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Randomized AED trials in epilepsy 

Baseline 

Placebo 

AED – add on 

8 weeks 12 weeks 

Randomisation 



Food and Drug Administration 



FDA - suicidality 

199 placebo-controlled trials  
27,863 patients in drug arms 

16,029 patients in placebo arms  
from 11 drugs 



Information 



Suicidal Behavior or Ideation 
 



Type of disorder 



Drug groups 
1. Sodium Channel Blocking Drugs 

– Carbamazepine 
– Lamotrigine 
– Oxcarbazepine 
– Topiramate 
– Zonisamide 

 
2. GABAergic Drugs and GABAmimetic Drugs 

– Divalproex 
– Gabapentin 
– Pregabalin 
– Tiagabine 
– Topiramate 
 

3. Carbonic Anhydrase Inhibitors 
– Topiramate 
– Zonisamide 

 



Other factors 

age 
gender  

race 
setting 

prespecified drug groups (GABAergic etc.) 
 



Suicidal Behavior or Ideation 



Type of suicide intention 



Type of drugs 



Drug groups 



Type of disorder 



Time from initiating treatment 



Lancet Neurol. 2011 Sep 19.  

http://www.ncbi.nlm.nih.gov/pubmed/16393182


Mortality 

112 eligible trials 
– 106 (95%) in refractory partial epilepsy and  
– six (5%) in refractory primary generalised tonic-

clonic seizures 

21,224 patients (5589 patient-years) 
27 AEDs  
Total of 33 deaths occurred 

 

Lancet Neurol. 2011 Sep 19.  



Overall Mortality 
 

Lancet Neurol. 2011 Sep 19.  



The real big killers 



Cardiovascular Risk 



All-Cause death in patients with epilepsy
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Risk of myocardial infarction in patients with epilepsy
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Cancer 



Type of Cancer 



Type of Cancer 



Type of Cancer 



Type of Cancer 



AED use and risk of Cancer
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Conclusions 

Low risk of suicide (0.43% versus 0.24%)  
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Reduced overall mortality  
 
 
 



Conclusions 

Low risk of suicide (0.43% versus 0.24%)  
 
Reduced overall mortality  
 
Small risk from ”big killers”  
 
 Cancer  
 
 Cardiovascular disease  
 
 



Thank you 

 
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