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Anticonvulsant activity of anandamide-related drugs
in a mouse corneal kindling model
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Abstract: It has been shown that the endocannabinoid system plays a role in the inhibition of seizures
in several animal models. However, few studies have examined the anticonvulsant activity in kindling
model, which is a chronic animal model of epilepsy. Anandamide is an endocannabinoid ligand for
cannabinoid CB1 and CB2 receptors that is inactivated by cellular uptake followed by intracellular
hydrolysis by fatty acid amide hydrolase (FAAH). The central effects of anandamide are through the
CB1 receptors, since CB1 receptors are located primarily in the brain. In the present study, we
investigated the effects of anandamide-related drugs against a mouse corneal kindling model. CB1
receptor agonists, ACEA and WIN55212-2, showed dose-dependent anticonvulsant activities against
fully kindled mice. AM404, an uptake inhibitor of anandamide, exhibited a dose-dependent
anticonvulsant activity in fully kindled seizures. URB597, an inhibitor of FAAH, also exhibited
apparent anticonvulsant effects. These results indicate that anandamide-related drugs have remarkable
anticonvulsant effects in a mouse corneal kindling model.
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