
516  •  jid  2020:222  (1 August)  •  CORRESPONDENCE

13.	 Simon  AE, Wu  AW, Lavori  PW, 
Sugarman  J. Preventive misconcep-
tion: its nature, presence, and ethical 
implications for research. Am J Prev 
Med 2007; 32:370–4.

14.	 1 Day Sooner. COVID-19 human chal-
lenge trials. http://www.1daysooner.
org/. Accessed 5 May 2020.

15.	 Bidad N, MacDonald L, Winters ZE, 
et  al. How informed is declared al-
truism in clinical trials? a quali-
tative interview study of patient 
decision-making about the QUEST 
trials (Quality of Life after Mastectomy 
and Breast Reconstruction). Trials 
2016; 17:431.

16.	 Fernandez  Lynch  H. The right to 
withdraw from controlled human 
infection studies: justifications and 
avoidance. Bioethics doi:10.1111/
bioe.12704.

17.	 Walker  RL, Cottingham  MD, 
Fisher  JA. Serial participation and 
the ethics of phase 1 healthy volun-
teer research. J Med Philos 2018; 
43:83–114.

18.	 Elliott  C, Abadie  R. Exploiting a re-
search underclass in phase 1 clinical 
trials. N Engl J Med 2008; 358:2316–7.

19.	 Miller FG, Joffe S. Limits to research 
risks. J Med Ethics 2009; 35:445–9.

20.	 Rόżyńska  J. On the alleged right to 
participate in high-risk research. 
Bioethics 2015; 29:451–61.

21.	 Sung  NS, Crowley  WF Jr, Genel  M, 
et  al. Central challenges facing the 
national clinical research enterprise. 
JAMA 2003; 289:1278–87.

22.	 Steinbrook R. The Gelsinger case. In: 
Emanuel  EJ, Grady  C, Crouch  RA, 
et  al., eds. The Oxford textbook 
of clinical research ethics. New 
York, NY: Oxford University Press, 
2008:110–20.

23.	McDonald  M, Townsend  A, 
Cox SM, Paterson ND, Lafrenière D. 
Trust in health research relation-
ships: accounts of human subjects. 
J Empir Res Hum Res Ethics 2008; 
3:35–47.

24.	 Onishi N, Fink S. Vaccines face same 
mistrust that fed Ebola. New York 

Times. 13 March 2015. https://www.
nytimes.com/2015/03/14/world/af-
rica/ebola-vaccine-researchers-fight- 
to-overcome-public-skepticism-in-
west-africa.html. Accessed 5 May 
2020.

 

Received 12 May 2020; editorial decision 27 May 2020;  
accepted 3 June 2020; published online June 4, 2020.

Correspondence: Liza Dawson, Walter Reed Army Institute 
of Research, 503 Robert Grant Ave, Silver Spring, MD 20910 
(liza.dawson.civ@mail.mil).

The Journal of Infectious Diseases®    2020;222:514–6
Published by Oxford University Press for the Infectious Diseases 
Society of America 2020. This work is written by (a) US 
Government employee(s) and is in the public domain in the US.
DOI: 10.1093/infdis/jiaa314

Response to Dawson et al

To the Editor—Dawson et al [1] raise 
3 concerns about human challenge trials 
to assess the efficacy of severe acute 
respiratory syndrome coronavirus 2 
(SARS-CoV-2) vaccines. First, that cur-
rent scientific understanding is insuffi-
cient to know all the risks to volunteers, 
including potential long-term effects. 
However, assuming that the effects of 
artificial infection resemble those of 
natural infection, there is substantial ev-
idence that, so long as only young and 
healthy people are recruited [2–5], the 
risk of death is comparable to that of 
live kidney donation [6–8]. Known and 
unknown nonlethal complications fol-
lowing infection are also possible, but 
based on the evidence to date, among 
young people, complications within the 
duration of follow-up that has been pos-
sible in the first months of this pandemic 
are likely to remain rare. It would be 
imperative that volunteers in challenge 
studies have a clear understanding of the 
known risks and of the possibility of yet 
unrecognized risks. That includes long-
term risks whose frequency is unknow-
able, a familiar complication inherent 
in all first-in-human trials—including 

any phase III trials of novel SARS-Cov-2 
vaccines.

