
Introduction

Paying research subjects money to participate in medical

experimentation is not a recent phenomenon. In the late

1800s, for example, Walter Reed paid volunteers in his yel-

low fever studies $100 in gold for their participation. If they

contracted yellow fever, he paid them a $100 bonus.1 Sub-

jects today continue to be paid, in varying amounts, to par-

ticipate in research. Despite this practice’s lengthy history

and ubiquity, no consensus has developed about its ethical

propriety. While most regulations and guidelines governing

human experimentation permit some sort of monetary remu-

neration to research subjects, they provide little instruction

on evaluating the amount of a payment. The regulations and

guidelines reflect the apprehension expressed in the aca-

demic literature about the philosophical and practical rami-

fications of both paying and not paying research subjects.

This paper explores the historical development of the debate

about paying research subjects. A review of the debate over

the last 30 years reveals that payments have mainly been

conceived of as a threat to voluntary consent. Further, the

issues discussed in the 1970s are largely the same issues

being discussed today. I suggest that a preoccupation with

voluntary consent may have slowed the progress of the

debate and is part of the reason why consensus remains elu-

sive. The importance of achieving some sort of consensus is

that it translates into practical and ethical guidance in evalu-

ating the propriety of a given payment.

In recent years, there has been a slight shift in emphasis in

the discussion such that issues that were historically on the

periphery of the payments debate are receiving increased

attention. This may signal a turning point in the debate

which may lead to practical and ethically sound guidance

about how to evaluate payments to research subjects.

Prison Experiments

The appropriateness of paying research subjects began to be

explored in a meaningful way in the context of prison popu-

lations. During World War II, American researchers

increasingly used prisoners for medical experimentation.

The ability of prisoners to freely consent was challenged

both during and after the war,2 especially where rewards

were offered.3 American researchers, however, insisted that

all prisoner-subjects freely chose to participate and prison

research flourished in the post-war years.4 This emphasis on

voluntariness would dominate the debate about payments

for the next 50 years, even after prisoners ceased to be used.

After World War II, news of illness and death associated

with prison research prompted formal hearings to consider

the ethics of certain prison experiments. Rather than focus

on the health problems caused by the experiments, exces-

sive reward was often seen as the key ethical concern. In

particular, some feared subjects might conceal symptoms

rather than risk disqualification from the experiment and the

reward. Consequently, the validity of the research results

was jeopardized.5

In the late 1940s, publicity about the terrible side-effects

associated with the wartime malaria research conducted in

an Illinois prison prompted the Governor of Illinois to form

a committee to investigate the ethics of the research. The

committee found the research conformed to ethical rules and

focussed its attention on the issue of rewards to prisoners. It

found a subject’s sole motivation ought to be to contribute to

human welfare. If that was the motive, then a reduced sen-

tence was a reward, not an undue inducement. The Commis-

sion, however, deliberately and explicitly did not consider

when a reward is excessive. Rather, it said this should be

reviewed on a case-by-case basis.6 This reluctance to iden-
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tify when a reward is excessive is a trend which regulatory

bodies unfortunately have continued.

By the 1960s, the pharmaceutical industry had well-estab-

lished drug-testing programs in American prisons. The pro-

gram in Alabama came under scrutiny in 1969 after the

Montgomery-Advertiser Journal7 published news of epi-

demics in the prisons and sub-standard medical care of sub-

jects enrolled in the program. The journal raised numerous

concerns about the experiments, but money was central:

specifically (1) excessive profits made by investigators; and

(2) large payments to prisoner-subjects which apparently

caused some to give false information about their medical

histories and reactions to the drugs being tested.

The committee investigating the epidemics in Alabama pris-

ons found that most prisoners volunteered because of the

money and remained in the studies despite serious

side-effects simply to collect the pay.8 In its report, the com-

mittee sent a mixed message about paying subjects. It found

the pressure to volunteer because of the need for money was

problematic, but at the same time noted that drug-testing

programs in prisons served valuable purposes, including

providing prisoners with the opportunity “to earn some extra

needed money.”9

By the 1970s, a variety of scandals had focussed attention on

human experimentation in general. Well-publicized cases

like the cancer experiments on senile patients in the Brook-

lyn Jewish Chronic Disease Hospital10 and the Tuskegee

syphilis study,11 along with the publication of Jessica

Mitford’s book on prison experiments, Unkind and Usual

Punishment,12 all highlighted concerns about the use of vul-

nerable populations as subjects in research.13 Mitford’s book

clearly brought the concept of exploitation into the discus-

sion of payments. She highlighted the concern that amounts

paid to subjects were high compared to other prison jobs, but

a “pittance” when compared to amounts paid to free sub-

jects.14 As a result of the heightened focus on all human

experimentation, research began to move outside of prison

gates and by the late 1970s, the United States federal gov-

ernment ended medical research in federal prisons.15

Guidelines and Regulations

As prison research was falling out of favour in the United

States, the National Commission released its 1976 “Report

and Recommendations on Research Involving Prisoners.”16

While the Commission did not make recommendations

about payments, it did discuss them. It echoed Mitford’s

concern about paying prisoner-subjects more than other

prison jobs but much less than non-prisoners volunteers.17

Thus, the Commission highlighted the often competing con-

cepts of voluntary consent and exploitation, which had and

would continue to frame the payments debate.

