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ANALYSIS

Covid-19: the ethics of clinical research in quarantine

Nicholas G Evans argues that research conducted on people in quarantine can produce important
scientific information but poses distinct ethical challenges
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The ongoing covid-19 outbreak has resulted in more than 5.4
million cases and over 330 000 deaths worldwide. Governments
responding to a serious disease pandemic might engage in liberty
limiting measures including the use of quarantine, sometimes
without sufficient legal' or ethical justification.” But quarantine
offers an opportunity to develop an understanding of covid-19
that might otherwise not be possible, through the study of
disease course and transmission. Research on individuals and
groups in quarantine raises distinct ethical issues that require
balancing the rights of confined people against the scientific
and social value such research could produce.

Covid-19 and quarantine

As cases of covid-19 rapidly increased worldwide, swift action
was necessary to mitigate the worst of the outbreak. This
included use of quarantine—the separation and confinement of
movement of people who, although not yet ill, have been
exposed to an infectious agent and might become infectious.
Unlike social distancing measures, such as stay at home orders
and business closures, quarantine is substantially more restrictive
in that individuals or groups are totally confined except in cases
of emergency.” The US Centers for Disease Control and
Prevention’s guidance on quarantine includes measures for
providing essential goods and services to obviate the need to
access food, water, and medical services, among other things.’
Very large geographic restrictions such as the one used to restrict
travel to and from Wuhan in China in the early phase of the
covid-19 pandemic, sometimes called cordon sanitaire, are
closely related to quarantine actions.”

Quarantine can control the spread of disease: the quarantine of
family members of patients with covid-19 was modelled to
reduce demand for intensive care beds and deaths from the
disease, when combined with other interventions.’ But
quarantine can imperil individual rights through confinement,’
especially when governments use community quarantines that
confine large numbers of exposed but healthy people alongside
those who are ill. On 3 February 2020, for example, the British
cruise ship Diamond Princess reported that a previous guest had
become ill and was diagnosed with covid-19. The Japanese
ministry of health declared a two week quarantine on the ship
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in the port in Yokohama. Ultimately, 713 passengers and crew
members were confirmed as having covid-19, 13 of whom died.’

To be ethically justified, quarantine must be at minimum
necessary and effective, a proportionate response to the risk of
disease, and the least infringing measure available.® Historically,
quarantine can exacerbate an outbreak if implemented poorly
as people who would not otherwise contract the disease are
exposed repeatedly to those carrying a virus or by encouraging
recidivism or reluctance to report symptoms to public health
authorities.” It might also be replaced or supplemented with less
invasive measures, such the Republic of Korea’s approach to
covid-19 using testing, contact tracing, and case isolation.’

Some quarantine actions may be a violation of the International
Health Regulations. The World Health Organization’s current
guidance on covid-19 includes provisions for quarantining
individuals who have had close contact with a patient with
laboratory confirmed covid-19 either two days before or up to
14 days after the onset of symptoms, for 14 days from their last
contact with the patient.'® Under the International Health
Regulations, states are permitted to take measures beyond
WHO’s recommendations but must submit evidence to WHO
justifying those measures.'' States that pursue city-wide or other
community quarantines, for example, without submitting
evidence to WHO might thus be in violation of the International
Health Regulations. Ethically and legally, quarantine measures
are rarely justified in the case of covid-19, though arguably this
justification may be greater (if non-ideal) in the case of nations
that lack capacity or fail through a lack of political will to pursue
less invasive strategies—such as mass mobilisation of testing,
contact tracing, and isolation—when there was still a chance to
do so.

The ethics of research in a quarantine
zone

It is, then, perhaps perverse that quarantine provides a model
community in which to study both the social and
epidemiological characteristics of a disease outbreak: a closed
group of individuals exposed to or thought to have been exposed
to disease, with well defined index cases and the capacity to
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closely monitor interpersonal interactions and accurately
determine when individuals are infected. These features are
ideal to study the relation between viral shedding and the
development of symptoms,'” which is, among other things,
critical to understanding when quarantines are effective and
proportionate responses.” One retrospective study currently in
preprint, on passengers from the Diamond Princess transferred
to the Self-Defense Central Hospital in Japan, mentions the
ability to observe the clinical course of asymptomatic and mild
cases previously not subject to detailed study as a strength of
the research;'* another has been conducted on chest computed
tomography findings on passengers from the ship." But perhaps
most paradoxical is that the Diamond Princess’s poor design as
a quarantine setting is what might have made for a useful model
system of community transmission of covid-19.

The scientific and social value of research is in tension with the
coercive nature of quarantine. The ethics of clinical research
are well established,'® but individuals under quarantine are
distinctly vulnerable to researchers. Like prisoners, their
confinement could affect their ability to make a truly voluntary
and uncoerced decision whether or not to participate in
research.'” Like research on patients put into isolation by
healthcare practitioners, research inside quarantines concerns
people under the control of public health authorities; unlike
isolation, people under quarantine are not necessarily ill and
might not benefit from clinical care or close medical
observation.'®

Research on vulnerable people is hardly new to bioethics." If
governments are already committed to quarantine or require it
given their failure to contain the virus, research on quarantined
individuals could at least allow for the production of
scientifically and socially valuable knowledge, albeit in the
context of a serious infringement on human rights. Navigating
this tension requires adapting our principles to this new context.

