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A novel coronavirus (SARS-CoV-2) has caused a global pandemic with more than 1.1 million confirmed
cases and 60,000 deaths.! To reduce the surge of seriously ill patients,? governments have issued strict
physical distancing orders for half of the global population. These public health measures* are difficult
to sustain and have unintended negative consequences for health, well-being, and justice.’
Development of an effective vaccine is the clearest path to controlling this pandemic, ¢ but will take at
least one year.’

Vaccine development could be accelerated by conducting controlled human infection (CHI) studies with
SARS-CoV-2.8° The idea is being pursued by some researchers, and hundreds of people are interested in
participating.l® In CHI studies, a small number of participants are deliberately exposed to a pathogen to
study infection and gather preliminary efficacy data on experimental vaccines or treatments. CHI studies
have a long, complicated history that includes unethical research.!! Yet they have enabled significant
improvements in clinical and public heath practice, have been conducted safely for many infectious
diseases, and recently were instrumental in obtaining licensure for two vaccines.

Under what conditions would CHI studies with SARS-CoV-2 be ethically acceptable? Building on existing
ethical analysis®® * and recent developments in research ethics,'® our international, multidisciplinary
group of ethicists, CHI researchers, policymakers, and social scientists has been developing a state-of-
the-art ethical framework for CHI studies.'® Based on this framework, members of our group agree that
the following conditions should be met to conduct SARS-CoV-2 CHI studies ethically (Table 1). However,
we differ as to whether these conditions are met at the present time, while acknowledging that the
situation is rapidly evolving. Rather than arguing for or against SARS-CoV-2 CHI studies, we therefore
provide guidance for research sponsors, communities, participants and the essential independent
reviewers considering such studies.

1. Sufficient social value

Given that SARS-CoV-2 CHI studies would involve major uncertainty and controversy, they should have
high social value compared to the alternatives. This requires that studies address the most relevant
scientific questions in rigorously designed and conducted experiments; results are published quickly and
widely accessible; and data, samples and challenge strains are appropriately shared.

Crucially, SARS-CoV-2 CHI studies should have the potential to significantly accelerate vaccine or
treatment development. Timely vaccine development would likely result in faster control of the
pandemic and reduce the need for, and associated costs of, physical distancing measures.

Over 50 investigational vaccines and 100 experimental treatments for COVID-19 are currently in
development.!” Scholars estimate that SARS-CoV-2 CHI studies with previously uninfected participants
could expedite vaccine development, notably by selecting the most promising candidates.'® To
accelerate development, regulatory authorities, researchers and research sponsors must collaborate.
Stakeholders should, for example, standardize data collection and share data for better aggregation
across studies—especially if multiple vaccines are tested.’® Stakeholders should also plan how CHI data
could be used for launching or modifying larger trials.?’ This type of coordination is difficult, and was not
achieved for proposed Zika virus challenge trials in 2015-16.% Finally, stakeholders should address
barriers to widespread, equitable access to any proven effective products.??



SARS-CoV-2 CHI studies also have the potential to yield unique scientific insights. While animal models
for COVID-19 are being developed and validated, CHI studies could illuminate who is infectious, when,
and how—which are key, poorly understood parameters for modelling the course of the pandemic and
improving the response. This information is difficult to collect by observation alone. Vitally, CHI studies
could identify correlates of protection, clarify disease mechanisms, and study potential disease
enhancement in previously-infected individuals, which could inform vaccine and treatment
development, testing and introduction. Depending on who is enrolled, however, CHI study results may
not generalize to all populations.

Alternatives include conducting CHI studies with attenuated SARS-CoV-2 strains or related, milder
coronavirus strains.?® While these alternatives could reduce the risks to participants and study
personnel, it is unlikely that their results alone would be sufficiently relevant to address the current
pandemic. Additionally, CHI studies could be conducted with previously-infected participants only, but
these may be significantly less valuable for developing vaccines and treatments. Finally, standard
vaccine efficacy studies could be conducted with at-risk populations, such as healthcare and other
essential workers. These studies would be less ethically complex, but would likely take more time.

