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The antidepressant Agomelatine (Ago), unlike to classical antidepressants, possesses an unique receptor 
profile by activation of MT1 and MT2 receptors and antagonism on 5-HT2C receptor. The aim of the pre-
sent study was to explore the effect of Ago on kainate (KA)-induced status epilepticus (SE) and chronic 
epilepsy in Wistar rats. Repeated i.p. injection with Ago (40 mg/kg) at the 1st, 6th, 24th, 32th, 48th h after 
KA neither alleviated the number of paroxysmal events and their duration (electrographic seizures) dur-
ing SE nor EEG and behavioral spontaneous seizures during the chronic phase of epilepsy. The positive 
control with lacozamide (LCM) (50 mg/kg) significantly alleviated the SE-induced epileptiform activity. 
The present results revealed that Ago is unable to prevent SE and is ineffective against EEG registered 
spontaneous seizures. 
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Introduction
The newly developed antidepressant Agomelatine (Ago) is characterized with a unique 
receptor profile by activation of MT1 and MT2 receptors and antagonism on 5-HT2C 
receptor that give it an advantage compared to serotonin reuptake inhibitors (SSRIs) 
to possess chronobiotic activity both in rodents and human [7]. Several previous stud-
ies reported that Ago has anticonvulsant effects after acute injection in seizure tests on 
non-epileptic naïve rodents [1, 4]. However, this antidepressant was able to suppress 
seizures after single injection but not after chronic treatment due to receptor internaliza-
tion [4]. Our research team for the first time reported that chronic treatment with Ago 
after kainate (KA) induced status epilepticus exerts a strong neuroprotection in limbic 
structures but was ineffective against epileptogenesis and concomitant spontaneous sei-
zures [10]. Moreover, Ago alleviated the comorbid depression through suppression of 
inflammatory signaling (IL-1β and gliosis) during the chronic epileptic phase in rats.
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