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Abstract

Cannabis contains about 60 different cannabinoids, including the psychoactive component,
A °-tetrahydrocannabinol, and non-psychoactive components, which include cannabidiol,
cannabinol and cannabigerol. Among these components, the cerebroprotective mechanism of
cannabidiol, a non-psychoactive constituent of cannabis, was examined by using 4-h mouse
middle cerebral artery (MCA) occlusion model in acute, sub-acute and chronic phase.

Cannabidiol significantly prevented infarction and MPO activity at 20 hours after reperfusion.
These effects of cannabidiol were not inhibited by either SR141716 or AM630. Cannabidiol
inhibited the MPO positive cells expressing HMGB1 and also decreased the expression level of
HMGBI1 in plasma. In addition, cannabidiol decreased the number of Ibal- and GFAP-
positive cells at 3 d after cerebral ischemia. Moreover, cannabidiol improved neurological
score and motor coordination on the rota-rod test.

Repeated treatment with cannabidiol for 14 days after cerebral ischemia improved the
functional deficits, survival rates and decreased HMGBI1 level in plasma and the number of Ibal
expressing HMGBI1 positive cells.

Cannabidiol will open new therapeutic possibilities not only ischemic acute phase but also

post-ischemic injury via HMGB 1-inhibiting mechanism.
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