2. Reasonable risk/benefit profile

For SARS-CoV-2 CHI studies to be ethically permissible, risks to participants, study personnel and third
parties should be minimized, reasonable in relation to the social value of the research, and below the
upper limits of acceptable research risk.2* 2°> There are both scientific uncertainties about SARS-CoV-2
and moral uncertainties about the upper limits of research risk. These uncertainties warrant a cautious
approach to evaluating the risks and potential benefits of SARS-CoV-2 CHI studies and will require
revisiting risk-benefit judgments as new evidence emerges.

Risk minimization should focus primarily on reducing the risk of serious outcomes. To minimize risks to
participants, SARS-CoV-2 CHI studies should recruit young people without underlying medical conditions
who face lower mortality risks from COVID-19.% 27 2 To minimize risks to study personnel, participants
should be in inpatient isolation, contact with participants reduced to the extent possible, and robust
personal protective equipment provided. Participants and personnel should also be carefully monitored,
promptly managed when symptomatic, and be provided any proven effective targeted treatments (if
any) or offered enrollment into an appropriate clinical trial. To minimize risks to third parties outside the
research, participants who decide to withdraw should be confined as needed to prevent transmission.
Advance coordination with public health authorities would facilitate confinement (which might not
differ significantly from current physical distancing measures).

Participants might experience benefits from controlled infection and/or vaccination if they become
immune to SARS-CoV-2. However, the degree and duration of naturally-acquired and vaccine-derived
immunity needs further study. Moreover, some participants might receive placebo vaccines, and
investigational vaccines may prove ineffective. Because these potential benefits of participation remain
speculative, a cautious approach to risk-benefit evaluations requires that they be given limited, if any,
weight. Insofar as potential direct benefits do not justify the risks to participants, they must be justified
by the social value of the research, with higher risks requiring higher social value.

Finally, even when research has high social value and enrolls competent consenting adults, there is
substantial consensus that risks to participants should not exceed an absolute upper limit. While



regulations and ethics guidance do not clearly delineate this limit,2 commentators have argued that it
should not exceed a 1% risk of death®® or the risks posed by activities similar to research, such as living
kidney donation or volunteer emergency assistance.?! 32 Some suggest higher risk limits might be
permissible for research in an emergency.?

While data about COVID-19 outcomes are still emerging, and current data come from relatively small
samples with missing data points and are still being vetted, existing population data suggest healthy 20-
44 year-olds could have a mortality risk of up to 0.2%.3® One model that attempts to account for current
testing limitations and asymptomatic infections estimates adults ages 20-29 have a 0.03% risk of death
and a 1.1% risk of hospitalizations.?* The mortality risk could be further reduced by limiting eligibility to
the youngest women and men (e.g. ages 18-25), carefully monitoring and promptly treating participants,
and adding exclusion criteria as improved knowledge of risk factors emerges.?> A <0.2% mortality risk is
higher than in most other research or from common seasonal infections (Table 2). However, it falls
below the upper risk limits proposed for research even under normal circumstances.®® For third parties,
there is no recognized upper risk limit;** however, with the above safeguards, these risks could be
minimized to a very low level.

3. Context-specific stakeholder engagement

CHI studies have a checkered history,*” and it can be counterintuitive for the public that researchers
would infect people with diseases. Because of uncertainty and worries about public trust, SARS-CoV-2
CHI studies require early public engagement. Such engagement should convey that CHI studies can
generally be ethically acceptable and highlight the high social value of SARS-CoV-2 studies specifically,
alongside risk-mitigating measures taken in these studies. Given unprecedented physical distancing
measures worldwide and the need for robust, yet swift engagement, novel engagement methods may
be needed. For example, researchers could convene virtual advisory groups and disseminate
information through social media. Clear channels for engaging communities and the public during and
after studies would also be needed to mitigate possible mistrust in research and the health system.
Rapid and robust engagement might be easier to achieve when the communities and the public are
already familiar with CHI studies.

4. Suitable site selection

Selecting suitable sites for SARS-CoV-2 CHI studies requires considering risks to participants, study
personnel, and third parties; feasibility of recruitment; availability of necessary infrastructure; and
potential effects on the local pandemic response. Sites should be selected for sound scientific reasons
and not based on vulnerability or mere convenience.3® For example, CHI studies could be performed in
locations with high community spread of SARS-CoV-2 in order to facilitate recruitment. Given that
participants could require testing, medical attention, and treatment, and research personnel would
require personal protective equipment, sponsors would also need to demonstrate that CHI studies will
not unduly compete for scarce resources and thereby compromise the local pandemic response. All sites
should have sufficient capacity to conduct rigorous studies, provide high-quality care to participants, and
minimize research risks. Sites experienced with conducting CHI studies might be favored to ensure
studies and engagement efforts can be launched quickly and responsibly.



