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PROTOCOL TEMPLATE

Introduction

WHO has published the COVID-19 vaccines: safety surveillance manual to guide the processes
for collecting, analysing and sharing safety data and information on COVID-19 vaccines within
and across countries.* To accompany this manual and facilitate the conduct of active safety
surveillance studies using harmonized tools and methods, a protocol template for cohort
event monitoring (CEM) studies has been developed. The present template protocol is for
CEM studies of COVID-19 vaccines for the purpose of safety signal detection. The protocol
synopsis was developed under the guidance of a scientific committee including former
and current Global Advisory Committee on Vaccine Safety (GACVS) committee members,
and reviewed by the GACVS during its meeting held on 1-3 December 2020.

CEM is a flexible active safety surveillance study design that can be used for signal detection and
evaluation. CEM has been successfully used in the context of the H1N1 influenza pandemic in
2009, both in high income countries (HICs) and low- and middle-income countries (LMICs).6 CEM is
a prospective, observational, single-arm cohort study design for the early launch of a new medicine
or vaccine. CEM studies are designed to capture all adverse events that occur in a defined group
of individuals who are exposed to the new medicine or vaccine during routine clinical practice, in a
defined period of time.”® Vaccinees are enrolled in the cohort at the moment they are vaccinated
for the first time with the monitored vaccine. Demographic and medical information are recorded
at this initial encounter. Vaccinees are then followed up at defined intervals. Any adverse events
(AEs), of either any severity or of a defined severity, occurring after vaccination are recorded,
regardless of whether they are suspected to be caused by the vaccine or not. By capturing these
events, regardless of suspicion of causality, the CEM study has the potential to identify previously
unrecognised and unsuspected adverse reactions to the vaccine.®

How to use this template to develop a CEM
study protocol

The protocol template should be completed by adapting it to the specific country(ies) and
study population(s). The sections of the protocol template to be adapted have been marked
with orange square brackets.
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It is important also to note that the adult informed consent form (ICF) template, provided in
this template, and the informed consent process must be adapted to local situations, local
languages and special populations (e.g., minors, pregnant women, elderly individuals lacking
full capacity, migrants, prisoners) that require a tailored approach to consent. This includes
possible surrogate decision-makers, such as parents or guardians for young children, or study
advocates for inclusion of prisoners, or orphans and additional forms, such as assent forms,
as well as tailoring to correspond to the study information provided to participants during
the consent process.

All protocols developed using this template should be reviewed by a scientific committee
and by relevant ethics committees and institutional review boards, at a national level, or at
the level of the study sites, or at the institution of the sponsor, as required by applicable laws
and regulation.

Suggested process

+ Step 1: Constitute a study coordination team consisting of representatives from the
immunization programme, national regulatory authority, pharmacovigilance centre, chair
of the national adverse events following immunisation (AEFI) committee, and academia.

+ Step 2: Identify the role and responsibilities of the different institutions, and nominate
a person to lead and coordinate the process of protocol development and obtain the
consensus of the study coordination team. Complete section 6 of the template with
this information.

+ Step 3: Define the target population, identify study sites, review list of adverse events
of special interest (AESI) for the COVID-19 vaccine(s) in use,’® and complete the protocol
(including informed consent forms and data collection tools). If technical assistance from
WHO is required at this stage, send an e mail request to gvsi@who.int and the WHO country
office focal person.

+ Step 4: Discuss the draft protocol with the study coordination team and study site
representatives to obtain their input and endorsement and then finalise the protocol.

+ Step 5: The final protocol should be reviewed by an independent scientific committee to
ensure that it is scientifically sound, and should then be reviewed by the national ethics
committee or the independent ethics committee (IEC) or institutional review board (IRB)
of participating institution(s).

+ Step 6: Develop the study procedures, data management plan and statistical analysis plan.

Disclaimer: WHO cannot accept any responsibility or liability for the conduct of studies by
third parties that follow this protocol template. Studies conducted by third parties using this
protocol template cannot be considered ‘WHO studies’ and the WHO logo cannot be used in
studies that are not WHO studies.
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