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Abstract : G protein-activated inwardly rectifying potassium (GIRK) channels have been proposed as a target
for developing new therapeutic drugs for brain diseases. Cloperastine is a central-acting antitussive that has an
inhibitory effect on GIRK channels. In this study, we investigated whether cloperastine has anticonvulsant
activities using an acute seizure test induced by continuous infusion of 4-aminopyridine, a potassium channel
blocker, in mice. Cloperastine (10-40 mg/kg, i.p.) dose-dependently increased the seizure thresholds of tonic
forelimb extension. GABAg receptors are G-protein-coupled receptors that mediate inhibition throughout the
central nervous systems. The 4-aminopyridine-induced seizure was reduced by baclofen (3-15 mg/kg, i.p.), a
GABAGg agonist, in a dose-dependent manner. These anticonvulsant activities of cloperastine and baclofen were
blocked by intracerebroventricular administration of CGP 35348, a GABAGE receptor antagonist. These results

indicate that cloperastine produces anticonvulsant activities through GABAg receptors.
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BLOKITHBRIZERSE.
FEMEREZESR (
TiTo 7.
EEREIK: 4-AP, cloperastine, ethosuximide 33
LT baclofen [FH AL TEMAS 2 BHEA
L7-. CGP35348 | Cayman Chemical Company 7>
BREA L7z, & COHMIT A A KITIME L -,
Cloperastine, baclofen 33 X U8 ethosuximide %, 4-
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Seizure threshold (mg/kg) =

IRXTxCx1000 / (60xBW)
IR: infusion rate (mL /min)
T: time for onset of seizure (s)
C: concentration of 4-AP (mg/mL)
BW: body weight of animal (g)
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(ANOVA followed by Dunnett's test).
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