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Abstract: Objective To explore the antidepressant mechanism of tenuifolin using network pharmacology and molecular docking
technology. Methods The targets of tenuifolin were predicted using the Swiss Target Prediction and PharmMapper databases.
Depression-related targets were obtained from the OMIM, GeneCards, TTD, and DisGeNET databases. The common targets were
identified via the Venny website, and the protein-protein interaction (PPI) network was constructed using the STRING database and
Cytoscape software. Gene Ontology (GO) and Kyoto Encyclopedia of Genes and Genomes (KEGG) enrichment analyses of the common
targets were performed using the DAVID database. Molecular docking was conducted with AutoDock Vina software. Results A total of 308
targets for tenuifolin and 5 962 depression-related targets were obtained, and 217 common targets were identified after taking the
intersection. Based on degree, betweenness centrality, and closeness centrality, 78 core targets were screened out, among which the top

five were serine/threonine-protein kinase B (Aktl), albumin (ALB), heat shock protein 900 family class A member 1 (HSP90AAL),
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signal transducer and activator of transcription 3 (STAT3), and proto-oncogene tyrosine-protein kinase (SRC). GO and KEGG

enrichment analyses indicated that the positive regulation of MAPK cascade, signal transduction, positive regulation of

phosphatidylinositol 3-kinase/protein kinase B (PI3K/Akt1) signaling transduction, positive regulation of ERK1 and ERK2 cascade,

adenylyl cyclase-activating adrenergic receptor signaling pathway, prolactin signaling pathway, and FoxO signaling pathway play key

roles in the antidepressant effect of tenuifolin. In addition, molecular docking results showed that tenuifolin exhibit good binding
activity with Aktl, ALB, HSP90AALI, SRC, and STAT3. Conclusion Aktl, ALB, HSP90AA1, SRC, STAT3, and related pathways

may be potentially associated with the improvement of depressive behavior by tenuifolin, providing candidate directions for subsequent

mechanistic research and target development in depression.
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