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Abstract

The ethical conduct of HIV prevention researchers is subject to scrutiny. Many clinical trials take place in low and middle
income countries where HIV incidence is high, but the benefits of research are often first enjoyed in high income countries. The
provision of ancillary care — medical care provided to clinical trial participants during a trial, which is not related to the research
question — is one way in which trial participants can receive direct benefits from their participation in research. We argue that
such care is a legitimate benefit of research participation. This care does not constitute ‘undue inducement’ if the research study
itself involves minimal risk and is subject to ethical and regulatory oversight. We also argue that research teams working with
populations who have sub-optimal healthcare access have a duty to provide ancillary care within agreed limits. These limits
should be negotiated to ensure that the research remains feasible and economically viable. (Afr J Reprod Health 2014; 18[3]:
135-142)
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Résumé

La conduite éthique des chercheurs dans le domaine de la prévention du VIH est soumise au contréle. De nombreux essais
cliniques ont lieu dans les pays a faible et moyen revenu ot l'incidence du VIH est élevée, mais les avantages de la recherche sont
souvent d'abord appréciés dans les pays a revenu élevé. La prestation de soins auxiliaires — les soins médicaux fournis aux
participants des essais cliniques au cours d'un procés, qui n'est pas liée a la question de la recherche - est une fagon pour les
participants a l'essai de recevoir des prestations directes pour leur participation a la recherche. Nous soutenons que ces soins
constituent un bénéfice légitime de participation a la recherche. Ce soin ne constitue pas «une incitation indue» si I'étude elle-
méme implique un risque minimal et elle est soumise & la surveillance éthique et réglementaire. Nous soutenons également qu’il
incombe aux équipes de recherche qui travaillent avec les populations qui ont accés a des soins de santé sous-optimal de leur
fournir des soins auxiliaires dans les limites convenues. Ces limites doivent étre négociées pour s'assurer que la recherche
demeure réalisable et économiquement viable. (Afr J Reprod Health 2014; 18[3]: 135-142)

Mots-clés: Soins auxiliaires, éthique, prévention du VIH, incitations indues

Determining the level of ancillary care that can be
offered has been discussed at length in bioethics
in literature. The concern now is how best to address
the health care needs of the research participant

Introduction

HIV prevention research is concentrated
populations that have high HIV incidence in order

to facilitate timely responses to research guestions.
In the process of research, co-morbidities may be
detected. The high HIV incidence in low income
countries means that local healthcare resources
may be strained. In such contexts, it is arguably
appropriate for the research team to offer ancillary
care to participants: i.e. medical care that is not
directly related to the research question.

without placing an excessive burden on the
researchers, while at the same time avoiding
providing an ‘undue incentive’ for research
participants™®. An ethical tension is perceived
between the ethical duty to promote the
participants’ wellbeing and the need to ensure that
participation is not coerced; alongside this sits the
practical problem of how research studies can
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afford to offer such care, and how to set defined
limits so that this care it remains sustainable
throughout the study.

The Nigerian health system is burdened with
HIV. Nigeria has the second largest HIV epidemic
globally, with 3.1 million people living with HIV
and annual new infections increasing by 60%
despite a global target to reduce new infections by
50%°. Only one in three people who meet the
threshold for antiretroviral therapy (ART) access
it. Approximately 20% of pregnant HIV positive
women access prophylactic ART to prevent
vertical ~ transmission to  their infants®.
Reproductive health care is suboptimal and the
unmet need for both family planning services and
safe birthing options has been documented®. Only
39% of births are delivered by skilled birth
attendants®. Contraceptive prevalence is very low
for women who have not been educated, and rises
with the educational attainment of women'®. For
example, only 3% of women with no education
use a method of contraception compared with 20%
with primary education, 29% with secondary
education, and 37% with more than secondary
education’. In general, women do not begin to use
contraception until they have had at least one
child®. The child mortality rate is 128 deaths per
1,000 live births in the 2013 NDHS despite an
MDG target to reduce this to 30 deaths per 1,000
live births expected by 2015%. In terms of the
number of maternal deaths, Nigeria is ranked
second in the world behind India and Nigeria is
part of a group of six countries in 2008 that
collectively accounted for over 50% of all
maternal deaths globally™. It is apparent through
the elevated mortality rates that the lack of access
to or use of quality delivery services is an issue of
immense importance in Nigeria. Problems such as
obtaining money for treatment, distance to health
facility and having to take transport are some of
the many difficulties stated by women in
describing difficulty with accessing healthcare™.

