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[Abstract] Objective To investigate the effects and molecular mechanisms of Wortmannin in inhibiting
bleomycin(BLM)-induced pulmonary fibrosis(PF) in mice via the phosphoinositide 3-kinase/protein kinase B
(PI3SK/Akt) signaling pathway. Methods A total of 36 male mice were randomly divided into six groups
using a random number table: normal saline control group (group A),BLM model group(group B),BLM +
Wortmannin intervention groups(Wortmannin doses: 0. 175,0. 350,0. 700 mg/kg; group C,D,E),and dimethyl
sulfoxide solvent control group(group F),with six mice in each group. PF was induced by intratracheal instil-
lation of BLM(5 mg/kg). Wortmannin was administered via tail vein injection for 21 consecutive days. His-
topathological changes in lung tissues were assessed by hematoxylin-eosin staining and Masson staining.
Hydroxyproline content and the expression of PI3K/Akt pathway-related proteins [ Akt, phosphorylated Akt
(p-Akt) ,Caspase-9,phosphorylated Caspase-9(p-Caspase-9) ] were analyzed by western blot and immunohis-
tochemistry. Results Compared with group A, groups B and F showed marked alveolar structural destruc-
tion, significantly increased hydroxyproline content, elevated expression of p-Akt and p-Caspase-9, and de-
creased Caspase-9 expression(P <C0. 001). The degree of pulmonary fibrosis in Groups C,D,and E was attenu-
ated in a dose-dependent manner. Compared with Group B, Groups D and E showed significantly decreased
hydroxyproline content, significantly inhibited expression of p-Akt and p-Caspase-9, and significantly en-

hanced Caspase-9 activation,with statistically significant differences(P<C0. 05). No significant difference was
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degres of fibrosis in mice observed between groups B and F(P >>0. 05). Conclusion Wortmannin significantly

ameliorates BLM-induced PF in mice by inhibiting PI3K/Akt pathway phosphorylation and promoting

Caspase-9-dependent apoptosis. Its antifibrotic effect is dose-dependent; however, high-dose Wortmannin

(0. 700 mg/kg) may be partially modulated by compensatory signaling pathways.
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