effective, but still 

somewhat effective regimen.22 If indeed shorter courses of AZT were likely 

to be less effective than the 076 regimen, then only a placebo trial could 

answer the question of how much more effective than nothing the alterna

tive regimen was. And this information would, in turn, be key to health 

policy decision making posttrial. 

It is important to emphasize that the defenders of this trial did not 

think that the importance of a particular research question could justify 

just any treatment of subjects.23 Rather, they felt that it could justify the 

use of placebo in these particular settings, given that these people would 

otherwise receive no treatment at all. They clearly recognized that, with 

these designs, some participants would not benefit as much as they might 

have, had they been in an active-controlled trial. But they felt that this 

was morally acceptable as long as (1) using placebo controls was neces

sary in order to gain the knowledge sought, and (2) no participant was 

made worse off by participating in the trial than she otherwise would 

have been. 

Controversy over study design also led to controversy over the Dec

laration of Helsinki. Defenders of the AZT trial noted that requiring 

that every trial participant receive the “best proven therapy” was deeply 

problematic. If interpreted literally it actually precluded any randomized 

trial—even an active-controlled trial—once an effective therapy was 

available. After all, testing the 076 regimen against any newer treatment 

would have meant depriving the participants receiving the new treatment 
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of “the best proven” treatment, for only the 076 regimen was the best 

proven treatment—the new one was not proven. 

However, even if interpreted simply as a requirement on what control 

group members must receive, as many people appear to have interpreted it, 

the requirement was thought to rule out far too many perfectly accept

able trials.24 In 2000, after extended international discussion, the decla

ration was modified but in a way that ultimately reasserted the original 

strong position.25 Since then, however, various other significant health 

policy groups, including UNAIDS, Council for International Organi

zations of Medical Sciences (CIOMS), the Nuffield Council, and the 

National Bioethics Advisory Commission (NBAC), have rejected the 

Helsinki “best proven” requirement, and some have argued that the strong 

Helsinki view has now emerged as the minority view.26 However, the 

debate over what guidelines should replace the “best proven” guideline 

continues. 

The debate just described—which has come to be known as “the 

standard of care debate”—is one about the ethics of study design. It is im

portant to remember this because developing world research raises more 

questions about ethical study design than just the questions about 

placebo use described earlier. The particular needs of the developing 

world challenge the received wisdom about ethical study design on a 

number of fronts, and it is important that we not let the placebo issue 

blind us to these other real problems. For example, there are many diag

nostic and therapeutic interventions that could be used in research stud

ies, and which for various reasons researchers might wish to use, that are 

less effective than standard interventions employed in developed coun

tries. For instance, in the developed world, response to antiretroviral 

drugs is measured in terms of CD4 counts or viral loads. But would it 

be unethical—would it reveal the presence of an objectionable double 

standard—to use weight gain or other simpler tests in developing coun

tries where the lack of equipment, reliable electricity, and money makes 

using these laboratory tests difficult or impossible? 

In a slightly different vein, although most of the debate has focused 

on the way in which placebo use in trials like the AZT trials challenges 

traditional interpretations of the standard of care rule, there are critics 

who have insisted that such designs pose just as much of a challenge to 

other traditional rules of ethical study design such as the principle of 

clinical equipoise.27 All these varied problems about study design de
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serve attention in the context of considering which practices are ex

ploitative and which ones are not. 

Informed Consent 

The second frequent concern voiced about developing world research is 

that informed consent suffers in these contexts, sometimes to the point 

of nonexistence. Informed consent is almost universally recognized as a 

necessary requirement of ethical research. Certainly detailed informed 

consent is required for all research receiving U.S. government funding, 

and it is also required for all test results submitted to the Food and Drug 

Administration (FDA) for approval of a new drug. But critics worry that 

it will be unusually difficult to obtain meaningful consent from poor, un

educated subjects unfamiliar with the concept of research. 

One concern played up by the media is that researchers are not ade

quately motivated to tackle what is assumed to be an impressively diffi
cult task. In the extreme case, they may even be tempted, once they find 

themselves far from any oversight bodies, to forgo informed consent al

together.28 Most parties agree that if this occurred it would indeed be 

problematic. However, there is very little evidence that such extreme be

havior is widespread. 

