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Hepatocytotoxic mechanism of different processing products of Heshouwu

(Polygonum Multiflorum) based on transcriptomics
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(Abstract] Objective To investigate the mechanism of action of the processed Heshouwu (Polygoni Multiflori) (PM) in
reducing hepatocytotoxicity. Methods By treating 102 hepatocytes with raw Heshouwu (Polygonum Multiflora) (RPM) and processed
Heshouwu (Polygoni Multiflori) (PPM), cell viability and proliferative capacity of LO2 hepatocytes were detected using CCK-8 with
EdU reagent; the gene differences among the normal, RPM and PPM groups were analyzed and the gene set enrichment analysis

was performed by transcriptomics. Finally, Western blot and immunofluorescence were used to verify the expression levels of key
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proteins on the relevant pathways. Results CCK-8 and EdU experiments showed that RPM significantly inhibited cell viability and
proliferative capacity of hepatocyte compared to the normal group (P<001), hepatocyte viability and proliferative capacity in the PPM
group were significantly highercompared to the RPM group (P<0.01). The RNA sequencing revealed: 3449 up-regulated and 3793
down-regulated genes in RPM group compared with normal group; 3788 up-regulated and 3515 down-regulated genes in PPM
group compared with RPM group. GO classification showed that the genes were mainly involved in cell killing, cell aggregation,
metabolism, growth and other biological processes; KEGG classification suggested that these genes were mainly enriched in endocy-
tosis, lysosome, autophagy and other cellular processes. The Western blot and immunofluorescence analyses showed the significantly
higher protein level of LC3 (P<0.01) and lower protein level of P62 (P<0.01) in RPM group than in normal group; PPM group had the
significantly lower protein level of LC3 (P<0.01) and higher level of P62 (P<0.01) than RPM group. Conclusion PPM is able to alle-

viate hepatocytotoxicity, whose mechanism may be reducing autophagy. The study may provide a new intervention to alleviate the

toxicity of PM.

(Keywords) Heshouwu (Polygonum Multiflorum); processing; autophagy; hepatotoxicity; transcriptomics
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