Should practice and policy be revised to
allow for risk-proportional payment to
human challenge study participants?

Euzebiusz Jamrozik

Human infection challenge studies (HCSs)
provide illuminating case studies for
several ongoing debates in research ethics,
including those related to research risks
and payment of participants. Grimwade et
al' add to previous public engagement,
qualitative evidence and philosophical
literature on these topics.'™ The authors
advocate revision of research payment
policy and practice based on their main
finding that members of the public endorse
ex ante payment of participants propor-
tional to research-related risk exposure, in
addition to post hoc compensation for any
lasting harms that occur.’

Although ‘payment for risk® would
diverge from most current research ethics
guidelines, it is noteworthy that the differ-
ence in payment to participants that their
framework would allow might only be
small, at least in the case of currently
accepted studies. The absolute differ-
ence would likely be small because the
risk of currently accepted HCS partic-
ipation (after risk minimisation strate-
gies) is usually very low.” '* On a ‘value
of statistical life’ approach, mirroring
actuarial accounting for fatal risks, a 1
in 100000 risk of death might attract
an extra payment of only US$96." Most
HCS do not involve fatality risks this high,
although, on pessimistic estimates, the
risk of COVID-19 HCS in young healthy
adults might involve similar levels of
risk."" Such risks might arguably be justi-
fied by large expected public health bene-
fits,”> "' 3 but it remains controversial
whether higher levels of payment could
make participant exposure to (greater)
risk more acceptable. ™

HCS participation (in high-income
countries) frequently attracts payment
of thousands of dollars (ie, many times
proposed payments for risk of around

"Monash Bioethics Centre, Monash University, Clayton,
Victoria, Australia

“Ethox & Wellcome Centre for Ethics and Humanities,
University of Oxford, Oxford, United Kingdom

*Royal Melbourne Hospital Department of Medicine,
University of Melbourne, Melbourne, Victoria, Australia

Correspondence to Dr Euzebiusz Jamrozik, Monash
Bioethics Centre, Monash University, Clayton, VIC 3800,
Australia; zeb.jamrozik@monash.edu

%3 Michael ] Selgelid @

US$100). Such payments are usually
considered to be justified by the burdens
of participation (although the authors
note that some HCS perhaps provide
inadequate compensation for burdens, eg,
total remuneration of £1/hour).!® These
burdens include large time commitments,
prolonged isolation, psychological stress
and  multiple—sometimes  invasive—
medical procedures. This raises philosoph-
ical questions about what the difference
might be, if any, between (payment for)
burdens and risks. On one plausible view,
what matters is harm to participants—and
the probability, severity, duration and
reversibility of such harms. Burdens or
risks are thus harms that differ in degree
along one or more of these features.'* We
therefore agree with Grimwade et al' that
there is something deeply problematic, if
not incoherent, with status quo payment
practices and policies.

Additional payment for risk might be
concerned primarily with fatality risks or
potential lasting harms. Although there
have been no deaths in modern HCS and
lasting harms are rare,' many challenge
designs are associated with small risks of
death or lasting harm. There may also be
significant uncertainty (eg, the potential
for unexpected harm) especially in HCS
involving novel or neglected pathogens.
Regarding fatality risks, challenge studies
that do not fully isolate participants
involve small risks that participants will
abscond and that even a treatable infection
like malaria could become fatal."” Infec-
tion with many otherwise mild pathogens
is associated with a small probability of
lasting harms, such as Guillain-Barré and
other postinfectious syndromes, which
are not entirely preventable or remediable
with treatment.'® As a comparator, phase
I drug trials involve significant uncertainty
and have been rarely associated with
death,” severe permanent impairments
and individual post hoc compensation for
harm of up to £2million.'® As Grimwade
et al' note, payment for risk should not
obviate the need to provide compensa-
tion for harm, and some might worry that
small risk payments would indeed be an

inadequate replacement in cases where
significant harms end up occurring.

If payment for risk is an inadequate solu-
tion for harm and results in minimal change
to current payment levels, one might ques-
tion the justification for a change in prac-
tice, especially since higher payments (and
perhaps especially payments for risk) are
associated with several potential concerns
(discussed further below). Grimwade ez al
argue that some such concerns—including
those based on one conception of undue
inducement, that is, that payment distorts
participants’ judgement about risks—are
misconceived.

