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Introduction: Status epilepticus (SE) is a series of seizures which can lead to serious neurological damages.
Cannabidiol (CBD) is extracted from the cannabis plant that has been approved as an anti-seizure medication. This
study aimed to determine the efficacy of various doses of cannabidiol on lithium-pilocarpine-induced SE in rats and
the possible involvement of multiple pharmacological pathways.

Methods and Materials: SE was induced by intraperitoneal (i.p.) injection of lithium (127 mg/kg, i.p)-pilocarpine
(60 mg/kg, i.p, twenty hours after lithium). Forty-two male rats were divided into seven groups, and the treated groups
received different doses of CBD (1, 3, 5, 10, and 25 mg/Kkg, i.p.). SE score was recorded over the next two hours.
Furthermore, we measured the levels of some biochemical factors in the hippocampus of each rat, such as pro-
inflammatory agents including interleukin (IL)-1p and tumor necrosis factor (TNF-a) using ELISA kits, and also CB1,
CB2, and GABAA receptors expression using the western blot technique.

Results: CBD at 5 mg/kg significantly reduced Racin’s scale, and duration of the seizures, and increased the onset
time of seizure (P<0.001). Moreover, CBD 5 mg/kg caused significant reductions in the elevated levels of IL-Ip and
TNF-a, as well as a significant increase in the decreased level of CB1 receptors expression compared to the control
group. Based on the obtained results, CBD was not able to restore the declined level of CB2 or GABA A receptors

Conclusion: Our study found anticonvulsant effects of CBD on the SE rat model induced by lithium-pilocarpine
with probable involvement of CB1 receptors and anti-inflammatory effects by reducing IL-18 and TNF-o markers
independent of CB2 and GABAA receptors.
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