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Abstract: Objective To investigate the pharmacological effect and effector mechanism of Yangyin Qingfei Ointment (YYQF) in the
intervention of pulmonary fibrosis in mice. Methods Twelve mice were randomly selected as the control group, while the remaining
animals underwent tracheal intubation and injection of bleomycin (BLM) to establish a pulmonary fibrosis model. After model
establishment, the mice were randomly divided into a model group, a pirfenidone tablet (270 mg-kg™') group, and Y YQF high, medium,
and low dose (18.0, 9.0, 4.5 mL-kg ") groups, with 12 mice in each group. The drugs were administered continuously for 28 days, and
samples were taken after the last administration. The lung index of the mice was calculated, and the content of hydroxyproline (HYP)
in lung tissue was detected using a reagent kit method. HE staining and Masson staining were used to observe the pathological changes
and collagen deposition in lung tissue. Enzyme-linked immunosorbent assay (ELISA) was used to detect the levels of tumor necrosis
factor (TNF-a) and interleukin-6 (IL-6) in lung tissue. Immunohistochemistry was used to detect the expression of a-smooth muscle

actin (a-SMA) and collagen I (COL1A) in lung tissue. Western blotting was used to detect the protein content of phosphorylated
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phosphatidylinositol 3-kinase (PI3K), protein kinase B (Akt), and mammalian target of rapamycin (mTOR) in lung tissue. Results
Compared with the model group, the high-dose YYQF group exhibited significantly reduced lung index and HYP content (P < 0.05,
0.01), decreased TNF-a expression level (P < 0.01), and reduced protein content of Akt and mTOR (P < 0.01). The medium-dose
YYQF group showed reduced HYP content (P < 0.01), decreased expression levels of TNF-a and IL-6 (P < 0.01, 0.05), reduced
expression of a-SMA and COL1A (P < 0.05, 0.01), and decreased protein content of Akt and mTOR (P < 0.01). The low-dose YYQF
group demonstrated significantly reduced lung index and HYP content (P < 0.05, 0.01), decreased IL-6 expression level (P < 0.05),
reduced expression of a-SMA and COL1A (P < 0.05, 0.01), and decreased protein content of PI3K, Akt, and mTOR (P < 0.05, 0.01).
Pathological examination results indicated that the lung tissue structure of the low-dose YYQF group model mice was relatively clear,
with mildly widened alveolar septa, fibrous tissue proliferation, and a small or focal distribution of blue-stained collagen fibers within
the lungs. Conclusion YYQF can improve bleomycin-induced pulmonary fibrosis, which may be related to the inhibition of
PI3K/Akt/mTOR signaling pathway.
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