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Chaihu Shugan San Inhibits Ap-induced Neurotoxicity by Regulating Autophagy-lysosome Pathway
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(Abstract)  Objective To explore the mechanism of Chaihu Shugan San (CSS) inhibits f-amyloid (AB)-induced neurotoxicity
via regulating autophagy-lysosomal pathway. Methods The neuron-like cells differentiated from rat PC12 pheochromocytoma
cells were selected as the research object, and the neurotoxicity induced by Ap was used as the model. The cytotoxicity of nerve cells
was detected by methyl thiazol tetrazolium (MTT) assay and lactate dehydrogenase (LDH) release assay. Monodansylcadaverine
(MDC) staining and LysoTracker fluorescent probe staining were used to observe autophagy, and Western blot was used to detect the
expression of autophagy-lysosome pathway-related proteins. Results AP inhibited the viability of PC12 cells in a concentration
and time-dependent manner within the range of 0.125-2.0 umol « L™, while CSS at 250 pg « mL™" and 500 pg « mL"' significantly
inhibited AB-induced decrease in cell viability and lactate dehydrogenase release (P < 0.05). Fluorescence staining showed that CSS
activated AB-induced autophagy and lysosomal activity. CSS can inhibit the phosphorylation of mTOR and increase the level of
LC3-II/LC3-1, and promote the formation of autophagosome. Conclusion CSS inhibited Ap-induced neurotoxicity probably by
regulating autophagy-lysosomal pathway.
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