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(Abstract] Objective To investigate the therapeutic effects and mechanism of action of Weimishu in treating Helicobacter
pylori (Hp)—induced gastritis in mice. Methods A total of 36 mice were randomly divided into control, model, low— [743 g/kg-d)]
medium— [1485 glkg-d)l, and high—dose Weimishu [29.70 glkg-d)}, and positive drug groups (Lizhuwei Sanlian 320 g/kg-d)), with six
mice in each group. Except for the control group, mice in the other 5 groups were administered 0.3 ml of a mixed antibiotic
solution (gentamicin 1.2 mg/ml, ampicillin 10 mg/ml, azithromycin 10 mgml) by gavage for three consecutive days and then were
fasted for 1 day before oral gavage with Hp suspension. The therapeutic effects of Weimishu on Helicobacter pylori-induced gastritis
in mice were evaluated by the following methods: HE staining, PAS staining, and Wright-Giemsa staining were used to observe the
gastric tissue injury; ELISA was used to determine the levels of 1L-6, TNF—a, and IL-17; Flow cytometry was employed to analyze
the proportion of T helper 17 (Th17) cells; immunohistochemistry was performed to check the neutrophil marker lymphocyte antigen
6 complex locus G (Ly6G), while immunofluorescence co-staining was used to assess myeloperoxidase (MPO) and citrullinated
histone H3 (CitH3). The protein expression levels of 11-6, signal transducer and activator of transcription 3 (STAT3), phosphorylated
STAT3 (p—STAT3), and retinoic acid-related orphan receptor yt (RORyt) were tested by Western blot. Results Compared with the
control group, the model group exhibited severe gastric tissue injury characterized by extensive mucosal layer degeneration and
necrosis, inflammatory cell infiltration and increased mucus secretion. Compared with the model group, gastric injury was alleviated
in the low— and high —dose Weimishu groups, with focal mucosal degeneration and necrosis, and marked inflammatory cell
infiltration, slight changes in mucus secretion in the low—dose Weimishu group, decreased mucus secretion in the high—dose group.
The medium-dose Weimishu group showed alleviated injury, mild mucosal layer degeneration and necrosis, reduced inflammatory
cell infiltration, and reduced mucus secretion. Compared with the control group, the levels of 1L-6, TNF—a and IL-17 in the model
group increased (P<0.01). Compared with the model group, the low—, medium- and high—-dose Weimishu groups showed decreased
levels of IL-6, TNF—a and IL-17 (P<0.05 and P<0.01 ). Compared with the control group, the proportion of Th17 cells in the model
group increased (P<0.01). Compared with the model group, there was no significant difference in the proportion of Th17 cells in the
low— and high—dose Weimishu groups, while the medium—dose group showed a decreased proportion of Th17 cells (P<0.05).
Compared with the control group, the Ly6G—positive staining area, and the positive cell rates of MPO and CitH3 increased in the
model group (P<0.01). Compared with the model group, the Ly6G—positive staining area, and the positive cell rates of MPO and
CitH3 decreased in low—, medium- and high—dose Weimishu groups (P<0.01). Compared with the control group, the protein
expression levels of IL-6, p-STAT3 and RORyt in the model group increased (P<0.01), and no significant difference was observed
in the expression of STAT3 protein. Compared with the model group, the protein expression levels of 1L.-6, p—STAT3 and RORvyt in
the low—, medium—- and high—-dose Weimishu groups decreased (P<0.05 and P<0.01), and the expression of STAT3 protein was not
statistically significant. Conclusion Weimishu may exert therapeutic effects by regulating the IL-6/STAT3/RORvt signaling pathway
involved in Th17 cell differentiation, thereby alleviating gastric tissue injury, modulating Th17 cell polarization, and inhibiting
neutrophil extracellular trap formation in mice with Hp-induced gastritis. These findings may provide a new therapeutic perspective
for the treatment of chronic erosive gastritis.

(Keywords] Helicobacter pylori—induced gastritis; Weimishu; IL-6/STAT3/RORvyt signaling pathway; Th 17 cell differen-
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Fig.1 HE staining showing pathological morphological changes of gastric tissues in each

group of mice (X400, scale=50 wm)
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Fig.2 PAS staining of gastric tissues and the percentage of positive expression area in each

group of mice (x+s, n=6)
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Fig.3 Wright-Giemsa staining showing changes in gastric mucosal injury in gastric tissues in mice
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