5. Fair participant selection

Selecting participants fairly for SARS-CoV-2 CHI studies primarily requires considering fair distribution of
research risks and burdens and generalizability to relevant populations. Because of the uncertainty and
potential high risk involved, participants who are at relatively low risk and have capacity to give their
own consent should be selected (i.e., young, healthy and competent adults). Healthcare professionals
and other essential workers at increased risk of infection might be especially interested in enrolling, so
as to develop immunity while receiving care in a controlled setting. However, as discussed, long-lasting
and highly-protective immunity from infection or vaccination in SARS-CoV-2 CHI studies is currently
uncertain. Moreover, enrolling essential workers during this pandemic could keep them from their jobs.
In selecting participants, SARS-CoV-2 CHI studies therefore should avoid undue negative impacts on the
local pandemic response.

6. Robust informed consent

Researchers should use enhanced consent procedures to ensure understanding and voluntariness for
SARS-CoV-2 CHI studies, including engaging approaches to disclosure and testing potential participants
on key information.3 In this context, key information includes that participants will be deliberately
infected, the associated risks and burdens, the study’s purpose and social value, areas of uncertainty,
possible restrictions on withdrawal to protect third parties, and that the study has undergone
independent review. Ongoing informed consent will be especially important as information continues to
evolve rapidly, for example about longer-term risks.

7. Proportionate payment

As SARS-CoV-2 CHI studies require confinement and additional follow-up, participants should be
compensated for their time. Assuming this compensation reflects a fair minimum wage for unskilled and
potentially risky labor,* U.S. participants might receive several thousand dollars in total. While high
payments or compensation can be controversial, expecting participants to volunteer without
compensation risks exploiting them.* Moreover, worries that high payments cloud understanding have
generally not been supported by data, which instead suggest payment can help draw attention to risk.*?
Incentive payments beyond compensation might not be unnecessary, given the number of people
already interested in participating in CHI studies.

CONCLUSION

If SARS-CoV-2 CHI studies were to advance, several ethical conditions must be met—but none of these
are insurmountable. Given the extraordinary nature of the current situation, even for those who harbor
ethical concerns, our framework supports laying the groundwork for SARS-CoV-2 CHI studies, such as
developing and registering a challenge strain and engaging stakeholders to maximize the potential
benefits of SARS-CoV-2 CHI studies. However, before such studies commence, independent ethical
review—preferably by a specially convened committee!*—should be required to determine that a given
study meets these conditions, maintains the public’s trust in research,*® and is likely to help hasten the
end of this pandemic.



1 World Health Organization, Coronavirus Disease (COVID-19) Pandemic, updated 5 April 2020, available at:
[https://www.who.int/emergencies/diseases/novel-coronavirus-2019]

2 Wu Z, McGoogan JM. Characteristics of and important lessons from the coronavirus disease 2019 (COVID-19)
outbreak in China: summary of a report of 72,314 cases from the Chinese Center for Disease Control and
Prevention. JAMA. 2020.

3 Minder R, Hubbard B, Walsh D, et al. Coronavirus Live Updates: Half of Humanity under Lockdown Orders. New
York Times 3 April 2020.

4 Wilder-Smith A, Freedman, DO. Isolation, quarantine, social distancing and community containment: pivotal role
for old-style public health measures in the novel coronavirus (2019-nCoV) outbreak. Journal of Travel Medicine
2020;27:2.

5 Gostin LO, Powers M. What Does Social Justice Require for the Public’s Health? Public Health Ethics and Policy
Imperatives. Health Affairs 2006; 25(4).

6 Ferguson NM, Laydon D, Nedjati-Gilani G, et al. Impact of hon-pharmaceutical interventions (NPIs) to reduce
COVID-19 mortality and healthcare demand (2020).

7 Cohen J. With record-setting speed, vaccinemakers take their first shots at the new coronavirus. Science (March
31, 2020).

