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Setting the Scene
Medical Evaluation of ICSRs

 The purpose of medical review is to ensure 
correct interpretation of medical information.

 Information must be
 accurate
 complete
 trustworthy
 verifiable
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Medical Review Process 
Overview

Verification of the 
reported data entered

Review for F/U 
information 

Assessment of AEFI / 
ICSR 

Assessment of 
causality
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MAH’s comment
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Verification of the reported data

General information: Report type, source, receipt date, F/U status

Patient information: initials / subject ID, age, sex, risk information etc.

Vaccine information: suspect vaccine, vax date, primary/booster vax,  # 
dose,  single/multidose, lot #, injection site, co-medication

Event information / assessment: description of event terms, MedDRA coding, 
onset date, outcome, seriousness criteria

Review coding to ensure accurate MedDRA codes of verbatim terms

Review assessment of expectedness as per RSI

Verify reporter causality - assess company causality

Review case narrative
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Review for Follow-up Information

Check for missing key data elements as per ICH E2D / GVP VI

Determine if F/U information is required for scientific evaluation

F/U methods to be tailored to optimize the collection of important missing 
information; may be driven by local culture

Priority for F/U e.g.: 1. serious unexpected; 2. serious expected, 3. non-
serious unexpected – AESIs, cases potentially leading to labelling change

Use of targeted questionnaire / specific report form for clinically relevant 
AEFIs / AESIs 
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Assessment of ICSR / AEFI
Clinical case evaluation

• Is a diagnosis possible – do reported events allow for a diagnosis?
• Have relevant diagnostic procedures been performed?
• Alternative causes of event(s) considered?

Evaluation of the medical information through clinical evaluation

• Does the report contain ambiguous data?
• Does the case accurately reflect the medical information in the source documents? 

Review reported information for consistency, quality, completeness

Confirm the event term(s) as provided in the source document

Confirm accurate transcription / selection of the verbatim events entered  
(as reported)

Apply Brighton Case Definition to confirm diagnosis
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Assessment of causality

Review the “as reported” causality; if no reporter 
causality obtained, presume case as “related”

Determines MAH / company causality for each event 
and overall case assessment

Document rationale / justification for company / MAH 
causality assessment

Literature cases: “as reported” causality 

In general:  For regulatory reporting causality may be 
upgraded, but not downgraded.

8DCVMN PV Training August 2021 Hartmann
8



Serious  - Severe

Based on the intensity of the AE; not a 
factor in determining reportability (clinical 

description / subjective description) 

Severe

Determined using grading tables, e.g.: 
Mild – moderate – severe

FDA Toxicity Table
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Assessment of seriousness

Death: only serious if event caused death 

Hospitalization: only serious if inpatient stay (e.g. not emergency 
room / examination on an outpatient basis

All congenital anomalies / birth defects considered serious

Life-threatening / medically important (i.e., serious in the medical 
sense): requires individual medical assessment

Company (MAH): Adverse Events of Special Interest (AESI) / 
designated AEFIs (MedDRA coded)

CIOMS V / WHO Critical Term List (MedDRA coded) 

EU: Important Medical Event (IME) List (MedDRA coded)
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Serious?
- Total blindness for 30 minutes
- „Mild“ anaphylaxis
- Suicide threat
- Spontaneous abortion
- Stomach washout in emergency 

room
- Lab test result above a level 

requiring fast tracking in protocol
- Unconsciousness for seconds



Assessment of expectedness
Expectedness defined by the Relevant Safety Information RSI

• Expected - Labeled
• Unexpected - Unlabeled

For ICSRs, assessment refers to product information (e.g., SmPC, 
PIL)

• Is the AEFI term included in the section 4.8 of the SmPC  “Undesirable Effects” ?
• Is the AEFI different re its nature, severity, specificity or outcome as under 4.8 

of the SmPC?

Determine if reported AEFI is included in the RSI

Rational for an AEFI considered «expected» if not verbatim in the 
SmPC

Class labelling does not count as “Expected”
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SmPC - Summary of Product 
Characteristics

PIL - Patient Information 
Leaflet:

 Medico-legal document
 Safety information approved 

by Regulatory Authority for 
health professionals and 
patients 

 Defines expectedness 
 Basis for expedited 

regulatory reporting



MAH’s Comments

• Company causality (with rationale)
• Temporal association (plausible / not plausible)
• Confounding factors (underlying disease, co-medication etc.)