By 1978, the National Commission clearly located pay-

ments within the concept of informed consent,18 particularly

undue inducement. As a protective measure, it recom-

mended limiting remuneration to “payment for the time and

inconvenience of participation and compensation for any

injury resulting from participation.”19 The elements of “time

and inconvenience” factored prominently in the debate over

how much subjects may be paid.

“[O]ne of the most influential analyses of ethical issues in

human research”20 is the National Commission’s penulti-

mate 1979 report, the Belmont Report.21 Although it does

not expressly address remuneration, it provides guidance

about coercive and unduly influential offers and their poten-

tial relationship to fairness in subject selection. These relate

to two of three principles enunciated by the Commission:

respect for persons, which demands the absence of coercion

and undue influence in the consent process; and justice,

which requires fairness in subject selection.22 Coercion and

undue influence are defined as follows:

Coercion occurs when an overt threat of harm is

intentionally presented by one person to another

in order to obtain compliance. Undue influence,

by contrast, occurs through an offer of an exces-

sive, unwarranted, inappropriate or improper

reward or other overture in order to obtain com-

pliance. Also, inducements that would ordi-

narily be acceptable may become undue

influences if the subject is especially vulnera-

ble.23

The Commission identified the involvement of vulnerable

subjects, including the economically disadvantaged, as a

“special instance of injustice.” It warned that:

. . . given their dependent status and their fre-

quently compromised capacity for free consent,

they should be protected against the danger of

being involved in research solely for adminis-

trative convenience, or because they are easy to

manipulate as a result of their . . . socioeco-

nomic condition.24

The principles enunciated in the Belmont Report solidified

the debate’s focus on voluntariness and its relationship to

the potential exploitation of economically vulnerable peo-
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ple. This focus may be seen in both national and interna-

tional guidelines and regulations regarding human

experimentation. Unfortunately, these documents generally

do no more than identify concern about paying subjects, but

provide little guidance on how to address it.

For example, the Medical Research Council of Canada’s

1987 Guidelines on Research Involving Human Subjects

warn against “excessive remuneration” but allow for com-

pensation for “losses reasonably assessed ... provided it does

not distort freedom of choice.”25 Its successor document,

the Tri-Council Policy Statement: Ethical Conduct for

Research Involving Humans (TCPS), instructs research eth-

ics boards to consider the “economic circumstances of those

in the pool of prospective subjects.”26 It does not, however,

provide instruction on how to evaluate a proposed payment

except to caution against a payment structure “that might

place undue pressure on research subjects either to join or to

remain within a research project.”27

In the United States, the Code of Federal Regulations calls

for “appropriate additional safeguards” to protect subjects

that may be vulnerable to coercion or undue inducement,28

but gives no hint as to what those safeguards might include.

Interestingly, one of the foundational international docu-

ments concerning research involving human subjects, the

Declaration of Helsinki,29 did not identify economic vulner-

abilities as a consideration until its amendment in the year

2000. The Declaration requires researchers to submit infor-

mation to research ethics boards about incentives offered to

subjects.30 Like the TCPS, it provides no guidance on how to

evaluate those incentives.

Even where lawmakers have taken the rare step of prohibit-

ing payments to subjects, as in Quebec,31 compensation for

inconvenience is permitted. Thus, it appears the prohibition

does little to assist in assessing when a given remuneration is

acceptable. The difference between a “payment” and “com-

pensation for inconvenience” is not clear.32

As one can see, the guidelines and regulations governing

human experimentation offer no more than vague guidance

to research ethics boards about how to assess payments. The

lack of guidance reflects the lack of consensus on evaluating

payments and the complexity of the issue, which is evident

in the academic literature.

Academic Literature

The question of whether payments above compensation for

out-of-pocket expenses are ever acceptable has been raised

throughout the history of the payments debate. From the

time of the prison experiments33 to today34, some have

argued that altruism should be the subject’s sole motivation.