8 Eyal N, Lipsitch M, Smith PG. Human challenge studies to accelerate coronavirus vaccine licensure. J Infectious
Diseases 2020.

9 Savulescu J. s it Right to Cut Corners in the Search for a Coronavirus Cure? Guardian (25 March 2020), available
at: https://www.theguardian.com/commentisfree/2020/mar/25/search-coronavirus-cure-vaccine-pandemic.

10 https://www.thecovidchallenge.org/

11 Gelinas L, Largent EA, Cohen IG, Kornetsky S, Bierer BE, Fernandez Lynch H. A Framework for Ethical Payment to
Research Participants. N Engl J Med. 2018;378(8):766-771.

12 Roestenberg M, Hoogerwerf MA, Ferreira DM, Mordmiiller B, Yazdanbakhsh M. Experimental infection of
human volunteers. Lancet Infect Dis 2018;18(10):e312-e322.

13 Miller FG, Grady C. The Ethical Challenge of Infection-inducing challenge experiments. Clin Infect Dis.
2001;33(7):1028-33.

14 Bambery B, Selgelid M, Weijer C, Savulescu J, Pollard AJ. Ethical Criteria for Human Challenge Studies in
Infectious Diseases. Public Health Ethics. 2016;9(1):92-103.

15 World Health Organization, Council for International Organizations of Medical Sciences, International Ethical
Guidelines for Biomedical Research Involving Human Subjects, 2016.

6 Framework paper (in preparation).

17 Del Rio C, Malani PN. COVID-19—New Insights on a Rapidly Changing Epidemic. N Engl J Med 2020;
https://www.who.int/blueprint/priority-diseases/key-action/novel-coronavirus-landscape-ncov.pdf?ua=1.

18 Eyal N, Lipsitch M, Smith PG. Human challenge studies to accelerate coronavirus vaccine licensure. JID 2020.

19 Statement on Data Sharing in Public Health Emergencies https://www.biomedcentral.com/about/press-
centre/business-press-releases/11-02-16.

20 Emerson C. “Guiding Principles for Sponsors and Supporters of CHIM Studies: A Proposal”, Emerson C. IABS, 2nd
Human Challenge Trials in Vaccine Development, Rockville, MD, 30 Sept 2017.

215, K. Shah et al. Bystander risk, social value, and ethics of human research. Science 360, 158 (2018).

22 Nayak R, Shah SK. Bioethics. Should Social Value Obligations be Local or Global? 2017;31(2):116-127.

23 Callow KA, Parry HF, Sergeant M, Tyrrell DAJ. The time course of the immune response to experimental
coronavirus infection of man. Epidemiology & Infection 105(2):435-446.

24 Rid A, Emanuel EJ, Wendler D. Evaluating the risks of clinical research. JAMA. 2010 Oct 6;304(13):1472-9.

25 Binik A. What risks should be permissible in controlled human infection model studies? Bioethics. 2020.

26 Zhou F, Yu T, Du R, et al. Clinical course and risk factors for mortality of adult inpatients with COVID-19 in
Wuhan, China: a retrospective cohort study. Lancet. 2020 Mar 28;395(10229):1054-1062.



https://www.who.int/emergencies/diseases/novel-coronavirus-2019

27.CDC COVID-19 Response Team. Preliminary Estimates of the Prevalence of Selected Underlying Health
Conditions Among Patients with Coronavirus Disease 2019 - United States, February 12-March 28, 2020. MMWR
Morb Mortal Wkly Rep. 2020 Apr 3;69(13):382-386.

28 Verity R, Okell LC, Dorigatti |, et al. Estimates of the severity of coronavirus disease 2019: a model-based analysis.
Lancet Infect Dis 2020.

2 paquette E, Shah SK, Perspectives in Biology & Medicine, forthcoming.

30 Resnik DB. Limits on risks for healthy volunteers in biomedical research. Theor Med Bioeth. 2012;33(2):137-49.
31 Miller FG, Joffe S. Limits to research risks. J Med Ethics. 2009 Jul;35(7):445-9.

32 London AJ. Reasonable risks in clinical research: a critique and a proposal for the Integrative Approach. Stat Med.
2006. 25(17):2869-85.

