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Abstract: Objective: To explore the antidepressant effect and mechanism of Zhizi Houpo Decoction in mice
with chronic unpredictable mild stress (CUMS)-induced depression model. Methods: Sixty male ICR mice were
randomly divided into six groups. Drug administration was performed continuously for 28 days along with model
establishment. Depressive-like behaviors were evaluated via behavioral indicators. ELISA and Western blot were
used to detect monoamine neurotransmitters, HPA axis-related indicators and hippocampal NLRP3 expression.
Results: The high- and medium-dose groups of Zhizi Houpo Decoction significantly ameliorated depressive
behaviors in model mice, upregulated the levels of hippocampal 5-HT, DA and BDNF, and downregulated serum
CORT, IL-6 and hippocampal NLRP3 expression in a dose-dependent manner. The efficacy of the high-dose group
was comparable to that of fluoxetine. Conclusion: Zhizi Houpo Decoction exerts antidepressant activity, and its
mechanism may be associated with increasing the levels of monoamine neurotransmitters and BDNF, as well as
inhibiting HPA axis hyperactivity and NLRP3 inflammasome activation.
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