Further concerns for research inside quarantine are fair
participant selection, informed consent, and respect for potential
and enrolled participants. People in quarantine are a “captive
participant pool,” and those in poorly designed community
settings such as the Diamond Princess are particularly vulnerable
in the sense that people who do not participate in the research
are not spared its risks—that is, potential exposure to an
infectious disease.”” A well designed quarantine can impose
little risk,” but this depends on the size of the quarantine, the
resources available to manage it, and the design of the
facility—the Diamond Princess being a cautionary tale for
governments considering quarantine due to its high population
density, lack of preparation and resources for quarantine, and
arguably the impossibility of ensuring appropriate infection
control on a vessel designed to funnel people into congregate
settings (ballrooms, buffets, and so on). Even when people
consent or even benefit from quarantine—as they might if they
are closely monitored and receive supportive care and medical
interventions—researchers might exploit the situation by
benefiting from the injustice experienced by participants.”

Research inside quarantine must first have major social and
scientific value. Quarantine offers the opportunity to record a
rigorous account of the infection, its incubation, and the
symptomatic presentation of disease from its earliest moments,
as well as the relation between this course and the disease’s
spread in a closed community. Because quarantine in the
community might expose people to infection (if they are
confined to areas with people who are or will become ill), this
research can provide an understanding of the transmission
dynamics of a disease in the context of a quarantined population.
The scientific benefit of quarantine as a model system from

which an inference can be drawn about transmission dynamics
in other contexts dovetails into one of the social benefits:
clarifying when quarantine is, or is not, effective and
proportionate. Producing high quality data on the transmission
dynamics of covid-19 would be particularly valuable because
we still don’t know how often it transmits in the absence of
symptoms,” which will determine the degree to which
quarantine is justified.’

Research of minimal risk must also promote the interests of
those in or at risk of quarantine, or at least it must not
compromise their interests. Research that constitutes routine
medical care, such as through blood draws and case histories,
does not compromise the interests of those in quarantine and
might benefit individuals in the study and others by giving
healthcare workers a chance to isolate a patient before they
develop symptoms or transmit the virus. The development of
more narrow and targeted quarantine strategies might benefit
individuals in quarantine by triggering their release or obviating
the need for quarantine in the first place.

For research of greater than minimal risk, promoting the interests
of the people who are confined is more contentious. In the
context of covid-19, quarantined people might seem to be a
useful participant pool for vaccine trials. Although a viable
vaccine could benefit people in quarantine, testing vaccines
inside quarantine zones should be approached carefully. The
promise of being vaccinated might lead to misconceptions that
vaccination entails release from quarantine, that enrolment
means receiving the vaccine (in placebo controlled studies), or
that receiving the vaccine is the safer of the two arms—all of
which are false. Vulnerable participants have in the past accepted
unfavourable risk-benefit ratios by, for example, taking part in
trials that lack adequate safety or efficacy data as a way to secure
other benefits, and that concern persists here.*

The distinct risks posed by research on people in quarantine
provides a reason to modify the procedure under which we
approve research, to promote the interests of confined people.
In the United States, when conducting research on prison
populations, a prisoner must serve as a member on the
Institutional Review Board.” This provides a template for
quarantined communities to participate in research design and
approval: one or more people under quarantine could participate
in Institutional Review Board deliberations, to protect the
welfare of people in quarantine and allow research to proceed
while avoiding marginalisation or harm. Quarantine guidelines
require allowing people communication with the outside world,"
these services could be leveraged or enhanced to give people
the ability to participate in deliberations.

Conclusions

Quarantine provides an opportunity to gain scientific knowledge
of covid-19 that might otherwise be inaccessible. Engaging in
research inside quarantine, however, poses serious ethical issues.

People in quarantine can be victims of injustice. They are
confined without being convicted of a crime or committing
some other wrong, in a way that frequently fails to achieve a
substantive public health goal. In the context of covid-19, they
might be confined because lack of political will to aggressively
and proactively tackle the pandemic has left few other options.

A final consideration is how we recognise the background
injustices that might enable this research. Medical ethics is
replete with examples of valuable scientific information being
gained on the backs and with the bodies of people experiencing
injustices and human rights violations. We shouldn’t presume
that research inside quarantine will be egregious; nonetheless,
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these data are possible because of the violation (or infringement)
of civil and human rights. This is particularly true given that
quarantine actions in the case of covid-19 are necessary
primarily because of governments’ failure to respond to the
threat of disease in timely and less invasive ways. Explicitly
acknowledging these wrongs should be part of ethical research.
Data produced from research inside quarantine could be
published with a preamble noting the conditions under which
the research was conducted and acknowledging the contributions
of anonymous, quarantined participants to life saving science.*

This does not obviate the harms of quarantine, but rather
provides a basis for remembering the dark origins of valuable
scientific information. Covid-19 will be remembered as part of
the history of global public health. We should recognise the role
that confined people play in solving this public health
emergency.

Key messages

Quarantine is the confinement of people who have been exposed to a
disease to prevent them from spreading it further

It has been used and will likely be used again to respond to covid-19

As a closed system, quarantine offers the possibility for highly controlled
research into the development and transmission of covid-19

But quarantine is an infringement on individual rights, and thus raises
ethical concerns and requires compelling justification to be used
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