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Agenda

29/03/2021

• Why standardize case definitions of AESIs?

• The Brighton Collaboration (BC)

• Structure

• Practical applications

• COVID-19 AESIs: Landscape of case definitions

• Case study 
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Rationale
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• Unlike AEFI, case definitions are critical component in AESI 

surveillance

• Variations in case definitions across studies/surveillance systems lead 

to inconsistent findings (e.g., 120 vaccine safety studies using 9 

different fever cut-off temperatures)

• A standardized case definition is: 

• A globally harmonized set of criteria for the identification and 

assessment of a given AESI, including guidelines for data 

collection, analysis, and presentation

• Standardization enables comparability of vaccine safety data from 

different study designs, including clinical trials and observational 

studies.
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The Brighton Collaboration (BC)
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• Aims to provide standardized, 

validated and objective 

methods for monitoring safety 

profiles and benefit/risk ratios 

of vaccines.

• Independent body (since 2000) 

with >500 experts from >50 

countries

• currently funded by CEPI, with 

many partners incl. WHO, 

EMA and FDA  

• Workflow to develop BC case 

definitions includes 8 steps

Priority topic 
Selection

Working 
groups

Exploratory 
review

Inventory

Draft 
definition

Reference 
group

Peer 
review 

(survey)

Final 
draft

3-5 year 
cyclical 

revisions

~20-40 scientists
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BC’s case definitions
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• Structured, 3-component document:

• Preamble (Explains decisions made on case definition)

• Body of the case definition itself

• Guidelines (data collection, analysis and presentation)

• Mostly not based on the classic “definite, probable, and possible” 

public health case definitions: 

• Not intended to be used as a filter, as even those with lowest 

certainty should be analyzed 
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Practical application of case definitions
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• Developing data collection forms to assure that prospectively collected 

information on a given AESI will reach a sufficient level of certainty

• In surveillance systems and epidemiologic studies, the documents can be 

used to guide follow-up on reported cases, thus ensuring collection of 

complete information

• A complete list of published BC’s case definitions can be found on their 

website, at https://brightoncollaboration.us/category/pubs-tools/case-

definitions/

https://brightoncollaboration.us/category/pubs-tools/case-definitions/
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Practical application of case definitions
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• Some AESIs are published with “companion document”, which includes:

• Risk factors, background rates, diagnostic/MedDRA codes, and key 

caveats 

• Tools to facilitate capturing the specific clinical data needed to meet AESI 

case definitions:

• Data abstraction and interpretation forms  

• Tabular checklists

• Tabular logic and pictorial decision tree algorithms
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BC’s COVID-19 AESIs case definition landscape* (1/3)
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*SO2-D2.1.2 Priority List of COVID-19 Adverse events of special interest: Quarterly update December 2020
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BC’s COVID-19 AESIs case definition landscape (2/3)
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BC’s COVID-19 AESIs case definition landscape (3/3)
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Example of 

prioritization
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Take Home messages

Titre de la présentation29/03/2021

• Standardized case definitions are crucial in assessment of AESIs

• Rigorous case definitions are published/updated by entities such as 

Brighton Collaboration (BC)

• Case definitions of most priority AESIs of COVID-19 vaccines have 

been published by BC 

• Design of data collection should be guided by established standardized 

definitions, to ensure collection of essential data

• BC’s definitions encompass multiple levels of certainty, and thus can be 

adapted to resource-limited settings
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Case Study: Bell’s palsy 
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• Inflammation of 7th cranial nerve 

• Causes: autoimmune disease, diabetes, and viral 

infections

• Association with influenza and meningococcal vaccines

• Safety data from phase 3 studies of 2 mRNA COVID-19 

vaccines showed vaccinated had more cases of Bell’s 

palsy (est. RR of 7.0; p=0.07*):

• Hypothesis: vaccine-induced innate immune activation via 

combined effect of mRNA + lipids, potentially including 

interferon production
Source: Clevelandclinic.org

*Ozonoff A. et al. Bell’s palsy and SARS-CoV-2 vaccines. Lancet Inf Dis 2021
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BC’s case definition of facial 

nerve palsy: Preamble
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• acute onset with rapid progression