As clinical research is rapidly expanding in low
and middle income countries (LMIC) where it is
easier to recruit a large number of participants
with drastically reduced costs, questions arise over
what the researchers owe to the host population
and what obligations they have to the individual
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research subjects. Due to Nigeria’s large and
young population, with more than half of the
population below 29 years?, Nigeria is an attractive

clinical trial  destination for international
researchers. This brings with it the risk of
exploitation, where economic interest in

conducting clinical research could potentially
conflict with the best interests of trial
participants®,

The expansion of research activity brings with
it risks as well as benefits. While Nigeria has
recently reviewed and strengthened its ethical and
regulatory  review structures, research in
developing countries with relatively weak health
system infrastructure has the potential to exploit
participants, particularly if monitoring systems are
suboptimal®*.  Nigerians have had recent
experience of such studies, such as the Pfizer
Trovan trial during the meningitis epidemic of
1996, in which sick children were treated
experimentally with an untested drug without
adequate consent and five died">'®.  Negative
experiences of clinical research reverberate
through communities, making people distrustful of
the medical research establishment and less
inclined to participate in future studies, even when
studies address questions that are salient to
community health needs. Against this background,
it is not surprising that research teams must work
in collaboration with communities to understand
their health priorities and to address some of those
needs within the research context. This way,
research  teams might experience better
recruitment. However, this raises two important
questions. First, can health services that are
provided within a clinical trial setting constitute an
‘undue inducement’ to participate? Second, how
can researchers determine the scope of ancillary
care fairly and reasonably, without placing too
great a burden on the research budget?

International guidance identifies the main
obligations of researchers to be consideration of
trial subjects’ rights, safety and well-being over
the interest of science and society'®. This
provides a sound reason for researchers to attend
to the clinical needs of the trial subjects who have
willingly volunteered themselves to the increase of
medical knowledge. There is however a lingering
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concern that provision of a higher standard of
healthcare to research participants could be a form
of ‘soft coercion’ or ‘undue inducement’.

Undue inducement

The concept of ‘undue inducement’ is that the
excessive rewards offered to trial participants
could lure people into participating in a research
project against their best interests, and risk serious
harm®. As Emanuel points out, this definition
comprises several distinct components: (1) An
excessive offer — an offer of a good that is
irresistible in the context; (2) Poor judgment — the
participant will exercise poor judgment with
respect to his or her best interests in order to take
up the excessive offer; (3) Risk of serious harm —
this poor judgment leads to the likelihood that the
person will risk serious harm to his or her best
interests®. When applying this definition, one can
see how the ‘undue inducement’ concept is
relevant to a practice such as payment for organ
donation. If a person were to agree to ‘donate’ an
organ (such as a kidney), and receive
disproportionate compensation for pain, suffering
and loss of income, this would be a prime example
of ‘undue inducement’. ‘Undue’ because live
organ donation is inherently risky. A large sum of
money intended for compensation could persuade
an impoverished person to undergo that risky
surgery, which may result in lifelong health
complications. If the level of risk was acceptable
only because of the money offered, that is a
perfect example of ‘undue inducement’.

It is much harder to apply Emmanuel's
definition of undue inducement to clinical research
projects that have undergone regulatory and
ethical review. One of the aims of such reviews is
to minimise risk. Furthermore, if the ‘good’ on
offer is improved access to healthcare — with
healthcare being acknowledged as a fundamental
human right — it is hard to see how this is against a
potential participant’s best interests, particularly if
the potential participants’ access to healthcare is
otherwise suboptimal. While the offer of improved
healthcare might be an inducement, in that it will
influence the decision to participate, it is not an
‘undue’ inducement if it does not persuade the
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person to practice poor judgment and undertake
excessive risk. Therefore, we can safely conclude
that while the offer of healthcare might potentially
exert persuasive influence over a potential
participant’s decision to take part in a clinical trial,
it in itself is not an ethical problem if the clinical
trial is well regulated and risks to the participants
are minimised.

