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Are we fine-tuning an  
outdated model? 

Can longitudinal observational 
data offer an alternative? 



Pharmacovigilance 



What would real-world signal 
detection in electronic medical 

records look like and what value can 
it bring? 
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Statistical signal  
detection is just 
the first step! 



Recommendation 

“Safety signal detection in longitudinal 
observational data should include clinical, 
pharmacological, and epidemiological 
review of identified temporal associations” 
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Nifedipine Flushing 

7 20 x x 

Sibutramine Oedema 

assessors drugs per 
assessor 

events per 
drug 



Comparator + self-control 



OMOP comparison of methods – Phase I 
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Skin sensation disturbance with salmeterol 



Epiphora with amiloride 
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Confounding by underlying disease 



Protopathic bias? 



Recommendation 

“Longitudinal observational data should be 
further explored as a complement to 
individual case reports for safety signal 
detection, but are not in a position to 
replace individual case reports for this 
purpose” 





65% 
of the drugs have less than 100 
prescriptions in total in THIN 

- Not marketed in the UK at the time 
- Used in secondary care 



Denominators 

Longitudinal 
Data not collected 

for causality assessment 

Restricted scope ’Objective’ 

No clinical suspicion 

Longitudinal observational data 
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¨2 days later he devel 

Subsequently   

He had started 

A regimen of 2  

Daily for two weeks 

Upon withdrawal 

14 year old 

Causality assessmnt 

By the centre suggested 

That not only had 

But so to had  
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