• Includes partial/complete and bilateral 

cases

• Excludes documented known causes 

• Level 3 is lab investigations-free (more 

suitable if low resources)
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BC’s case definition of facial nerve palsy: Definitions
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• Peripheral facial nerve palsy: Weakness of the facial muscles innervated 

by cranial nerve VII, which is either complete (paralysis) OR incomplete 

(paresis) and may manifest unilaterally OR bilaterally

• Level 1: acute-onset of lower ability to:

winkle forehead OR raise eyebrow(s)

• ! No 2nd or 3rd levels



Page 16

BC’s case definition of facial nerve palsy: Definitions
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• Idiopathic peripheral facial nerve palsy:

(All levels) Acute-onset AND initial rapid progression AND resolution

• Level 1: known causes excluded by 

AND               AND              AND 

• Level 2: known causes excluded by 

AND               AND               

• Level 3: known causes excluded by 

AND                              
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BC’s case definition of facial nerve palsy: Select Guidelines
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• Data collection:

• Reporter/source

• Vaccinee (demographics, clinical/immunization history)

• Vaccine (time, name/dose/manufacturer/expiry date, route, anatomical 

site and location of immunization, storage)

• The AESI (clinical characteristics, date and time of onset/end/outcome, 

neurological examination, lab/neuroimaging findings, severity, outcome)

• Data analysis:

• Classification

• Control group  

• Time interval/severity analysis using prespecified increments
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Bell’s palsy and vaccines

Titre de la présentation29/03/2021

Ozonof et al., Lancet 2021: https://www.thelancet.com/action/showPdf?pii=S1473-3099%2821%2900076-1

https://www.thelancet.com/action/showPdf?pii=S1473-3099%2821%2900076-1
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Bell’s palsy and COVID-19 vaccines

Titre de la présentation29/03/2021

• Pfizer/BioNTech: 4 cases, all in vaccine arm, one post-dose 1, 3 

post-dose 2 (unknown medical history/risk profile)

• Moderna: 4 cases, 3 in vaccine arm (all post-dose 2), and 1 in 

placebo (all had UMCs/history)

→ 7 observed cases in ~40,000 over 2 months vs. 1-2 expected, 

based on    background rate of 15-30/100,000 PYs*

• JnJ: 4 cases, 2 cases in vaccine arm and 2 in placebo (5th case 

excluded as the patient did not have facial asymmetry)

*Ozonof et al., Lancet 2021: https://www.thelancet.com/action/showPdf?pii=S1473-3099%2821%2900076-1

https://www.thelancet.com/action/showPdf?pii=S1473-3099%2821%2900076-1
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Bell’s palsy and COVID-19 vaccines

Titre de la présentation29/03/2021

Case#1, post-EMA in 

the US
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Bell’s palsy and COVID-19 vaccines

Titre de la présentation29/03/2021

Case#2, post-EMA in 

the US: 37y otherwise 

healthy
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Quiz!
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Pre-lecture Quiz

29/03/2021

Based on published case definitions by BC, which of the following 

statements are incorrect? Select one or more:

❒ A. “Child developed high fever” (temperature measured was 41 degree 

Celsius).

❒ B. “The child suffered from afebrile seizures” (body temperature was 

normal).

❒ C. “A severe local reaction occurred at the injection site” (the occurred 

swelling extended beyond the nearest joint and lasted for 3 days).

❒ D. “Patient developed symptoms of encephalopathy due to vaccination 

with DTP given 4 weeks before occurrence of symptoms”.
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Answer
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Based on published case definitions by BC, which of the following 

statements are incorrect? Select one or more:

❒ A. “Child developed high fever” (temperature measured was 41 degree 

Celsius).

Highly subjective words such as “high” should be avoided and the exact measurement of temperature, 

as read on thermometer, should be recorded

❒ B. “The child suffered from afebrile seizures” (body temperature was 

normal).

❒ C. “A severe local reaction occurred at the injection site” (the occurred 

swelling extended beyond the nearest joint and lasted for 3 days).

Either measurements or clinical descriptions (e.g., crossing joints/whole limb) should 

be used instead of subjective words such as “severe”

❒ D. “Patient developed symptoms of encephalopathy due to vaccination 

with DTP given 4 weeks before occurrence of symptoms”.

All BC definitions define a clinical entity without inference of a causal relation to a given exposure