More subtle questions arise when we ask whether the consents that 

are obtained in such settings are really valid. One concern is about 

understanding: perhaps no matter what researchers do, uneducated sub

jects simply will not be able to grasp what is being presented to them. A 

different concern is about voluntariness. Some critics have claimed that 

it is impossible for subjects to give truly free consent in such settings. So, 

for example, one finds claims such as the following: 

I’d argue you can’t do studies ethically in a country where there is 

no basic health care. You can tell a person there that this is re

search, but they hear they have a chance to get care or else refuse 

their only good chance at care. How can you put them in that po

sition and then say they are giving informed consent?29 

It is difficult to avoid coercing subjects in most settings where 

clinical investigation in the developing world is conducted. Afri

can subjects with relatively little understanding of medical aspects 
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of research participation, indisposed toward resisting the sugges

tions of Western doctors, perhaps operating under the mistaken 

notion that they are being treated, and possibly receiving some an

cillary benefits from participation in research, are very susceptible 

to coercion.30 

Ultimately, critics have asked “whether a Third World villager who 

knows little about modern medicine can give informed consent in a way 

comparable to a Western patient?”31 

Defenders of these studies counter, in response to the first worry, that 

being poor and having few health care options does not make a person 

stupid or unable to understand explanations of clinical research. Indeed, 

they note that to survive in Africa often requires a great deal of savvy 

and a keen sense of one’s interests and how to realize them. They also 

note that there are woefully limited empirical data suggesting that re

search participants in African countries have systematically lower under

standing as compared with research participants from developed coun

tries. In both developing and developed countries, what little data there 

are suggest that research participants often fail to understand what ran

domization really amounts to. This suggests that full understanding is 

hard to achieve in every setting. Nonetheless, the data also suggest that 

subjects often have a relatively good appreciation of the risks and bene

fits of a study.32 

Finally, it is pointed out (in response to the second worry) that 

merely possessing few good options does not undermine the voluntari

ness of choice. People often confront few options, but nevertheless act 

voluntarily and autonomously. For instance, individuals who need heart 

or liver transplants confront a bleak set of options. Yet no one thinks— 

or should think—that opting for a solid organ transplant is an involun

tary or coerced choice. 

Reasonable Availability and Fair Compensation 

The third common concern about developing world research is that it is 

unfair to the study participants in particular and to the host communi

ties in general, since in many cases drugs or interventions developed as 
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a result of the research will not be available to either group posttrial be

cause of prohibitive costs.33 The claim here is that the poor are being 

used to develop drugs for the rich and that this is itself inherently un

ethical. Generally, critics have referred to this set of problems as “the 

problem of reasonable availability,” though in fairness there are really 

several issues here as opposed to one. One question is about what is 

owed to populations or communities. The other is about what is owed to 

trial participants once the trial is over. Moreover, labeling the problem as 

a problem of “reasonable availability” prejudges the question of what is 

owed to communities and participants by implying that what is owed 

must necessarily be reasonable access to drugs developed through the 

trial. However, it is possible, as we shall see, to recognize that something 

is owed, and yet argue that what is owed need not be access to drugs. 

The issue of community benefit emerged early on as a result of the In

ternational Ethical Guidelines for Biomedical Research Involving Human 

Subjects (1993), published by CIOMS.34 This document argued: 

As a general rule, the sponsoring agency should agree in advance 

of the research that any product developed through such research 

will be made reasonably available to the inhabitants of the host 

community at the completion of successful testing. Exceptions to 

this general requirement should be justified and agreed to by all 

concerned parties before the research begins.35 

This ethical requirement was reiterated in CIOMS’s 2002 revision.36 

In light of this requirement in the CIOMS guidelines, many criti

cized the AZT trials because the sponsors did not guarantee inhabitants 

of the countries the AZT posttrial, even if it was proven effective. For 

instance, Annas and Grodin argued that while the research questions 

may have been framed with the health needs of developing countries in 

mind, not nearly enough had been done to guarantee that these popu

lations would receive the drugs actually being tested if they proved effec

tive.37 Although the trials examined cheaper regimens, there was no 

pretrial plan agreed to by all involved that laid out how a successful 

treatment, should one be developed, would be implemented in the host 

countries. There was no binding commitment from the manufacturer of 

AZT to make it available at affordable prices, and in most cases the fifty-

dollar cost of the short-course AZT regimen would still be unaffordable. 
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Furthermore, given the poor health care infrastructure of these coun

tries, there was no plan for how to actually distribute the medications. 