We reported the findings of a project”
involving interviews with experts from
multiple countries, which identified a
wider range of concerns about participant
payment. There are conceptions of undue
inducement according to which potential
problems with high payment include the
danger that it could lead participants to
conceal important aspects of their medical
history (which, contra Grimwade et al,!
may not always be detectable with basic
physiological testing) and/or their simulta-
neous/recent participation in another paid
study (' p 74). Such omissions might not
only increase risks to participants but also
undermine the scientific validity of the
findings derived from their participation.
The issue of ‘overvolunteering’ might in
some cases be made worse, rather than
improved, by higher levels of payment
insofar as money incentivises people
to (over-)volunteer. We found that this
was particularly a concern in situations
of social deprivation (whether in low-
income countries or poor communities
in high-income countries). The problem
of ‘overvolunteering’ might be at least be
partially addressed through establishing
and enforcing specific regulations.'”

Moreover, people from different
cultural backgrounds may hold different
attitudes towards payment. Our study
found that significant payment (even
for burdens) is not widely accepted in
Latin America and has led to contro-
versy in Kenya, for example.'® Even if
higher levels of payment might be fair to
participants, such practices might lead to
greater suspicion in the wider commu-
nity or be proscribed by cultural norms.
It would thus be fruitful to explore the
acceptability of a framework of payment
for risk in different communities. In our
view, community acceptance is a necessary
condition of the ethical acceptability of
research involving human subjects.'

Finally, normalising large payments to
participants might result in subtle changes
in the relationships between researchers
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and participants. Whereas HCS inves-
tigators, who are frequently clinicians,
report a strong sense of responsibility for
the welfare of the participants in their
studies,'® commercialisation of early-phase
pharmaceutical testing has been associated
with deeply problematic practices.'® Given
the importance of maintaining public trust
in HCS and research in general, we should
be wary of changing payment practices
(perhaps especially in more controversial
study designs) in a way that would reduce
the tendency of research staff to treat
participants with the utmost respect—
not only as individuals making a valuable
contribution to the generation of scientific
knowledge but also as agents who are ends
in themselves, rather than merely a means
to this knowledge.

Twitter Euzebiusz Jamrozik @ID_ethics

Contributors EJ and MJS jointly conceived this article
initially. EJ developed additional main ideas and wrote
the first draft. Both authors revised and edited.

Funding This study was funded by Wellcome Trust
(grant numbers 210551/2/18/Z, 203132/2/16/Z and
216355/2/19/2).

Competing interests None declared.
Patient consent for publication Not required.

Provenance and peer review Commissioned;
internally peer reviewed.

OPEN ACCESS

Open access This is an open access article distributed
in accordance with the Creative Commons Attribution
4.0 Unported (CC BY 4.0) license, which permits others
to copy, redistribute, remix, transform and build upon

this work for any purpose, provided the original work
is properly cited, a link to the licence is given, and
indication of whether changes were made. See: https://
creativecommons.org/licenses/by/4.0/.

© Author(s) (or their employer(s)) 2020. Re-use
permitted under CC BY. Published by BMJ.

| '.) Check for updates

To cite Jamrozik E, Selgelid MJ. J Med Ethics
2020;46:835-836.

Received 18 October 2020
Accepted 19 October 2020
Published Online First 5 November 2020

C%D Linked

» http://dx.doi.org/10.1136/medethics-2020-106438
» http://dx.doi.org/10.1136/medethics-2020-107060

J Med Ethics 2020,46:835-836.
doi:10.1136/medethics-2020-106900

ORCID iDs

Euzebiusz Jamrozik http://orcid.org/0000-0001-5940-
602X

Michael J Selgelid http://orcid.org/0000-0003-3496-
2884

REFERENCES

1 Grimwade O, Savulescu J, Giubilini A, et al. Payment in
challenge studies: ethics, attitudes and a new payment
for risk model. J Med Ethics 2020;46:815-26.

2 Hoogerwerf M-A, de Vries M, Roestenberg M.
Money-oriented risk-takers or deliberate decision-
makers: a cross-sectional survey study of participants
in controlled human infection trials. BMJ Open
2020;10(7):e033796.

3 Oguti B, Gibani M, Darlow C, et al. Factors influencing
participation in controlled human infection models:

a pooled analysis from six enteric fever studies.
Wellcome Open Res 2019;4(153).

4 Gelinas L, Largent EA, Cohen IG, et al. A framework for
ethical payment to research participants. Mass Medical
Soc 2018.

