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There are millions of individuals living in North America and the European Union who lack access to healthcare services. When
these individuals participate in research, they are at increased risk of being exposed to the risks and burdens of clinical trials
without realizing the benefits that result from them. The mechanisms that have been proposed to ensure that research
participants in low- and middle-income countries are not exploited are unlikely to protect participants in high-income countries.
The present manuscript argues that one way to address concerns about exploitation in high-income countries would be to require
sponsors to provide targeted benefits such as medical treatment during the trial, or the study drug after the trial. The latter could
be achieved through extension studies, expanded access programs, or named-patient programs. Sponsors also might provide
non-medical benefits, such as education or social support. Ethical and regulatory guidance should be revised to ensure that
research participants in high-income countries who lack access to healthcare services receive sufficient benefits.
The Kantian conception of exploitation (treating individ-
uals as a means only and not as an end in themselves) pri-
marily translates into the use of individuals in clinical
trials, without their consent. For present purposes, we are
assuming that all trial participants provide consent. Thus,
this first conception of exploitation is not relevant to the
concerns raised in the present article.

Box 1

Two conceptions of exploitation in clinical research
To protect participants from exploitation, the risks and bene-
fits of research need to be distributed fairly [1] (Box 1). To
date, proposals to address this concern have focused on clin-
ical research conducted in low- and middle-income countries
(LMICs) by sponsors from high-income countries (HICs) [1–5].
This focus is based on the assumption that the potential to
exploit research participants is not a significant concern in
HICs. Wealthier countries have reliable mechanisms to approve
tested products and make them available to those who need
them. Thesemechanisms decrease the potential for exploitation
by providing study participants with access to the beneficial
products developed through clinical research.
© 2016 The British Pharmacological Society DOI:10.1111/bcp.12879



A second conceptionof exploitation, elaborated by Alan
Wertheimer, understands the potential for exploitation in
terms of sponsors (and others) taking unfair advantage of re-
search participants [6]. Exploitation in this sense is transac-
tion specific and concerns the outcome of individual
transactions. This account allows for the possibility that an
individual may be exploited even though she consents to
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the transaction and benefits from it. Vulnerability, on this
Table 1
Health and social key figures regarding 8412 patients attended at
Médecins du Monde clinics in seven European countries, 2012 [21]

1. Health data

No. of medical consultations 10 968

No. of diagnoses 11 921

Diagnoses requiring essential treatment 76%

Most frequent chronic diseases/conditions

view, is neither necessary nor sufficient for exploitation.
Reliance on approval and distribution of interventions found to
be effectivehelps to address the potential for exploitation as long
as researchparticipantshave access tohealthcare services.Unfor-
tunately, there are now tens ofmillions of poor individuals living
in North America and the European Union (EU) who have lim-
ited or no access to healthcare services. When these individuals
participate in clinical trials, they are at increased risk of being
exploited. Specifically, there is an increased chance that theywill
face the risks and burdens of research participation while the
benefits accrue to others. The present paper calls attention to
this neglected concern and describes a possible way to address it.
Hypertension 7.80%

Diabetes 4.75%

Other (relevant) chronic diseases/conditions

Cancer 0.36%

HIV 0.23%

Chronic diseases of all diagnoses 61%

Patients needing essential treatment that had not received
any when being attended at Médecins du Monde clinics

>50%

Patients reporting having been denied access to
care by a healthcare provider in the last 12 months

20%

Patients having given up seeking health care in
the last 12 months

36%

No health coverage at all, fully chargeable 81%

2. Social data

Most common regions of origin by country

Belgium: Magreb 38%

France: Magreb 36%

Germany: European Union 55%

Greece: Greece 49%

Spain: Americas 45%

The Netherlands: Sub Saharan Africa 61%

UK: Asia 56%

Not permitted to reside in the host country 61%

European Union citizens not permitted to reside in the
host country

55%

Undocumented migrants from a non-European Union
Member State

50%

Unstable or temporary housing 49%

Have a job or activity to earn a living 25%

Patients needing an interpreter 40%
Access to health care in North America
and the European Union
In 2012, approximately 48 million individuals living in the US
did not have health insurance [7]. Severalmillion have gained in-
surance through the Affordable Care Act [8], suggesting that the
number of individuals currently living without health insurance
in the US is likely to be between 30 and 34 million [9]. A small
number of these individuals have the financial resources to pay
for medical care out of pocket. The vast majority are poor and
have access to only limited medical care through hospital emer-
gency departments. In addition, there are 5–6 million undocu-
mented migrants in the US who have even lower access to
healthcare services [9] and some 12% of chronically ill adults re-
ported having stopped taking their prescribed medications for
cost-related reasons [10].