They argued that without binding agreements in place ahead of time, 

there was no real assurance of reasonable availability, making the AZT 

trials unethical. In a related article Glantz, Annas, and colleagues 

summed up their view as follows: “In order for research to be ethically 

conducted [in developing countries] it must offer the potential of actual 

benefit to the inhabitants of that developing country. . . .  For  underdevel

oped communities to derive potential benefit from research, they must 

have access to the fruits of such research.”38 In 2002, the chair and execu

tive director of the United States’ NBAC adopted a similar line: “If the in

tervention 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 re

search, since they will not enjoy any of its potential benefits.”39 

Critics of the reasonable availability requirement have noted that, as 

it stands, it is incredibly vague. How is “community” to be defined? Must 

drugs be provided to every sick member of the host country, or does 

community not extend as far as national boundaries? And for how long 

must drugs be provided, particularly if it is clear that the host country 

will not be able to assume that cost anytime in the near future? 

Other critics have gone further and argued that reasonable availa

bility should not be seen as an ethical requirement of research in devel

oping countries.40 What is a requirement is that the host community 

actually benefit fairly from the conduct and/or results of research. But 

providing medication posttrial is not the only way the community might 

reap benefits.The important point is to assess the overall net benefits for 

the community of participating in the research as opposed to focusing 

exclusively on one particular type of benefit—access to the tested drug. 

Moreover, defenders of the view that reasonable availability is not an 

ethical requirement have pointed out that such a policy makes more 

sense for various additional reasons. No single trial ever proves or dis

proves the effectiveness of an intervention. Usually multiple trials are re

quired to persuade the medical community about the effectiveness of 

drugs and other treatments. Thus, guaranteeing access after only one 

trial is unrealistic. Furthermore, implementing any particular inter

vention, even in developed countries, is a haphazard process at best. 

Adoption of a new drug or technology is not like switching on a light 
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that can occur by an agreement or government fiat. Diffusion of drugs 

and interventions is a complex social phenomenon that is not under the 

control of a single sponsor. 

Finally, even though all parties appear to agree that benefits (of some 

sort) must be offered, it is not at all clear why all the responsibility for 

supplying benefits should rest with the sponsor of the research. In many 

cases, the sponsor, such as the NIH or CDC in the United States, or the 

Medical Research Council of the United Kingdom (MRC), is legally re

quired to focus on research and not health care implementation. Hence 

such agencies are legally barred from assuming responsibility for posttrial 

drug distribution. Many other parties might have ethical obligations for 

implementing an intervention proven effective by these sponsors, includ

ing the host country’s government, international aid organizations, or 

governments in developed countries other than the sponsoring govern

ment. So it remains unclear why CIOMS singled out research sponsors 

as being the key ones responsible for assuring reasonable availability. 

In addition to concerns about communities, there are also concerns 

about participants. In particular, what is owed posttrial to participants 

who are placed on a drug during a study and who benefit from it? For 

example, in the AZT trials, should someone have undertaken to make 

AZT available posttrial to the women who participated, and to those 

children who contracted the virus? This is a particularly charged ques

tion in the case of HIV/AIDS trials because antiretroviral treatments 

are both incredibly beneficial and incredibly expensive. Furthermore, 

they need to be taken continuously—for the rest of the patient’s life— 

if they are to be effective.There is now an emerging consensus in the in

ternational community that such care must be offered, but as with the 

issue of community benefit, deep questions remain about who exactly is 

to provide it.41 Once again, the fact that agencies like NIH are not able, 

under their mandate, to provide long-term care, makes the question par

ticularly difficult.42 

Exploitation: The Common Thread 

What do worries about standard of care and other aspects of study de

sign, informed consent, and reasonable availability and/or fair benefits 

all have in common? Exploitation. Underlying each is the worry that 

© Copyright, Princeton University Press. No part of this book may be 
distributed, posted, or reproduced in any form by digital or mechanical 
means without prior written permission of the publisher. 