Comments by Medical Reviewer to be included for all serious ICSRs at the 
end of the report

For non-serious cases confirm if MAH concurs with reporter’s assessment

Medical reviewer may include any other important information for 
scientific evaluation 
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MAH Case Narrative

• All relevant clinical and related information must be included
• Key information from supplementary records included
• Clear guidance on MAH case narratives provided in CIOMS V Report

MAH’s case narrative is a comprehensive stand-alone “medical  story”

Provide Narratives for all serious and non-serious unexpected cases

Review  for consistency, accuracy and quality of the narrative 

Add medical evaluation comments  and provide company opinion in case of 
alternative causes (if applicable) 

Provide assessment on the influence of the ICSR on the benefit-risk relationship
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Narrative components
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• Lead Banner (e.g., case reference number)

• Report/Reporter Type and Patient Demographics 

• Medical History, Concurrent Conditions and Concomitant Medication 

• Suspect Vaccine(s) 

• Timing and Onset of Event(s) 

• Progression and Outcome of Event(s)

• Causality 

• Closing Remarks 

• Follow up Information 

• Case Corrections  / deletions

• Literature Information 

• End of Study Unblinding  for CT cases

• Reporter Comment

• Company Comment 
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CIOMS Working Group V: Report (Appendix 8):
Current Challenges in Pharmacovigilance:

Pragmatic Approaches



Medical Review Process 
Summary of the Activities

AEFI term correct?

Seriousness criteria 
provided / correct? 

AEFI description and 
MedDRA code correct?

Expectedness as per 
current RSI correct?

Case narrative 
accurate / complete?

Any follow up 
information required?

Analysis of similar 
events required?
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• Goal: to build trust in the safety of vaccines via rigorous science

• Problem:

• Unlike efficacy, safety generally cannot be measured directly.

• (Relative) safety inferred from relative absence of multiple adverse events following 

immunization (AEFI) studied given size of vaccinated population.

• (Rare) AEFI easily missed unless standard case definition available.

• Mission: develop internationally accepted standards for monitoring vaccine

safety throughout the vaccine life cycle

• ~1000 volunteers from all stakeholders (academia, industry, government)

• 20 years of enhancing vaccine safety research (by focusing on harmonization)

Founded in 2000
https://brightoncollaboration.us



Brighton Collaboration recognized the need for 
harmonization
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 Brighton Collaboration has delivered:

 >60 AEFI Case definitions (GAIA, 
GBS, seizures, intussusception etc.)

 Tiered by 3 levels of evidence

 Guidance for collection and 
reporting vaccine safety data

 Endorsements from major stakeholders 
(FDA, EMA, WHO, ….)



Crowdsourcing
Wisdom of Crowds

Publish in Vaccine



(e.g., clinical trial, high income setting) 

(e.g., passive surveillance, low income
setting) 



Aug 2021: 57 Published Brighton Case Definitions

 Kawasaki Disease
 lgA Vasclitis (Henoch–Schönlein)
 Local reaction
 Nodule at injection site
 Pain
 Persistent crying
 Progressive Vaccinia
 Rash
 Robust Take
 Sensori-neural Hearing Loss
 Swelling
 Thrombocytopenia
 Unexplained Infant Deaths
 Vasculitic peripheral neuropathy
 Viscerotropic Disease
 Wheezing
 GAIA Obstetric x 10
 GAIA Neonatal x 11 (Microcephaly)

 Abscess
 Anaphylaxis
 Aseptic Meningitis
 Bell's Palsy
 Cellulitis

 COVID-19 AESIs (ARDS, VAED, MISC/A; 
Pending Thrombosis, Myocarditis)

 Diarrhea
 Eczema Vaccinatum
 Encephalitis Myelitis
 Fatigue
 Fever
 Generalized Convulsive Seizure
 Generalized Vaccinia
 Guillain-Barre syndrome (GBS)
 Hypotonic-Hyporesponsive Episodes
 Inadvertent Innoculation
 Induration
 Intussusception



22
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