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PREFACE

Alleviating the impact of infectious diseases
on human health remains a key global health
priority. In controlled human infection stud-
ies (CHIS), healthy volunteers are intentional-
ly exposed to pathogens in a controlled envi-
ronment, in order to promote understanding
of the pathogenesis, transmission, preven-
tion and treatment of infectious diseases in
humans. Such studies may be conducted to
gain insights into how pathogens infect hu-
man hosts and cause disease, to better un-
derstand immune responses to infection,
or to evaluate the efficacy of vaccines and
drugs designed to prevent and treat infec-
tious diseases. CHIS have a long history and
have made important contributions to the
treatment and prevention of many infectious
diseases of global health importance.

Although recognition of the potential value of
CHIS is leading to such studies increasingly
being conducted in a wider range of contexts,
they remain a relatively unfamiliar research
method. This guidance has been developed
in response to requests to the World Health
Organization (WHO) for guidance on ethical
guestions associated with CHIS, especially in
the context of growing interest in conducting
CHIS in endemic settings.

The concept of conducting research in which
healthy volunteers are intentionally exposed to
pathogens which can cause infection, and in
some cases disease, can appear ethically count-
er-intuitive — particularly when natural infections
with such pathogens can lead to severe adverse
outcomes, including death. This was clearly ev-
idenced during 2020, when CHIS received un-
precedented public and social media attention
following proposals to conduct CHIS to acceler-
ate COVID-19 vaccine development pathways.
Recent debates about the ethical acceptabil-
ity of COVID-19 CHIS illustrate the diversity of
stakeholder views: social acceptance of CHIS
is influenced by a complex global landscape in
which there are different levels of confidence
in health-related research. This underlines the
importance of carefully considering the consul-
tative and trust-building approaches needed
to inform CHIS research proposals. Consulta-
tion and engagement activities with the public,
regulators and ethics review boards have been
recognized as particularly important when CHIS
involve factors such as novel models of infec-
tion, populations in which such research may be

unfamiliar, higher levels of risk and/or burdens,
risks to third parties, and/or outbreaks of nov-
el pathogens, among others. Engagement and
associated social science research have played
an important role in settings where CHIS are
unfamiliar and can play a key role in the devel-
opment and conduct of research programmes
seeking to address local health priorities and in-
corporating CHIS.

This guidance aims to inform well-considered
and contextualized decisions about the ethical
acceptability of proposed CHIS, including pri-
orities for engagement and social science re-
search to support deliberation and practice, and
requirements for oversight and governance. In
addressing ethical issues that should be con-
sidered during the planning, design, conduct
and governance of CHIS, this guidance takes
the position that CHIS are not, in themselves,
an exceptional and morally distinct form of re-
search, but instead fall within the continuum of
health-related research conducted with human
participants. As such, this guidance should be
read in conjunction with relevant national and
international ethics guidance and regulations
for health-related research in humans.

When applying this guidance, stakeholders
involved in CHIS are encouraged to develop
approaches that take into account their own
local social, cultural, and political contexts.
WHO is committed to providing countries
with regulatory considerations in support of
these efforts.

In addition to the guidance itself, included in
the annexes are essential information on con-
sent (Annex 1), a checklist for ethics commit-
tees (Annex 2) and eight case studies (Annex-
es 4 to 11), all designed to further assist with
the implementation of this guidance.

Furthermore, during the development of this
guidance, discussions began around the pos-
sibility of conducting CHIS in the context of
COVID-19. As such, and building on the exper-
tise and knowledge gained from this work,
WHO formed a working group to produce
guidance on the key criteria for the ethical
acceptability of COVID-19 human challenge
studies, which can be found in Annex 3. Lastly,
Annexes 12 and 13 contain scoping reviews of
engagement studies and social science stud-
ies on CHIS.
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