For general queries, contact webmaster@press.princeton.edu



12 i n t r o d u c t i o n  

poor research participants in developing countries are exploited by re

search trials sponsored and conducted by developing countries. The real 

ethical violation of using placebos, or not getting valid consent, or not 

providing drugs proven effective in the trial or sufficient alternative 

benefits is that it exploits the people in these developing countries. 

The language of exploitation runs throughout the medical literature 

on these issues.43 To give just a few examples: After decrying the use of 

placebos in the maternal-fetal AZT transmission trials, Lurie and Wolfe 

argued that “residents of impoverished, postcolonial countries, the ma

jority of whom are people of color must be protected from potential ex

ploitation in research [our italics].”44 In her remarks on the same trials, 

Marcia Angell urged, “Acceptance of this ethical relativism [by which 

she refers to her opponents’ claim that it is permissible for trials to differ 

based on local differences] could result in widespread exploitation of vul

nerable Third World populations [our italics].”45 

Similarly, Annas and Grodin declared that 

unless the interventions being tested will actually be made avail

able to the impoverished populations that are being used as re

search subjects, developed countries are simply exploiting them in 

order to quickly use the knowledge gained from the clinical trials 

for the developed countries’ own benefit. . . . The central issue in 

doing research with impoverished populations is exploitation [our 

italics].46 

However, concerns about exploitation are not limited to clinical re

search in developing countries. Exploitation is a potential concern in all 

clinical research. All research “uses” the participants to gain information 

that, hopefully, will improve the health of others whether directly, or in

directly through additional research. Thus, all research participants are 

in danger of being exploited. As one South African researcher observed: 

“The starting point of all clinical trials is the assurance that trial partici

pants will be protected from exploitation [our italics].”47 In a similiar 

vein it has been claimed that 

[t]he overarching objective of clinical research is to develop gen

eralizable knowledge to improve health and/or increase under

standing of human biology; subjects who participate are the means 

© Copyright, Princeton University Press. No part of this book may be 
distributed, posted, or reproduced in any form by digital or mechanical 
means without prior written permission of the publisher. 

For general queries, contact webmaster@press.princeton.edu



13 w h y  e x p l o i ta t i o n ?  

to securing such knowledge. By placing some people at risk of 

harm for the good of others, clinical research has the potential for 

exploitation of human subjects. Ethical requirements for clinical 

research aim to minimize the possibility of exploitation by ensur

ing that research subjects are not merely used, but are treated with 

respect while they contribute to the social good [our italics].48 

However, characterizing the ethical issue at the heart of clinical re

search as one of exploitation can be both helpful and problematic. It is 

helpful because it unifies what have often been diffuse, disjointed, and 

even incoherent concerns about research in developing countries into 

what seems to be a single, clear ethical issue. It is problematic because 

the appearance of simplicity is deceiving. Exploitation is itself a diffuse 

and unclear ethical concept. Hence we run the danger of substituting a 

vague pile of concerns for an equally vague label—giving it the patina of 

coherence but without real clarity. 

Why is exploitation itself vague and unclear? The problem stems 

both from the fact that exploitation can be used in morally loaded and 

morally neutral ways, and from the fact that we often fail to realize that 

not all “use” of people, despite sounding bad, is morally problematic. 

In the most minimal sense, “to exploit” simply means to use some

thing to advantage. A weight lifter exploits his muscles to lift weights, a 

carpenter exploits his tools to build beautiful chairs, a scientist exploits 

a quirk of nature to make a new cosmological discovery or synthesize a 

new molecule. In these common cases, the exploitation is not morally 

worrisome. Moreover, in this simple nonmoral sense, the word quite 

naturally applies to clinical research because research uses human beings 

to gain generalizable knowledge. 

Despite sounding bad, however, use of people, by itself, need not be 

morally bad, since competent adults need not be abused and may con

sent to being used. Indeed, consent to fair use is what happens in ethi

cal research. A more morally loaded sense of the term, according to 

which exploitation involves using those who are vulnerable, also turns 

out, when we press on it, to be a description that applies to much ethi

cally justified clinical research on sick people. The problem here is that 

the notion of “vulnerability,” like the notion of “use,” is merely a marker 

for moral concern and not a sure sign of moral infringement. Although 
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it sounds bad to say that we “use those who are vulnerable,” it is possible 

to use those who are vulnerable without taking unfair or inappropriate 

advantage of their vulnerability. For example, an employer who hires ex

tremely poor workers desperate for a job, and who pays them a decent, 

livable wage is using those who are vulnerable but without taking unfair 

or inappropriate advantage of their vulnerability. 

