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WHO Experiences in Individual CA Vaccines & Medicines 

WHO AEFI causality assessment algorithm (10+ years)

Maternal/ neonatal AEFMI pilot (complex, multifactorial contexts) 

Since 2023 – Phase 1 and Phase 2 development completed

Adverse Drug Event (ADE) causality Assessment – Concept approved 
at ACSoMP – Development started  - 2025



What do we mean when we say Vaccine “causes” an adverse event?

Was the Vaccine a 
factor in the individual 
developing the event?

Individual
(Did it?) 

Does the Vaccine increase the risk 
of occurrence of the event in the 

community?

Population 
(Can it?)

Case Based Approach



2005



2013



Approach to the development – AEFI vs AEFMI

AEFI (2012 – 2013) 

Piloted in the Indo-Zimbabwe study

Software developed later

Introduced in countries after development

WHO with GACVS sub-committee developed methodology

AEFMI (2023 – 2026)

Piloted in the Egypt Study

Software developed simultaneously

Validated by 6 countries as the method was developed and 
modifications made concurrently

WHO with GACVS, global experts and experts from 5 countries 
developed methodology in parallel



What is an AEFMI? 
SYMPTOM
Something that a person feels or experiences that may 
indicate that they have a disease or condition

SIGN
Something found during a physical or clinical examination by the 
health care provider

LAB FINDING
Physiological or anatomic findings in medically acceptable 
and validaded laboratory diagnostic methods 

DISEASE
A disorder of structure or function that can cause a distinctive 
group of symptoms, signs, physiological or psychological changes.

* Adapted from 
Definition and Application of Terms for Vaccine Pharmacovigilance;  Report of CIOMS/WHO Working Group on Vaccine Pharmacovigilance

ADVERSE PREGNANCY OUTCOME
.An adverse outcome of the pregnancy involving the mother, fetus, or newborn.   

An adverse event following 
maternal immunization (AEFMI) is 
any untoward medical occurrence 

(sign, symptom, abnormal lab 
finding, or disease) or adverse 

pregnancy outcome in a woman (or 
fetus) or the neonate that occurs 

following vaccination during 
pregnancy which does not 
necessarily have a causal 

relationship with the usage of the 
vaccine 

https://cioms.ch/wp-content/uploads/2017/01/report_working_group_on_vaccine_LR.pdf
https://cioms.ch/wp-content/uploads/2017/01/report_working_group_on_vaccine_LR.pdf
https://cioms.ch/wp-content/uploads/2017/01/report_working_group_on_vaccine_LR.pdf


AEFMI

Case Based AEFMI Approach



*Potential signal and maybe considered for further investigation, particularly if clustering or reporting trend suggests need to assess population-based incidence. 

A. Consistent causal association to 
immunization B. Indeterminate*

C. Inconsistent causal association 
to immunization

AEFMI causality assessment classification

Specify the additional information required for classification

Unclassifiable

A1. Vaccine product-related reaction
(Consistent with published evidence)

A2. Vaccine quality defect-related 
reaction

A3. Immunization error related reaction

A4. Immunization stress related 
response (ISRR)

B1. Any event, including adverse pregnancy 
outcome, with a temporal association to 

immunization but insufficient evidence to 
establish or refute a causal association                                                                     

(may or may not be a new vaccine- associated 
event)

B2. Any event, including adverse pregnancy 
outcome, for which the qualifying factors outlined 

in the checklist yield conflicting evidence 
regarding consistency and inconsistency with a 

causal association to immunization

C1. Coincidental, underlying or emerging 
condition, or condition caused by exposure to 
something clearly documented as other than 

the vaccine

C2. Event is a common adverse pregnancy 
outcome unlikely to be a vaccine reaction as 
supported by existing evidence for this this 

particular vaccine and outcome



The AEFMI reporting form

• Retains the traditional overall 
structure as AEFI reporting form

• Customized to collect preliminary 
information on the AEFMI in pregnant 
woman, foetus and the neonate 

• Separates pregnancy outcomes from 
general AEFMI



The AEFMI investigation form

• Retains the overall sections of the 
traditional AEFI investigation form

• 2 types 
• Generic (developed)
• Adverse Pregnancy Outcome 

Specific (developed for 
Hypertension (eclampsia), 
Preterm Birth and AN Bleeding) 

• Separate sections for pregnant 
woman (foetus) and neonate



The AEFMI Causality Assessment worksheet

Page 1

Page 2

Page 3

Page 4



Linking AEFMI Investigation with AEFMI CA



AEFI Vs AEFMI



https://aefmi.duredemos.com/aefmi/ 

https://aefmi.duredemos.com/aefmi/


AEFMI Reporting Form 
reviewed & decision to 

investigate

Generate condition specific 
AEFMI Investigation form 

online & Printout

Case Based AEFMI Approach



Case Based AEFMI Approach

(Point of care Data collectors)

(Expert causality assessors)

Confidential Draft – DO NOT CIRCULATE



Stage 1: Stage of uploading AEFMI investigation findings



Generating a condition specific 
AEFMI Investigation form

=



AEFMI Reporting Form 
reviewed & decision to 

investigate

Generate condition specific 
AEFMI Investigation form 

online & Printout
Interview Pregnant 

woman & doctor/ HCP

Visit vaccination site & Interview vaccinator

Verify vaccine storage & 
Transport 

Check status of others vaccinated 
(pregnant women at the same time and 
the other pregnant women in the area)

Completed AEFMI 
Investigation form

Upload 
investigation 

form to website

Generate Code 
AEFMI – 123

 & 
Download 

completed form

Stage 1: Stage of uploading 
AEFMI investigation 

findings 

Blank AEFMI Investigation form

Confidential Draft – DO NOT CIRCULATE



(Point of care Data collectors)

(Expert causality assessors)

So… how is this operationalized? 



Upload
Code AEFMI – 123

Classification with 
Investigation Code

Stage 2: Stage of Classification

Landing Page

Causality 
Question 
Creation

1 Eligibility

3 Algorithm

2 Checklist

4 Classification

Disclaimer



PDF report generated & 
archived

Confidential Draft – DO NOT CIRCULATE
4/25/2025



Manual reviewed by GACVS and in last stages of finalization

10 Chapters

1. Introduction and Background

2. Basic Concepts of Vaccines in the Context of AEFMI

3. Challenges in Linking Vaccination and Adverse pregnancy 

outcomes 

4. Approaches for reporting and investigating the cause of an AEFMI

5. Steps for Reporting and Investigating AEFMI using a Case-Based 

Approach

6. Approach to AEFMI using a Population-Based Approach

7. AEFMI Causality Assessment

8.  Summarizing the logic of AEFMI causality assessment

9. Initiating action after causality assessment of an AEFMI

10. Conclusion



Global 
Collaboration

Egypt
 Piloted

Sweden
 Hypertension

Germany
AN Bleeding

Canada
 Reviewed Manual

India
 Preterm Birth

Australia
 Hypertension

Argentina
 Prematurity

S Korea
Testing (offered)

GACVS - strategic guidance and technical direction
WHO Ethical Review Committee – Ethical Clearance 



AEFMI



• Optional slides



The AEFI causality assessment software



Usage (24 May 2021 to 24 May 2026)
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