5

Kraft SA, Duenas DM, Kublin JG, et al. Exploring ethical
concerns about human challenge studies: a qualitative
study of controlled human malaria infection study
participants' motivations and attitudes. J Empirical Res
Human Res Ethics 2019;14(1):49-60.

Njue M, Njuguna P, Kapulu MC, et al. Ethical
considerations in controlled human malaria infection
studies in low resource settings: experiences and
perceptions of study participants in a malaria
challenge study in Kenya. Wellcome Open Res
2018;3.

Njue M, Kombe F, Mwalukore S, et a/. What are fair
study benefits in international health research?
consulting community members in Kenya. PLoS One
2014;9(12):e113112.

Lynch HF, Darton T, Largent E, et al. Ethical payment to
participants in human infection challenge studies, with
a focus on SARS-CoV-2: report and recommendations
2020.

Bull S, Jamrozik E, Binik A, et al. SARS-CoV-2 challenge
studies: ethics and risk minimisation. J Med Ethics
2020;38(24):medethics-2020-106504.

Jamrozik E, Selgelid MJ. Human challenge studiies

in endemic settings: ethical and requlatory issues.
Springer Nature, 2020.

Jamrozik E, Selgelid MJ. COVID-19 human

challenge studies: ethical issues. Lancet Infect Dis
2020;20(8):2198-203.

World Health Organization. Key criteria for the ethical
acceptability of COVID-19 human challenge studlies.
World Health Organization, 2020.

Jamrozik E, Heriot GS, Selgelid MJ. Coronavirus
human infection challenge studies: assessing potential
benefits and risks. / Bioeth Ing 2020:1-7.

Rid A. Setting risk thresholds in biomedical research:
lessons from the debate about minimal risk. Monash
Bioeth Rev 2014;32(1-2):63-85.

Funck-Brentano C, Ménard J. The BIAL/Biotrial case of
death of a human volunteer in the first-in-human study
of BIA 10-2474: Are we missing the fundamentals? La
Presse Médicale 2016;45(9):719-22.

Goodyear M. Learning from the TGN 1412 trial. BMJ
2006;332(7543):677-8.

Allen C, Francis G, Martin J, et al. Regulatory
experience of tops: an Internet-based system to
prevent healthy subjects from over-volunteering

for UK clinical trials. Eur J Clin Pharmacol
2017;73(12):1551-5.

Elliott C, Abadie R. Exploiting a research

underclass in phase 1 clinical trials. N Engl J Med
2008;358(22):2316-7.

836

Jamrozik E, Selgelid MJ. J Med Ethics December 2020 Vol 46 No 12

"JybuAdoo Aq paroalold 1sanb Aq #7202 ‘6 |Udy uo jwod wg awl//:dny wol) papeojumod ‘0202 JOqWBAON § U0 00690T-0202-S2IY19paw/9sTT 0T Se payslgnd 1sii :so1y13 pajN


https://twitter.com/ID_ethics
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1136/medethics-2020-106900&domain=pdf&date_stamp=2020-10-24
http://dx.doi.org/10.1136/medethics-2020-106438
http://dx.doi.org/10.1136/medethics-2020-107060
http://orcid.org/0000-0001-5940-602X
http://orcid.org/0000-0001-5940-602X
http://orcid.org/0000-0003-3496-2884
http://orcid.org/0000-0003-3496-2884
http://dx.doi.org/10.1136/medethics-2020-106438
http://dx.doi.org/10.1136/bmjopen-2019-033796
http://dx.doi.org/10.12688/wellcomeopenres.15469.1
http://dx.doi.org/10.1177/1556264618820219
http://dx.doi.org/10.1177/1556264618820219
http://dx.doi.org/10.12688/wellcomeopenres.14439.2
http://dx.doi.org/10.1371/journal.pone.0113112
http://dx.doi.org/10.1136/medethics-2020-106504
http://dx.doi.org/10.1016/S1473-3099(20)30438-2
http://dx.doi.org/10.1007/s11673-020-10030-x
http://dx.doi.org/10.1007/s40592-014-0007-6
http://dx.doi.org/10.1007/s40592-014-0007-6
http://dx.doi.org/10.1016/j.lpm.2016.08.003
http://dx.doi.org/10.1016/j.lpm.2016.08.003
http://dx.doi.org/10.1136/bmj.38797.635012.47
http://dx.doi.org/10.1007/s00228-017-2329-9
http://dx.doi.org/10.1056/NEJMp0801872
http://jme.bmj.com/

	Should practice and policy be revised to allow for risk-­proportional payment to human challenge study participants?
	References


