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[Abstract] Objective: To explore the protective effects and mechanisms of Daphniphyllum calycinum-Polygonum hydropiper

(DCPH) on gastric mucosal injury. Methods: The active components and main targets of DCPH in the intervention of gastric mu-
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cosal injury were obtained from network pharmacology, PPI network was constructed, and GO and KEGG enrichment analysis
were carried out to screen possible biological processes and signaling pathways. The model of gastric mucosal injury in vitro was
established by stimulating GES-1 cells with ethanol, and the protective effects and mechanism of DCPH on GES-1 cells were veri-
fied by detecting cell viability, reactive oxygen species (ROS) content, TNF-a and IL-18 expression, mitochondrial membrane
potential level, and TLLR4 and NF-kB protein expressions. Results: Through network pharmacology, 44 potential active compo-
nents of DCPH in the intervention of gastric ulcer/gastritis were screened out, including 29 core targets such as TNF, BCL2, EG-
FR and TLR4, which involved many biological processes and signaling pathways, such as PI3K-Akt, HIF-1, NF-«B and ROS.
The in vitro experimental results showed that compared to the normal group, ethanol could significantly inhibit the activity of
GES-1 cells (P<C0.001), increase the ROS content (P<C0.001), induce the expression of inflammatory factors TNF-a and IL-18
mRNA (P<C0.001), significantly reduce the intracellular mitochondrial membrane potential, and significantly up-regulate TLR4
and NF-kB protein expressions. Compared to the model group, DCPH significantly increased the vitality of GES-1 cells induced
by ethanol (P<C0.05), improved the cell morphology, decreased the intracellular ROS level (P<C0.05), inhibited the expressions
of TNF-a and IL-18 (P<C0.05) , restored the mitochondrial membrane potential level, and significantly inhibited the expressions
of TLR4 and NF-«kB proteins (P<C0.05). Conclusion: DCPH alleviates the damage of GES-1 cells and plays an anti-gastric muco-
sal injury role by down-regulating the expression of TLR4/NF-kB signaling pathway, reducing the ROS content, inhibiting the ex-
pression of inflammatory factors, and restoring the level of mitochondrial membrane potential.

[Key words] Daphniphyllum calycinum-Polygonum hydropiper; Gastric mucosal injury; GES-1; Network pharmacology;
TLR4/NF-kB
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