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Zonisamide for add-on treatment of refractory partial epilepsy" 
a European double-blind trial 
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The new antiepileptic drug zonisamide was evaluated in a European multicenter parallel-group double-blind trial as add-on treatment 
for 139 patients with refractory partial epilepsy. During treatment with zonisamide complex partial seizures decreased by 27.7% 
compared to placebo (P <0.05) and the median rate dropped from 12month to 7.1 ,month with no changes in the placebo group (P 
<0.007). During the 12-week double-blind phase a 50% reduction of all seizures was recorded in 29.9% of the patients treated with 
zonisamide vs. 9.4% during placebo. Complete remission was observed during treatment with zonisamide in 6.2°/0. 

The plasma concentrations of the concomitant antiepileptic drugs did not change markedly when zonisamide was added. Adverse 
events, mostly fatigue, somnolence, dizziness and ataxia, occurred in 59.2% of the patients compared to 27.9% during placebo. 
Zonisamide was withdrawn in two patients due to adverse events. Kidney stones were not observed nor any relevant clinical chemistry or 
hematological changes. Zonisami6e is an effective antiepileptic drug for add-on treatment of refractory partial epilepsy. 

Introduction 

Zonisamide,  a 1,2-benzisoxazole 3-methanesul- 

fonamide,  is a new antiepileptic agent which is 

chemically distinct from commonly  used antiepi- 

leptic drugs 2°. In animal models o f  epilepsy its an- 

tiepileptic spe-'_-t, rum has been found to be similar to 
that of  phenytoi 'a 7"9"12. Clinical pilot studies dem- 

onstrated an antiepileptic effect o f  zonisamide in a 

dose range of  400-1200 mg/day  in patients with 

refractory partial  and generalized tonic-clonic 

seizures 15"23. A double-blind trial in Japan com- 

pared zonisamide and carbamazepine as add-on 
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medication for patients with refractory partial epi- 

lepsy and found a similar rate of  responders, i.e., 

82% vs. 71% .9. These encouraging results promp- 

ted this European nine-center double-blind paral- 

lel-group trial in patients with refractory complex 

partial seizures. Some of  the data have been pub- 

lished as a prel iminary abstract i~ 

Methods and materials 

Study ,iesig, 
The study consisted of  a 12-week double-blind 

phase preceded by an 8-12-week baseline period. 

The baseline period was extended from 8 to 12 

weeks when fewer than 15 seizures were recorded 

in the first 4 weeks or fewer than 30 seizures were 

observed in the first 8 weeks. Following 12 weeks 