Canada provides universal access to medical and hospital
care, but not to prescription drugs. Medicines are provided
through fragmented public and private drug plans, leaving
many Canadians with little or no access to needed medicines
[11]. Indeed, 10% of Canadians cannot afford to take their
medications as prescribed [12]. In addition, some 500 000
non-status migrants are not eligible for Provincial health
coverage [13], although these individuals may be able to
access free care at community centres run by volunteer-run
inter-professional teams of primary care professionals [14].

Millions of individuals in the EU, especially in Southern Eu-
rope, have decreasing or no access to healthcare services [15].
For example, an estimated 800 000 Greek citizens currently do
not have healthcare coverage [16]. In addition, several countries
have introduced or increased user charges or co-payments for se-
lected services (e.g. prescription medicines). These fees pose a
particular challenge for individuals with low incomes [15, 17].

There are another 2–4 million irregular migrants in the EU
[17]. A 2008 report byMédecins duMonde, a non-governmental
organization providingmedical care and other support to vulner-
able populations, found that health care is not guaranteed for
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irregular migrants, even in countries where healthcare costs are
supposed to be covered for all patients [18] – thereby failing to
fulfil their right to health [19, 20]. This situationhasworsened re-
cently, as shown in Table 1. In 2012, more than 80% of patients
visiting Médecins du Monde clinics in seven Western European
countries had no access to health care without paying the full
cost [21]. Similarly, in the UK, 618 000 undocumented migrants



Two main approaches have been described, the reasonable
availability requirement and the fair benefits framework.

a) Reasonable availability requirement.

This approach specifies that trial participants and, when appro-
priate, host communities should be ensured reasonable access
(e.g. the ability to purchase at a fair price) interventions that are
proven efficacious by the trials in which they are involved.
Providing interventions to participants after a trial has completed
(i.e. post-trial access) is one way to ensure reasonable availability.
This approach has been implemented in many HIV trials, al-
though generally for a specifiedperiod of time only. For example,
13 out of 18 NIH-funded HIV antiretroviral therapy trials con-

Box 2

Prevention of exploitation of research participants in lower- and
middle-income countries (LMICs)

Research participants in high income countries who lack access to health care
lack access to health care, with the exception of emergency ser-
vices [22]. While these developments have been influenced by
the financial crisis and resulting austerity measures, as well as in-
ternational conflicts, there unfortunately is little reason to think
they will be fully reversed in the near future.

There have been several efforts in HICs to reduce the number
of individuals who lack health insurance [23, 24] and to provide
health services to all individuals [25]. A recent analysis found that
providing universal public access to prescription medicines in
Canada would not be prohibitively expensive [26]. Moreover, a
number of groups advocate increased access to health care for
poor populations [27, 28]. Once included within the healthcare
system, trial participants would gain access to the interventions
that are developed through clinical trials or to commercially
available interventions approved for their disease or condition.
However, until full access is realized, millions of individuals who
live in HICs are at risk of being exploited, facing the risks and
burdens of participation in clinical trials without having access
to the beneficial interventions that result from the trials.
ducted during 2005–2007 in LMICs included post-trial access
for trial participants, although long-term access to antiretroviral
therapy was not guaranteed [33]. A different approach was
adopted in nine HIV prevention trials: access to antiretroviral
therapy for participants who seroconvert during the trial [34]

b) Fair benefits framework.