Is ancillary care a duty?

Following Emanuel’s argument, we allow that
ancillary care provision is an inducement, in that
access to better healthcare may be the factor that
persuades a person to participate in a trial. Such
inducement is not undue or inappropriate,
however, if the risks of the research have been
minimised and there is adequate ethical oversight
of the study. We should therefore consider
whether ancillary care constitutes a just
recompense for research participation.

Generally, the benefits of health research are
such that it adds information about health to the
store of human knowledge, and may provide
specific information that could improve health
outcomes for particular populations. However,
there are instances in research where participants
do not benefit directly. For instance, in a
randomised control trial, participants may or may
not receive the investigational intervention
depending on their randomisation, and that
intervention may or may not actually prove
beneficial. Investigational interventions could also
be shown to be harmful, as was demonstrated in
the microbicide trial COL1492, where participants
receiving the intervention were more likely to
acquire HIV than those receiving placebo®. While
post-trial access is an ethical requirement for
interventions that prove successful®®, not all trials
have positive results. Also, some interventions
may be irrelevant post-trial for former participants
(such as access to HIV prevention interventions, if
a participant has acquired HIV whilst on the trial).
Thus, ancillary care provision complies with the
principle of beneficence, defined as the obligation
to act in the interests of others, as it supplies a
health good to participants which is in their
interests®.

African Journal of Reproductive Health September 2014 (Special Edition); 18(3): 137



Haire & Ogundokun

HIV prevention research is concentrated in
high-incidence populations and frequently in
developing countries where access to health care
may be suboptimal. Yet the benefits of research in
terms of population-wide roll out are more likely
to occur first in high income countries. An
example is the experience of pre-exposure
prophylaxis (PrEP) research. Clinical trials for
PreP were predominantly conducted in LMIC, but
so far the intervention has only been approved in
the United States (though there are demonstration
sites elsewhere). Thus, experience to date in HIV
prevention research shows that trial populations
may not receive any timely direct benefit from
research outcomes (such as access to a newly
established product). Therefore the ancillary care
provided by the research study may be the sole
direct Dbenefit of participation for some
participants. Accordingly, in instances where trial
participants’ access to healthcare outside the
research study is suboptimal, we suggest that
provision of ancillary care is a duty. Using the
principle of justice, trial participants may be
deemed entitled to ancillary care firstly because
the lack of adequate care under exiting health
provisions is wrong, and secondly that their
contribution to human health through their
research participation warrants the provision of
some reciprocal benefit?.

The concept that the provision of ancillary care
to research participants is a duty of the researcher
has been proposed by numerous scholars, who
have grounded the obligation in different
principles. This has resulted in models of ancillary
care that address the scope and limitations of the
obligation in different ways. Miller and Weijer®®
proposed that a researcher has a fiduciary duty to
research participants, which maximises ancillary
care obligations. Merritt and colleagues® defined
the obligation as being based on the duty of rescue
which could be applied both to urgent and non-
urgent health needs. Both Hooper® and Pratt and
colleagues® defined the obligation of using
different formulations of justice. Bright and
Nelson® developed a model based on research site
capacity, which limits the obligation to providing
healthcare to situations where the need is urgent,
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and takes into account the capacity of the research
site to provide particular healthcare services®*.

Belsky and Richardson™* provide a particularly
persuasive rationale for considering ancillary care
as a duty and responsibility that researchers accept
when they obtain participants’ consent for medical
research. When participants consent to researchers
examining their bodies, samples and medical
records, Belsky and Richardson argue that
researchers have been entrusted with particular
aspects of participants’ health, and therefore
cannot disclaim all responsibility for those people.
This duty also defined as ‘partial entrustment’ is
limited and subject to particular conditions that
will be discussed below.

The ‘partial entrustment’ model differentiates
itself from the notion that a researcher must meet
all of a participant’s unmet health needs®. It also
differs from the opposite position, that research is
intended to provide generalised knowledge so the
researcher does not have physician-like duties to
provide ‘extraneous’ health services unrelated to
the aims of the trial®. Instead, it articulates the
researcher’s obligation with precision, focusing on
conditions that are discovered while carrying out
study procedures, and having regard to the depth
of the relationship and the wvulnerability of the
research participants.

