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Agenda 

• What is signal detection 
 
• How are signals detected and 

managed 
 
• Who is responsible 
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Sources of information 

3 

Spontaneous ADR reposting systems 
Non-clinical and clinical trial data 

Scientific literature 
Pharmacoepidemiological studies 



Definition of a signal 

 “Information that arises from one or multiple 
sources (including observations and 
experiments), which suggest a new 
potentially causal association, or a 
new aspect of a known association, 
between an intervention and an event or set of 
related events, either adverse or beneficial, that 
is judged to be of sufficient likelihood to justify 
verificatory action” 

 
Practical Aspects of Signal Detection in Pharmacovigilance 

Report of CIOMS Working Group VIII, Geneva 2010 
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• Responsibility for Marketing Authorisation Holder (D104.3.e)   

monitor pharmacovigilance data to determine whether there are new risks or whether 
risks have changed or whether there are changes to the benefit risk balance 

 

• Responsibility for EMA and Member States (D107h)  
monitor the data in the EudraVigilance database to determine whether there are new 
risks or whether risks have changed and whether those risks impact on the risk benefit 

balance’ 
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EMA shall make public on the European medicines web-portal 
a list of active substances/medicinal products and the 

authority (lead Member State, co-lead Member State or the 
Agency) responsible for their monitoring in EudraVigilance   
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How do we review EudraVigilance data?                    

Statistical 
analysis 

Clinical review of 
individual case safety 

reports: 

• Temporal association 

• Biological plausibility  

• Dechallenge/Rechallenge  

Validation meeting 



Signal 
detection Validation Confirmation Analysis, 

prioritization  Assessment  Recommendation for 
action 

MAH  
MSs 
EMA 

  
MSs  
EMA    

Signal Management Process 
PRAC 
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SmPC/PIL amendement 
No action 

  

Suspension/ 
revocation 

Additonal data to be  submitted: e.g., 
cummulative recview, an ad hoc PSUR 

Pro active actions: study, risk 
minimisation 

PRAC : recommendation/advice for action  following the 
signal assessment including time table 



wk1  wk2 wk3  wk4 wk1 
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Highlights 
PRAC 

Highlights 
CHMP 

Agenda PRAC 

Minutes  from 
previous PRAC 

PRAC CHMP 

Transparency 



11 



12 



Signals at the PRAC (September to December) 
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September PRAC  
13 signals: 
- 11 signals from EU spontaneous reporting systems 
- 1 signal from other sources 
- 1 signal follow-up 
 
01-03 October PRAC:  
15 signals: 
- 12 signals from EU spontaneous reporting systems 
- 3 signal follow-ups 
 

29-31 October PRAC 
12 signals: 
- 6 signals from EU spontaneous reporting systems 
- 6 signal follow-ups 
 

26-30 November PRAC 
9 signals 
- 5 signals from EU spontaneous reporting systems 
- 4 signal follow-ups 
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Product 

information 

update?? 
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