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[Abstract] Objective: To investigate the effects of Schisandrin B (Sch B) on ferroptosis, which is mediated by the SIRT1/
Nrf2/HO-1 signaling pathway, and to elucidate its molecular mechanism in suppressing airway inflammation. Methods: An in vi-

tro inflammatory model was established by stimulating human airway epithelial cells with lipopolysaccharide (LLPS). The cell via-
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bility was measured using the cell counting kit-8( CCK-8) assay to determine the appropriate concentrations of Sch B for interven-
tion. The cells were then divided into the following groups: control, model, low-dose Sch B (5 umol/L) , high-dose Sch B (10
pmol/L), and SIRT1 agonist (SRT1720) groups. The levels of interleukin (11.)-6, 11.-8, MCP-1, and 11.-33 were detected by
ELISA. Intracellular reactive oxygen species (ROS) levels were assessed using the C11-BODIPY fluorescent probe. Mitochondri-
al morphology was observed by transmission electron microscopy. The protein expression of glutathione peroxidase 4 (GPX4) ,
acyl-CoA synthetase long-chain family member 4 (ACSL4), SIRT1, nuclear and cytoplasmic nuclear factor erythroid 2-related
factor 2 (Nrf2) , and heme oxygenase-1 (HO-1) was measured by Western blot. Intracellular Fe*" concentration and SIRT1 en-
zyme activity were determined using commercial kits. The acetylation level of Nrf2 was examined by co-immunoprecipitation.
Results: Compared with the control group, the model group showed significant increases in the release of inflammatory factors
(IL-6, IL.-8, MCP-1, and I1.-33), ROS levels, ACSL4 protein expression, Fe*" concentration, and cytoplasmic Nr{2 protein ex-
pression, along with significant decreases in GPX4, SIRT1, nuclear Nrf2, and HO-1 protein expression as well as SIRT1 en-
zyme activity, all of which were statistically significant (P<C0.01). Compared to the model group, Sch B treatment
dose-dependently and significantly reversed the changes in the above indicators and reduced the acetylation level of Nrf2, with sta-

tistical significance (P<C0.01). Conclusion: Sch B may alleviate asthmatic airway inflammation by inhibiting ferroptosis in airway

epithelial cells, which is likely mediated through the activation of the SIRT 1/Nrf2/HO-1 signaling pathway.
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Fig1 Concentration screening of Schisandrin B and its effects on inflammatory cytokines.
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Fig 3 Effect of Schisandrin B on ferroptosis in airway epithelial cells
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