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[Abstract] Objective: To investigate the effect and mechanism of baicalin on hypoxia—reoxygenation injury
in H9¢2 cells via regulating ferroptosis. Methods: Rat H9¢2 cardiomyocytes hypoxia—-reoxygenation injury model
was constructed with Na,S,0,, followed by baicalin intervention. Cell viability, ROS, mitochondrial membrane
potential, and F?* levels were measured using assay kits. Western blotting was utilized to evaluate cell PTGS2,
NOX2, and GPX4 protein expression levels. Cell Fe?* levels were examined using assay kits after baicalin
intervention with PTGS2 agonist BUR1 following Na,S,0, induction. Results: Baicalin up to 80 pmol/L showed
no toxicity to H9c2 cells. Na,S,0, induced ferroptosis in H9c2 cells, characterized by elevated ROS and Fe®*
levels, mitochondrial membrane potential collapse, and significant decrease in GPX4 expression (P <0.05).
Baicalin intervention led to decreased ROS and Fe?* levels induced by Na,S,0, restored mitochondrial
membrane potential, markedly increased GPX4 expression (P<0.05), and reversing the process of ferroptosis.
After Na,S,0, induction in H9¢2 cells, PTGS2 and NOX4 expression significantly increased (P<0.05), while
baicalin markedly reduced the expression of PTGS2 and NOX4 induced by Na,S,0,(P<0.05). Baicalin exhibited
good binding activity with PTGS2 and NOX4, with binding energies of -10.65 and -8.82 kcal/mol,
respectively. BUR1 could reverse the baicalin—inhibited Fe** levels. Conclusion: Baicalin demonstrates a clear

therapeutic effect on ferroptosis in the hypoxia—reoxygenation injury model established by Na,S,0,-induced
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HO9¢2 cells, and its treatment mechanism may be associated with the inhibition of PTGS2 and NOX4 protein

expression.
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