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Protective effect and mechanism of Bexarotene on neuronal injury induced by cerebral ischemia reperfusion in mice
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Abstract: Objective To investigate the protective effect of Bexarotene on neuronal injury induced by cerebral ischemia reperfusion
(CIR) and its mechanism. Methods A total of 45 C57BL/6 male mice were randomly divided into sham group,model group and Bexarotene
group (5 mg/kg) ,with 15 mice in each group. The transient middle cerebral artery occlusion (tMCAO) model in mice was established by the
thread technique. After reperfusion,the effect of Bexarotene on the neurological function of mice was measured by the neurologic deficit score.
The morphological changes of neurons in damaged cerebral cortex were observed by HE staining. The neuronal apoptosis of damaged cerebral
cortex was assessed by TUNEL staining. The expression of Cleaved Caspase-3 was detected by immunofluorescence staining. The levels of
P-C-Jun,P-JNK, Cleaved Caspase-3 in damaged brain tissue were analyzed by Western blot. Results Compared with the sham group, the
nerve function injury of mice was more serious( P <0.05) ,the cortical neuron damage was aggravated (P <0.05) ,the number of TUNEL
positive cells and the expression of Cleaved Caspase-3 were higher (P < 0.05),the expression levels of P-JNK, P-C-Jun and Cleaved
Caspase-3 were up-regulated in the model group and the Bexarotene group( P <0.05). Compared with the model group, Bexarotene treatment
significantly reduced the neurobehavioral score of tMCAO mice (P <0.05),which effectively prevented the brain morphological changes,
reduced the number of TUNEL positive cells, down-regulated the expression levels of P-JNK,P-C-Jun and Cleaved Caspase-3 (P <0.05).
Conclusion Bexarotene has protective effect on neuron injury induced by cerebral ischemia-reperfusion, which may be achieved by inhibi-
ting the activation of JNK/Caspase-3 signaling pathway.
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