Clearly, confusion and misunderstanding can easily arise here. The 

morally worrisome connotation of exploitation is related to use. But how? 

That is the tricky question at the heart of most discussions of exploita

tion. We must address these questions head-on if we are to gain an 

understanding of current problems in the ethics of clinical research. 

Specifying what constitutes exploitation is critical not only for correctly 

labeling a situation or relationship but also for devising the appropriate 

remedy. Unless we know what the problem is, it is very hard to know 

what the right solution is. Often the wrong solution will just exacerbate 

the problem. 

The Origin of This Volume and a View of What’s Ahead 

The essays in this collection emerged from the recognition by members 

of the Department of Clinical Bioethics of the National Institutes of 

Health of the centrality of, but also the challenges surrounding, the con

cept of exploitation. In the spring of 2002 members of the department 

first convened a seminar series on exploitation and its relationship to re

search practices in developing countries. This volume of essays is the 

product of that seminar series, either directly (certain of the essays were 

written for that series by guest speakers) or indirectly (because the series 

stimulated additional reflection on the part of individual attendees of 

the seminar). 

Because so much ink has already been devoted to the maternal-fetal 

HIV transmission studies, and because consequently positions have be

come entrenched without much openness to deeper reflection, we de

cided to organize the essays around two different cases that raise many 

of the important and charged contextual issues in fresh clothes. 

The Surfaxin case involves a proposed research study on a new sur

factant, a drug sprayed into the lungs of premature infants to increase 
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the pliability of the air sacs and ease breathing. While many natural and 

synthetic surfactants were already on the market, the pharmaceutical 

company developing the drug wished to sponsor a randomized con

trolled study using a placebo, to be conducted in four Latin American 

countries. The Havrix case, on the other hand, involved the randomized 

controlled trial of a hepatitis A vaccine in northern Thailand sponsored 

by the U.S. Army in conjunction with a pharmaceutical company. In this 

case, the control intervention was not a placebo but a hepatitis B vac

cine. Detailed case descriptions are included in this volume, and the au

thors comment to some degree on one or both of these cases. 

Importantly, neither of the two trials we have selected involved 

HIV/AIDS, and neither trial was conducted in Africa. However, one 

involved the use of placebos in critically ill infants despite the fact that 

a known effective intervention already existed. Both trials involved poor 

participants in developing countries, with researchers coming from the 

United States. In neither case was it expected that the trial drugs, if 

proven effective, would be made available any time soon to participants 

or their communities, though in both cases other types of benefits were 

offered by the sponsors. One was a government-sponsored study, the 

other sponsored by a pharmaceutical company. 

In addition to the two case studies and the essays that follow, this vol

ume also contains a chapter entitled “Research Ethics, Developing Coun

tries, and Exploitation: A Primer.” It has been our aim from the start to 

make this volume as accessible as possible to people from different dis

ciplines: physicians, clinical researchers, health policy analysts, philoso

phers, bioethicists, public health students and professors, and health 

lawyers. Hence, the first half of that chapter provides an introduction to 

the fundamental concepts of research ethics and the special issues that 

arise when they are applied to a developing world setting. These include 

informed consent, randomized controlled trials (RCTs), standard of 

care, clinical equipoise, and so on. This section is intended for readers 

who are familiar with ethical theory but less familiar with the peculiar 

concerns of clinical research. The second half of the chapter provides an 

overview of the concept of exploitation to help orient those less familiar 

with philosophy to the various ways in which philosophers have ap

proached the topic. This section will briefly introduce readers to the 

history of the concept (in particular, its Marxist meaning), as well as 
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provide an introduction to the contemporary non-Marxist conceptions 

that figure in these essays. The section lays out the central questions 

about exploitation that remain open for debate. 

We hope this volume raises the quality of thought and public delib

eration on exploitation by elucidating what really constitutes exploita

tion and what can be done to mitigate it, all in the context of real situa

tions that confront policy makers, ethicists, government and corporate 

officials, the media, and the public. 
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