Second, Dawson et  al [1] question 
whether autonomous decision making by 
volunteers overrides concerns about risk, 
given that “people often make decisions 
in irrational or idiosyncratic ways,” sug-
gesting that irrational decisions are like-
lier in this case than elsewhere. We note 
that >28 000 individuals have already de-
clared willingness to participate in SARS-
Cov-2 challenge trials [9] and we think it 
unlikely that all of these are acting irra-
tionally. Of course, not all may be suit-
able for a challenge trial, and a thorough 
informed consent process should make 
a determination on each selected can-
didate. Procedures for obtaining fully 
comprehending consent, familiar to re-
search ethics since the 1980s, have been 
well established for novel interventions, 
including those for which risks are ill 
defined. Dawson et  al note, “Given the 
inherent uncertainty in vaccine develop-
ment, this kind of optimistic bias could 
lead people to take risks without seeing 
the associated benefits” [1]. However, this 
concern could apply to first-in-human 
vaccine trials, and even in phase 3 SARS-
Cov-2 vaccine trials, there is, for example, 
an uncertain risk of the vaccine inducing 
enhancing coronavirus disease 2019 
(COVID-19) disease [10].

Third, Dawson et  al consider that the 
conduct of challenge studies would im-
peril public confidence in the COVID-
19 research enterprise, potentially 
undermining the global response to 
the COVID-19 pandemic [1]. This we 
question. So long as investigators are 
open about the possibility of rare events 
occurring and this is made public knowl-
edge, if these events do occur rarely (as 
might also happen in conventional vac-
cine trials), we think it unlikely that 
COVID-19 research or public health re-
sponse would be affected, even if a rare 
volunteer did experience serious disease 
or death as a result of participation.

We recognize that challenge trials 
would raise fewer ethical worries if it were 
possible to exclude all volunteers at high 
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risk of serious disease, including those 
genetically predisposed, or if curative 
treatments existed. But they are already 
justified, both for keeping the risks to 
validly-consenting volunteers tolerable, 
and because the risks to volunteers must 
be balanced against the societal value of 
reducing the time required to identify ef-
ficacious vaccines against a disease that is 
causing a massive and relentless daily toll.
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Testing for Novel 
Coronavirus Antibodies: 
A Necessary Adjunct

We read with interest the article by 
Cowling and Aiello [1] about the use of 
proactive public health measures to help 
slow the spread of the novel coronavirus 
severe acute respiratory syndrome coro-
navirus 2 (SARS-CoV-2) over the world. 
The size of this pandemic and the exorbi-
tant increase in number of patients seems 
to have become unstoppable. More than 
200 countries are now involved in this 
emergency, and, as of 30th May 2020, 
about 6.1 million persons have tested pos-
itive and > 360 000 patients have died [2].

It now seems clear that the imple-
mentation of such measures has unfor-
tunately not been sufficient to contain 
the outbreak, considering that this dra-
matic increase in numbers occurred 
within only a few months after the first 
case in Wuhan, China [3]. This new en-
demic disease has proved itself not only a 
worldwide clinical disaster but also an ec-
onomic disaster. It caused the lockdown 
of economic activities and the collapse of 
worldwide markets [4].

Furthermore, the numbers of indi-
viduals infected are difficult to estimate, 
owing to the presence of both SARS-
CoV-2–positive asymptomatic indi-
viduals and symptomatic, self-isolating 
individuals in whom nasopharyngeal 
swab samples were not obtained. Many 
experts estimate that the real number 
of persons positive for SARS-CoV-2 is 
underreported by up to 10-fold [5, 6].

The problem of asymptomatic in-
dividuals spreading SARS-CoV-2 is 
critical. Knowing the number of truly 
infected people is important not only 
for epidemiological reasons but also 
in order to restart the world economy, 
which would otherwise be blocked 
until an uncertain date in the future. 
The most feasible solution to knowing 
how many people have actually been in-
fected lies in the possibility of carrying 
out large-scale serosurveys, evaluating 
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