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Abstract: Objective To investigate the mechanism of Hedyotis diffusa in treatment of well differentiated pancreatic neuroendocrine
tumor (pNET) via network pharmacology and in vitro cytologic experiments. Methods The active constituents of H. diffusa and
drug targets were obtained from the Traditional Chinese Medicine System Pharmacology Database and Analysis Platform (TCMSP),
and the disease-related targets of pNET were retrieved from GEO, GeneCards, OMIM, PharmGkb, and Drugbank databases. Gene
Ontology (GO) and Kyoto Encyclopedia of Genes and Genomes (KEGG) enrichment analysis for common targets of drugs and
disease was performed using the R software. CCK-8 assay were used to verify the inhibiton of H. diffusa extract on proliferation of
human pancreatic neuroendocrine tumor of BON-1 and QGP-1 cells and apoptosis related proteins of the influence of the Bel - 2

expression.. Western blotting was used to observe effect of H. diffusa extract on apoptosis of BON-1 and QGP-1 cells. Results A
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total of 158 drug targets of seven active ingredients of H. diffusa, and 2 870 disease-related targets orelated to pNET were obtained

resulting in 119 common targets. A total of 2 099 items were obtained by GO functional enrichment analysis. A total of 162 signaling

pathways were obtained by KEGG enrichment analysis, including apoptosis, PI3K-Akt, and P53 signaling pathways, etc (P < 0.05).
CCK-8 assay showed that the extract of H. diffusa had a concentration-dependent inhibitory effect on proliferation of BON-1 and QGP-1

cells. Western blotting showed that the protein expression of Bcl-2 in the high-concentration extract of H. diffusa group was significantly

decreased compared with the control group (P < 0.05). Conclusion The extract of H. diffusa can effectively inhibit the proliferation of

human pancreatic neuroendocrine tumors of BON-1 and QGP-1 cells and promote apoptosis by inhibiting the expression of Bcl-2

protein. A. diffusa can treat pancreatic neuroendocrine tumors through multi-component, multi-target and multi-pathway approaches.
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