The majority of the academic literature over the past 25

years, however, has attempted to flesh out when a payment

is ethically acceptable, rather than whether payments are

ever acceptable. Even some writers who favour altruism as

the basis for participation, accept payments as inevitable

and focus on minimizing the dangers associated with them.35

Despite the duration of the debate, little progress has been

made towards resolving how to evaluate the amount of a

payment. The same issues continue to be debated and the

problem is mainly conceived of in terms of voluntariness,

and exploitation as it relates to voluntariness. Discussions

have centred around different views of autonomy, paternal-

ism and the distribution of the benefits and burdens of

research. The following issues have been appearing and

re-appearing in the literature over the past 30 years: whether

payment is ever acceptable;36 whether payment can be coer-

cive;37 whether healthy subjects and patient subjects should

be treated the same;38 whether research subjects are like

unskilled workers;39 why we might want to pay subjects (for

example, to aid recruitment, or to compensate for time,

inconvenience or risk);40 and which payment structures min-

imize the concerns about voluntariness and exploitation.41

All relate to the threat of undue inducement.

As research moved out of prisons, the concern about volun-

tariness continued to be discussed in the context of the use of

drug company employees in research,42 students43 and free

(as opposed to institutionalized) volunteers in general.44 The

continuing emphasis on inducements and their relation to

exploitation in the 1980s may have been fuelled by the

deaths of two healthy volunteers in phase I drug trials. They

died as a result of withholding information which would

have disqualified them from the studies. It appeared that

their participation and their concealment of information

were motivated by the payment offered.45

An interesting divergence from the usual conceptualization

of payments came in 1989 when the United States Food and

Drug Administration (FDA) identified payments as a bene-

fit in the risk-benefit analysis, as well as a potentially undue

influence.46 Some feared categorizing payment as a benefit

was dangerous since a high payment could be used to justify

otherwise unacceptably risky research.47 By 1995, the FDA
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had changed its position, stating that payment should not be

viewed as a benefit but as a “recruitment incentive.”48 It may

or may not be appropriate to view payment as a benefit - I do

not intend to argue either side of the issue. It is interesting,

however, that the categorization sparked little academic dis-

cussion and the debate generally continued to focus on con-

sent. The brief change in policy represented a missed

opportunity to approach the issue from a fresh perspective.

I suggest the heavy emphasis on voluntary consent has

slowed the progress of reaching some consensus on how to

ethically pay research subjects. I do not intend to minimize

the importance of informed consent in the payments debate.

Nor do I suggest that other ethi-

cal issues have not been factors

in the discussion. Rather, my

concern is that the heavy focus

on voluntariness and exploita-

tion as it relates to voluntariness

has resulted in other factors,

most significantly the impact of

commercial realities in human

experimentation, not being

thoroughly analysed and then

integrated with the valuable

work done concerning consent.

That said, recently there has been a shift in the tone of the

debate to address the commercial nature of much research.

Commercial interest has been a factor percolating in the

background of the debate for decades. As indicated earlier,

the media highlighted the profits that investigators reaped in

relation to research in prisons in the 1960s. With the growth

of contract research organizations and the media attention in

the late 1990s to scandals involving commercial conflicts of

interest,49 the profit motive of many sponsors has gained

increased influence over the tone of the debate about pay-

ments.

While Terence Ackerman, in 1989, questioned the ethics of

not paying subjects involved in research which was finan-

cially lucrative for the sponsor,50 the influence of commer-

cialization in the analysis of payments is most evident in the

late 1990s. Christine Grady and Neal Dickert sparked dis-

cussion in 1999 with their analysis and proposal of a

wage-payment model. They argued this model balanced

concerns about protecting subjects from undue inducement

and justice in subject selection, while also considering the

cost of research and the need to recruit subjects.51 Similarly,

Trudo Lemmens and Carl Elliott, in 1999, proposed a labour

model for payments, with a heavy analytical emphasis on

justice and the power imbalance between subjects and com-

mercial sponsors of research.52 Viewing research subjects as

workers is not new53 but the implications of treating subjects

as workers now are receiving needed scrutiny and are infus-

ing commercial realities into the analysis.

Conclusion

Payments have been and continue to be conceptualized as a

problem of voluntariness and exploitation as it relates to vol-

untariness. Recent years have witnessed a growing

acknowledgment of commercialization’s impact on the

evaluation of payments in general. Despite the fact that pay-

ments to research subjects are

common, the issue remains

controversial. Ethicists seem to

have put renewed efforts into

conducting empirical and ana-

lytical work to review institu-

tional policies on payments,54

the factors motivating individu-

als to participate in research55

and the implications of certain

payment schemes.56

There is much work to be done in terms of developing the

various ways of conceptualizing payments. The recent liter-

ature suggests that the debate is moving forward to include a

comprehensive analysis of the many factors operating in the

research environment and may move us closer to some sort

of consensus as to the best way to protect subjects from the

perils of payments in the commercial reality of modern med-

ical research.
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