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challenge trials because of potentially 
addressable ethical concerns seem, if 
not unethical, at best unwise.
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Evolving ethics of 
COVID-19 challenge trials
The Personal View by Euzebiusz Jamrozik 
and Michael Selgelid1 was helpful in 
laying out some of the key ethical 
issues with human challenge trials 
for COVID-19. This response provides 
both an alternative perspective and an 
updated viewpoint about the ethical 
tradeoffs involved. In short, because 
of the urgency of the situation, the 
landscape has evolved significantly, 
even in the past month, and many 
experts feel the ethical concerns voiced 
can now be addressed.2

WHO has now published criteria for 
ethical acceptability of conducting 
human challenge trials.3 Their advisory 
group, of which Jamrozik was a 
member, recently published a report 
outlining the feasibility and value of 
such trials.4 So as Jamrozik and Selgelid
suggested, public engagement and 
consultation with regulatory groups 
is critical, and now the results of that 
engagement are beginning to appear.5

Jamrozik and Selgelid also discuss 
public benefits of human challenge 
trials for COVID-19, which are far 
clearer than they appeared to be even 
a few months ago. One issue that 
concerned 11 of the 19 WHO advisors 
was that results for younger volunteers 
might not be a valid predictor of 
efficacy. Not only is there a substantial 
minority who disagree, but there are 

a variety of uses of human challenge 
trials other than deriving estimates of 
vaccine effectiveness.6 Moreover, even 
if one or more vaccines was found to 
be efficacious only in healthy younger 
populations via a human challenge 
trial, this would still be useful in 
conjunction with other vaccines, since 
more than one vaccine is likely to be 
necessary, and healthy-population 
vaccines will help in ensuring sufficient 
supplies of other vaccines for higher-
risk populations. Such a vaccine 
would also be economically beneficial 
through allowing a large group of 
people to return to the workforce. 

There are some remaining issues, 
but they are less critical. For example, 
the majority of the WHO advisory 
board believed that a trial could 
proceed without any rescue therapy. 
Even if not, however, the pace of 
development and testing of therapies 
makes it seem increasingly likely that 
some therapies will be available by the 
time a trial would start.

We cannot be certain that human 
challenge trials will accelerate vaccine 
development and save lives. We do 
claim that it is likely they would, if 
used. The benefits of these trials would 
not excuse ethical shortcuts, which no-
one advocates, but they do make the 
cost of excessive caution clear. There 
is a window of opportunity for debate 
that is closing, and discussion should 
continue, but delays in planning 
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