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The aim of this study was to evaluate the effects of chronic astemizole
and ketotifen administration on the anticonvulsant activity of antiepileptic
drugs against maximal electroshock-induced convulsions in mice. Adverse
effects were evaluated in the chimney test (motor performance) and passive
avoidance task (long-term memory). Brain and plasma levels of antiepilep-
tics were measured by immunofluorescence. Astemizole (2 mg/kg) and keto-
tifen (8 mg/kg) significantly diminished the electroconvulsive threshold,
being without effect upon this parameter at lower doses. Astemizole signifi-
cantly reduced the anticonvulsant action of phenobarbital and diphenylhy-
dantoin, but it did not affect that of carbamazepine and valproate. Moreover,
ketotifen (at the subprotective dose of 4 mg/kg) remained without effect upon
the protective activity of valproate, diphenylhydantoin or phenobarbital, but
significantly diminished the anticonvulsant effect of carbamazepine. Hista-
mine receptor antagonists combined with antiepileptic drugs, did not alter
their brain and free plasma levels. Also, they did not influence adverse
potential of carbamazepine, diphenylhydantoin and valproate while that of
phenobarbital was significantly enhanced. Valproate, phenobarbital and di-
phenylhydantoin alone at their ED

��
s against maximal electroshock or com-

bined with the histamine receptor antagonists disturbed long-term memory.
The results of this study indicate that H

�
receptor antagonists, should be used

with caution in epileptic patients.
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