This approach specifies that research participants and communi-
ties should receive a fair level of benefits. This might include rea-
sonable availability of the study intervention or other benefits.
Common examples for participants are medical benefits, such
as free treatment for infections, prompt and timely treatment
of acute illnesses and referral of chronic cases to government
facilities; benefits for communities could include lab and clinical
equipment support and health staff training, training of home-
based caregivers, sustainable prevention education through peer
educator programmes, delivery of preventive interventions or emer-
gency response to natural disasters [35–37]. Non-medical benefits
might include transportation to hospital for treatment, food tickets
for very poor individuals, employment opportunities, donation of
used study vehicles or refurbishment of facilities [34, 35].
_______________________________________________
NIH: US National Institutes of Health.
Proposals to address exploitation in
low- and middle-income countries
The potential to exploit research participants has been widely
discussed with respect to research in LMICs. In particular, it is
recognized that individuals and host communities in LMICs
may face the risks andburdens of clinical trials while the benefits
go to those living in HICs [29]. One of the first attempts to ad-
dress this concern has come to be known as the ‘reasonable
availability’ requirement. This requirement mandates that prod-
ucts shown to be effective during a trial should be made reason-
ably available to the participants and host community [2, 4].
While this approach provides a way to address the potential for
exploitation in some trials, most trials with investigationalmed-
icines do not identify a safe and effective intervention [30]. As a
result, the reasonable availability requirement fails to ensure suf-
ficient benefits for the participants of many clinical trials [5].

With this in mind, a number of alternatives to the reason-
able availability requirement have been proposed. The ‘fair ben-
efits’ framework specifies that research participants and host
communities should receive a fair level of benefits, given the
risks and burdens to which they are exposed, and the extent to
which others benefit from their participation [31]. This ap-
proach prohibits sponsors from providing research participants
with insufficient benefits, evenwhen participants agree to them
during the informed consent process [32].

The fair benefits framework can be effective in settingswhere
research places burdens on host communities, and participants
benefit from measures that are provided to the larger commu-
nity (Box 2). However, burdens to the host community typically
are not a concern for research in HICs. In addition, people who
are poor and lack access to health care often represent only ami-
nority of those who live in a given jurisdiction in HICs. As a re-
sult, providing benefits to the host town or city [4, 5] may not
address the potential exploitation of research participants in
HICs. Moreover, the types of benefit offered in LMICs, such as
development of healthcare infrastructure, typically already exist
in HICs. The problem is that poor individuals often do not have
access to the infrastructure that exists in their communities.
HIV: human immunodeficiency virus.
Addressing exploitation in high-income
countries
Regulations and guidelines in HICs attempt to address a number
of ethical concerns raised by research with poor individuals,
including fair subject selection and informed consent [1]. And
independent review committees – such as research ethics boards
in Canada, research ethics committees in the EU and institu-
tional review boards in the US – are in place to ensure that indi-
vidual trials satisfy these requirements.

In contrast, existing regulations and practices in HICs are
based on the assumption that research participants ultimately
have access to products developed through clinical trials. As a
Br J Clin Pharmacol (2016) 81 857–864 859



1c) Type of trial
1c.1) Outcomes in phase 2 and 3 trials are uncertain and

many participants will receive a placebo [44]. Thera-
peutic benefit is expected in phase 4 trials as all partici-
pants will receive approved medications for the
indication of interest.

1c.2) Follow-up extension studies are rarely offered and avail-
able only for trial participants who meet the selection
criteria. Usually all patients receive the same dose of the ex-
perimental medicine to gather long-term data. Depending
on the indication, sometimes patients that participated in a
phase 3 trial could be on treatment until the medicine is
commercially available. A search on ClinicalTrials.gov iden-
tified only 140 extension studies conducted after phase 2 or
3 trials registered as of 28 November 2013. Of these, only
some 58 had a follow-up period of at least 1.5 years – the
minimum time considered necessary to have the medicine
marketed after phase 3 trials are successfully concluded: half
a year for marketing application submission to regulatory
agencies and 1 year for its review [45].

For HIV, there were only four extension studies. One
conducted in HICs and LMICs, another one in eight
LMICs and the other two in the US. Furthermore, there
was not a single ‘open’ extension study registered in
this indication (Supplemental information).

1d) Care ensured while participating in the trial
The ancillary care model [39] offers an opportunity for par-
ticipants to receive some benefits during the trial (see text).