Limitations on the duty

The ethical justification of ancillary care does not
require delivery of unlimited health care to
participants during trials, but rather to provide
solutions to a limited subset of health conditions
causing severe morbidity and mortality in host
communities, as well as those uncovered during
the research process®.

The partial entrustment model defines
researcher obligations as falling short of the duty
that a physician has to a patient, in that it is limited
to treatment of conditions that become apparent
through the research processes. Further, the partial
entrustment model includes consideration of other
morally relevant facts, such as the depth of the
relationship between the participant and the
research project, and the risks and or burden borne

African Journal of Reproductive Health September 2014 (Special Edition); 18(3): 138



Haire & Ogundokun

by the participants all affect the scope of the
obligation. For instance, a three-year study that
requires monthly attendance at a clinic would
produce greater research obligation than a study
that involves a one-off sample collection and no
ongoing monitoring. Material conditions such as
the vulnerability of the participants (whether or not
they have meaningful access to care by other
means) and the ability of the research study to bear
the costs without jeopardising the aims of the
research are all taken into account. This model
recognises that an excessive burden shouldn’t be
placed on researchers to provide ancillary care for
every conceivable health condition, as to do so
would discourage them from conducting studies in
developing countries which would prevent the
benefits that can arise from participation in
research®.

While we broadly accept the limits defined in
the ‘partial entrustment’ model, and agree that
research teams cannot be made accountable for
every condition that trial participants might
experience, we would extend the model to include
provision of care or prophylaxis for conditions that
may be commonly neglected but that are endemic,
and simple, and cheap to manage: for example, the
treatment for worms. In addition, we consider that
there is justification for considering on a case-by-
case basis unusual but urgent healthcare needs that
arise in the participant population, even if these
fall outside the scope of partial entrustment.

Finally, we consider that research teams need
to develop effective working relationships with
local health service providers in order to
complement local service provision, to avoid
overloading services, and to maximise care
opportunities. Where possible care plans for
ancillary care provision should be negotiated with
local health care providers, and at the completion
of the trial, plans put in place to ensure that
continuity of care post-trial can be managed
between the different providers®.

Ratcheting up standards

The issue of whether improved healthcare
introduced in the context of a research study
should be sustainable when that study ends is a
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complex one. On the one hand, it is certainly
desirable for improved standards to remain in
place at the conclusion of a trial. On the other
hand, we argue that if an intervention is urgently
required by a trial participant, it should be
provided by the study team if it does not cause
undue burden to the team, and if it is achievable
within resources of the researchers at the time of
need. The possibility that intervention might not
be feasible outside the controlled study setting
ought not to preclude providing the intervention
when the need arises.

Benatar and Singer argued in an influential
paper that the ethical aim regarding standards of
care should not necessarily be to replicate the care
offered elsewhere, but to aim to shift the standard
of care from the baseline upwards in a given
context?’.We agree that this is important, and
should be supported by study teams working to
improve health infrastructure and most importantly
to develop the capacity of local health workers to
improve services in an ongoing, sustainable way.
Many ancillary care needs can be anticipated at the
outset of a study, and their costs budgeted®.
Building local partnerships, and negotiating the
delivery and services between the local providers
and the study facilities should therefore be
possible, and is certainly desirable. Planning to
shift service delivery to the local providers at the
trial’s conclusion should be planned well in
advance and supported by trial resources®.

While we consider that contribution to
sustainable service improvement to be very
important, we do not however think that the lack
of sustainability should preclude providing a
particular service should an urgent need arise
which the trial team has the capacity to address it.
To do so would be a failed opportunity to
demonstrate care for the individuals who comprise
the trial population — and providing this type of
exceptional care may also be critical in
establishing trust between the researcher and the
research participants.

Ancillary care in practice

An example of an extraordinary ancillary care
need arising in a trial is demonstrated in a case
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study from a Tanzanian microbicide trial site by
Valley and colleagues®. In this study the scope of
ancillary care had been carefully negotiated with
the community and local healthcare service
providers so that it matched locally available best
practices. The research team however did not
rigidly adhere to their plan. They responded on the
basis of the ‘rule of rescue’. When a participant
presented with an emergency life threatening
condition that was unrelated to the trial and
outside the scope of agreed ancillary care, the
researchers provided exceptional life-saving care
and the site bore the cost for this. This example
could be seen as an illustration of Bright and
Nelson’s capability approach®, which emphasises
the requirement to respond to urgent needs. It also
fits the precept articulated by Merritt and
colleagues? that being in the right place at the right
time with the right access to the needed resources
can define the obligation to provide ancillary care.

