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Response:  Drug resistance in epilepsy: a reappraisal of the definition is needed.  

 

We appreciate and welcome  the comments of Dr Asadi-Pooya 1 that support the posi�on of our 

report2 promp�ng the re-evalua�on of the concept of drug resistant epilepsy (DRE). As we also 

discuss in our manuscript, when defining DRE it is important to consider the complexity of 

clinical presenta�ons of epilepsies, the impact of the associated comorbidi�es and sequelae, as 

well as the pa�ents’ perspec�ves on meaningful outcomes of treatments. We fully agree that 

the concept of DRE should consider a more holis�c view of the clinical course and impact of the 

various types of epilepsies and seizures. 

 

We wish however to acknowledge that the 2010 ILAE DRE defini�on was proposed a�er 

considera�on of several papers,3-5 and not a single study,6 that described a “modest” probability 

of seizure freedom a�er failure to respond to two appropriate an�seizure medica�on (ASM) 

trials.7  The authors also acknowledged exis�ng retrospec�ve studies that demonstrated some 

success in achieving seizure freedom with addi�onal ASMs and also discussed the limita�ons in 

exis�ng data.8, 9 As discussed in both Dr Asadi-Pooya’s leter and our report, more recent studies 

have further challenged the criterion of two failed ASM trials in defining DRE.  

 

Working defini�ons of DRE need to consider data but also their intended purpose and clinically 

meaningful outcomes. Despite our cri�cal review of the 2010 defini�on of DRE, this working 
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defini�on enabled the earlier iden�fica�on of people with epilepsy who are less likely to 

respond to ASMs and prompted for their earlier evalua�on for presurgical evalua�on or 

inclusion in clinical trials for new candidate treatments. Re-evalua�on of the current evidence 

on the preferred cutoff number of failed ASM trials that not only iden�fies DRE but also helps 

improve management and outcomes would be important. However, as discussed in our report, 

defining DRE by the number of failed ASM may not be op�mal for certain epilepsies, e.g. in 

developmental and epilep�c encephalopathies where treatments that achieve seizure freedom 

may not be available and early effec�ve treatments are needed.  Furthermore, revisi�ng the 

DRE concept so as to capture the complex mechanisms of DRE could poten�ally enable research 

into novel and more precise and effec�ve treatments.  A mul�-disciplinary, interna�onal 

community effort involving clinicians, preclinical scien�sts and pa�ent representa�ves would be 

important to provide new DRE defini�ons and solu�ons to start tearing down the wall of 30% of 

epilepsy pa�ents diagnosed with DRE.   
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