2. Post-trial access to medication
Compassionate use, expanded access programmes or spe-
cial access programmes offer access to experimental medi-
cines for patients with life-threatening, long-lasting or
seriously disabling illnesses who cannot be satisfactorily
treated with commercially available medicines or included
in clinical trials [41–43, 46]. In programmes involving a
number of patients under a common protocol, the regula-
tory agency, the patients’ physicians and the manufacturer
are involved in the process. As of 28 November 2013, there
were 80 available expanded access programmes registered
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result, the potential exploitation of individuals who lack access
tohealthcare services has gone unaddressed [38]. To remedy this
gap, national and international guidelines and regulations
should be revised to recognize and address the potential exploi-
tation of individuals living in HICs. One possibility would be
to specify that sponsors should provide individually
targeted benefits to poor individuals in HICs who lack ac-
cess to healthcare services. Provision of healthcare services
would offer important benefits. And sponsors and investiga-
tors typically have the capacity and expertise to provide
them. For example, sponsors could provide additional ancil-
lary care beyond what is owed to all participants during the
trial [39]. Alternatively, sponsors could provide post-trial ac-
cess through a follow-up extension study. This approach
might be particularly beneficial to individuals who have
chronic diseases or conditions. Sponsors and independent
review committees should be vigilant to ensure that pro-
posed benefits reach their intended beneficiaries, especially
with respect to the trials conducted by third parties (e.
g., contract research organizations) or private-sector physi-
cians who participate mainly for financial reasons [40].

Another option would be to provide benefits through spe-
cific programmes (Box 3). When reliance on a follow-up exten-
sion study is not feasible, expanded access programmes might
provide the experimental drug to participants who lack access
to medical care after the trial. This approach would require
regulatory changes to permit patients who suffer from chronic
diseases or conditions to benefit, not only those that are
life-threatening or seriously disabling and with unavailable
treatment [41–43]. Once an investigational drug has been
marketed, an expanded access programme should be considered,
both as a way to benefit participants and to gather long-term
safety data.

Another approach would be to provide the new marketed
drug at a subsidized price through non-governmental organiza-
tions. For trials that enrol only a few individuals who lack access
to health care, these might involve ‘post-licensed’ named-pa-
tient basis programmes supported by the trial sponsor (Box 3).
Independent review committees might decide that, once the
1 Trial participation
1a) Type of disease or condition.

Individuals with chronic conditions have on-going
healthcare needs. Many of these patients can participate
in the same trials as the general population (e.g., post
myocardial infarction, hypertension, diabetes).

1b) Lack of access
Except in specific diseases or conditions (e.g. HIV or
emergency situation), the access of investigators to peo-
ple that have no access to health care is very difficult.
Even if accessible, patients should comply with the trial’s
selection criteria – an additional hurdle for them to be re-
cruited. Generally speaking, a limited number of partici-
pants coming from this poor population should be
expected.

Box 3

Factors relevant to research with participants who are poor and
lack healthcare coverage

on ClinicalTrials.gov. Three of these trials on HIV infection
provide antiretroviral therapy for 1.2, 9.7 and 10.3 years.
The three were running in HICs. There were very few com-
passionate use programmes (supplemental information).
A named-patient basis programme could be a practical solu-
tion when very few patients who are poor and lack access to
health care are enrolled in a trial. In named-patient
programmes, the physician requests the medicine directly
to the manufacturer, with or without regulatory agency in-
volvement [42, 43, 46]. A similar programme could be
maintained after the new drug is marketed: a ‘post-licensed’
named-patient basis programme, in which poor former trial
participants with no access to health care could be treated
with the medicine. The long-term commitment of the trial
sponsor/manufacturer is the critical factor in this type of
programme.
Cost of the proposal: Take, for example, HIV infections and
expanded access programmes lasting for 10 years (see
above). In the European Union, relatively few patients
will be recruited into trials due to two main factors: (a)
lack of access to hospitals and clinics where trials are
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conducted, and (b) failure to meet selection criteria. An ex-
panded access programme for 100 patients lasting 10 years
is more expensive than a named-patient programme for 10
patients lasting even 50 years.
__________________________
HICs: high-income countries.

LMICs: low- and middle-income countries.

Research participants in high income countries who lack access to health care
trial is over, alternative medications within the standard of care
of the country would offer appropriate benefits. Whichever ap-
proach is adopted, regulators and healthcare providers should
help to ensure that trial participants who lack adequate access
to health care receive sufficient benefits.

In some cases, research participants who are poor and lack
access to health care may benefit more from non-health-re-
lated benefits, such as education and training, or social ser-
vices. In cases where the participants belong to a defined
community, community programmes, such as health promo-
tion efforts, could be implemented through health workers or
non-governmental organizations [17]. Ideally, the proposed
approach should be discussed with participant group repre-
sentatives in advance, reviewed and approved by an indepen-
dent review committee, and described in the protocol and
informed consent documents [47].