The issue of ancillary care in HIV prevention
trials has been discussed by Haire? in a qualitative
study of principal investigators of such trials. One
key issue that arose regarding ancillary care in this
study was whether or not the provision of ancillary
services should be uniform across all study sites.
An example was whether or not to offer Pap smear
testing in multicentre microbicide studies where
different sites had very different healthcare
infrastructure. The problem was that while the
research teams could conduct the Pap smear tests,
some sites could not link the women who had
abnormalities to treatment and care services. Thus
the research teams arrived at a compromise: that
they would provide Pap testing only at sites where
women could then be referred for treatment, but
not at sites where treatment for cervical dysplasia
was not available through the local infrastructure.
The rationale for this was that it maximised health
benefits at sites where Pap testing could be linked
to treatment, but did not cause harm at sites where
there were no treatment linkages, where an
abnormal diagnosis would lead to increased stress
rather than curative treatment.

The provision of good ancillary care, in
particular reproductive health care, was cited by
the principal investigators as a critical to gaining
and maintaining the communities’ trust for this
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study. The researchers also spoke of strong
personal motivation to ensure that participants had
access to appropriate care through the study, pride
in what they achieved, and of the need to negotiate
how care was provided through robust community
consultation.

Lack of ancillary care provision in the failed
Nigerian PrEP study

In 2004, a study of oral tenofovir as pre-exposure
prophylaxis for HIV began in Nigeria, with a
community information event occurring at the first
national advocates meeting of the New HIV
Vaccine  Microbicides  Advocacy — Society
(NHVMAS)*3, The advocates raised many issues
with the research, including the need to understand
it better before the trial commenced. On
subsequent occasions NHVMAS members raised
issues including potential problems  with
adherence, the lack of formal community input
into the trial protocol and management, poor
access to ART for seroconverters, and inadequate
ancillary care. With regard to ancillary care, the
advocates argued specifically that the researchers
should aim to meet all of the health care
requirements of the participants who enrolled on
the study.

Neither the ancillary care requirement nor the
other issues raised by advocates were addressed in
this trial. This trial was halted in 2005. While the
stated reasons for trial closure were good clinical
practice concerns, it is doubtful as to whether the
trial could have succeeded given the lack of
negotiation of issues deemed critical to the
community advocates. A similar study in
Cambodia was shut down in 2004 due to issues
with  miscommunication, negotiation  and
community acceptability®®**. The importance
placed on ancillary care access by the advocates
demonstrates the primacy of this issue for
populations with inadequate healthcare access. By
providing for the healthcare needs of such
populations  while  undertaking  research,
researchers can demonstrate that participants are
more than just a means to an end. Thus, ancillary
care can be seen as a critical obligation for ethical,
non-exploitative research in LMIC, especially
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those conducted in communities where local
healthcare is inadequate.

Conclusion

We argue that the provision of ancillary healthcare
is not an ‘undue inducement’. Ancillary care meets
a legitimate need and is clearly in the interest to
participants who have otherwise compromised
access to healthcare. While this care might provide
an incentive for trial participation, it is not an
ethical concern if the studies in question have been
designed to minimise risk and have adequate
review and oversight to protect study participants.
The provision of healthcare and clinical research
both have moral value and are intended to relieve
suffering and illness and produce generalizable
knowledge that will be useful to human health.
Morally, it is wrong for people not to have access
to optimal healthcare. So, providing improved care
in the context of a research study is, we argue,
obligatory, but it also needs to be a limited
obligation, so that the provision of care does not
impede the goals of the research. Therefore we
consider models such as ‘partial entrustment’, the
provision of simple, basic preventative treatment
or care for endemic illnesses or infections and the
application of the ‘rule of rescue’ as appropriate
for defining and limiting the obligation of
researchers in context, so that more people can
benefit from improved healthcare, and that trial
participants receive only a recompense for their
contribution to the store of knowledge.
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