33 Severe Outcomes Among Patients with Coronavirus Disease 2019 (COVID-19) — United States, February 12—
March 16, 2020. MMWR Morb Mortal Wkly Rep 2020;69:343-346

34 verity R, Okell LC, Dorigatti |, et al. Estimates of the severity of coronavirus disease 2019:

a model-based analysis. Lancet Infect Dis 2020.

35 Cheng H, Wang Y, Wang GQ. Organ-protective Effect of Angiotensin-converting Enzyme 2 and its Effect on the
Prognosis of COVID-19. J Med Virol. 2020.

36 Centers for Disease Control, https://www.cdc.gov/flu/about/burden/2018-2019.html.

37 Gelinas L, Largent EA, Cohen IG, Kornetsky S, Bierer BE, Fernandez Lynch H. A Framework for Ethical Payment to
Research Participants. N Engl J Med. 2018 Feb 22;378(8):766-771.

38 Emanuel EJ, Wendler D, Grady C. What Makes Clinical Research Ethical? JAMA. 2000;283(20):2701-11.

39 Nishimura et al., Improving understanding in the research informed consent process: a systematic review of 54
interventions tested in randomized control trials. BMC Med Ethics. 2013 Jul 23;14:28.

40 Dickert N, Grady C. What's the price of a research subject? Approaches to payment for research participation. N
EnglJ Med. 1999;341(3):198-203.

41 Eyal N, Kimmelman J, Holtzman LG, Lipsitch M. Regulating impact on bystanders in clinical trials: An unsettled
frontier. Clin Trials. 2019 Oct;16(5):450-454.

42 Stunkel L, Grady C. More than the money: a review of the literature examining healthy volunteer motivations.
Contemp Clin Trials. 2011;32(3):342-52.

43 Bambery B, Selgelid M, Weijer C, Savulescu J, Pollard AJ. Ethical Criteria for Human Challenge Studies in
Infectious Diseases. Public Health Ethics. 2016;9(1):92-103.



TABLE 1: Framework for ethics of challenge studies applied to COVID-19

Sufficient social value

*CHl studies should address relevant, unresolved scientific questions in rigorously designed and conducted
experiments; results should be published quickly, in open-access; and data, samples and challenge strains should be
appropriately shared for future research

«Coordination among stakeholders required to standardize data collection, ensure regulatory authorities are willing to
accept data from CHI studies to accelerate licensure

* Valuable scientific questions for COVID-19 pandemic include: (1) identifying correlates of protection, (2) rapidly
testing efficacy of interventions, (3) selecting the most promising vaccine candidate(s), and (4) improving
understanding of disease pathogenesis.

eEnroll participants ages 18-25 with no comorbidities
*Monitor closely and confine participants for at least 14 days

*Have personal protective equipment, mechanical ventilation, medical support staff available to minimize risk to
study personnel and avoid interfering with outbreak response

Appropriate site selection

Consider feasibility of recruitment, risk, availability of infrastructure, potential effects on outbreak response

¢Conduct in region with ongoing transmission and available expertise, but bring in extra resources to protect
participants and research staff so as not to hamper outbreak response

Fair participant selection

«Enroll younger participants (18-25) who are able to give consent and are at relatively low risk of mortality

*Consider enrolling essential workers who are likely to be exposed if their participation will not remove them from
their essential roles when they are needed

Context-specific stakeholder engagement

*Media and social media strategy to engage wider community in a time of physical distancing

*Gather community input about concerns through surveys, interviews, or creation of virtual community advisory
board

Robust informed consent

*Key criteria participants shoudl understand: (1) that they will be deliberately infected, (2) the risks and burdens, (3)
the purpose of the study, and (4) any restrictions on liberty necessary to protect others

*Develop evidence-based, context-specific materials, test participant understanding and require high level of
understanding for enroliment

Proportionate payment

«Participants should be compensated for their time and not exploited



Table 2: Comparison of mortality risks for otherwise healthy individuals

SARS CoV-2 | SARS CoV-2 | Challenge Influenza Influenza Participation | Malaria
for in study with | (data from | challenge in phase | challenge
healthcare | individuals | SARS-CoV-2 | 2019)* study healthy study?®
workers in | 18-25 years | (assume volunteer
China* of age®® participants study*

18-25 years

of age)
0.67% 0.003-0.2% | <0.2% 0.01% <0.01% 0.003% None

reported

Highest estimated risk

>Lowest estimated risk