Currently, there are no reliable estimates for howmany poor
individuals who lack access to healthcare services participate in
clinical trials in HICs. Because this information is not disclosed
in articles or in registries, the extent of the present concern is
largely hidden from public view. One might thus argue that
before we try to address the potential for exploitation, we should
first determine the extent of the problem. Such efforts are
important. At the same time, the present proposal is based
on the assumption that we should not wait until we know
exactly how many research participants are at risk of being
exploited before we take steps to protect them. Sponsors
should provide sufficient benefits to the poor individuals they
enrol in research conducted in HICs, no matter what the total
number of trial participants who lack access to health care
might be across all trials in HICs.
Objections and replies
Some may object that offering benefits to poor individuals
who lack access to healthcare services, such as a follow-up ex-
tension study, might unduly induce them to enrol in research
[48]. Undue inducement occurs when the benefits offered to
potential research participants are so large that they lead indi-
viduals to enrol in trials that are clearly contrary to their inter-
ests [49, 50]. Recognizing this, the most effective response to
concerns regarding undue inducement is to ensure that the
level of additional benefits offered to participants is commensu-
rate with the risks and burdens posed by the trial. Thus, to ad-
dress concerns about undue inducement without raising the
potential for exploitation, independent review committees
should ensure that the potential benefits to participants justify
the risks they face or that any net risks (i.e. research risks that
are not offset by potential clinical benefits) are not excessive
[49, 50]. Importantly, independent review committees should
not attempt to address concerns regarding undue inducement
by eliminating potential benefits to participants because doing
so only increases the potential for exploitation.

Still others may worry that the provision of targeted benefits
will impose excessive costs on sponsors. First, we believe that it
is important to address the potential for exploitation of research
participants, even if it is expensive. Second, under the fair benefits
framework, sponsors are obligated to provide benefits to partici-
pants as a function of the benefits that the sponsor derives from
the participants’ involvement in the study. Hence, sponsors are
never obligated to provide more benefits to participants than
the sponsor derives from the participants’ involvement. Third,
examples of expanded access programmes lasting some 10 years
(Box 3) suggest that it can be feasible for sponsors to provide
additional benefits to participants, especially as the expenses
will likely be small in relation to the costs of conducting clinical
trials [51].

Finally, some may object that providing additional bene-
fits only to those who participate in clinical trials is unfair,
and will reduce pressure to provide all individuals with access
to healthcare services. To address this concern, it is important
to ensure fair participant selection and not exclude potential
participants because they are poor. In addition, those who
participate in clinical trials represent only a tiny fraction of
the total number of individuals who lack access to healthcare
services. Hence, the present proposal offers a way to ensure
fairness for participants today without disrupting the vital
goal of ensuring healthcare access for all individuals.
Our proposal within the upcoming
regulations in the European Union and
the US
AnewEURegulation distinguishes trials that poseminimal addi-
tional risk (referred to as ‘low-intervention clinical trials’) from
all other trials [52]. The former are typically phase 4 trials, where
the investigational medicine is administered based on the sum-
mary of product characteristics approved by the regulatory
agency, or is evidence-based and supported by published trials.
The latter are typically phase 1, 2 or 3 trials of investigational
medicines. We have argued that the reviewing research ethics
committee should ensure that poor participants who lack access
to health care should receive additional benefits to compensate
for the risks and burdens posed by the trial, regardless of whether
or not the trial is a ‘low-intervention clinical trial’. For example, a
low-intervention trial that involves many procedures (e.g. com-
pleting questionnaires) and visits to the research centre might
pose significant burdens, even though it poses minimal addi-
tional risk. Similarly, since proposed amendments to the US
Common Rule do not address the potential exploitation of poor
participants who lack access to health care, the same approach
could be used by institutional review boards in the US [53].
Conclusion
It is time to recognize and address the potential to exploit
clinical trial participants living in North America and the
Br J Clin Pharmacol (2016) 81 857–864 861
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EU who are poor and lack access to healthcare services. How-
ever, providing these individuals with fair benefits is challeng-
ing precisely because they often lack access to healthcare
services.We propose that regulators and interested stakeholders
should revise current regulations and guidelines to recognize
and address this concern. One possibility would be for sponsors
to provide targeted additional benefits to these individuals,
adopting a holistic approach to their disease or condition or
non-medical needs. Regulators, sponsors, investigators, inde-
pendent review committees and healthcare providers should
act to ensure that all clinical trial participants are protected from
exploitation no matter where they live.
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