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[ Abstract]  Objective: To explore the effect of high mobility group box protein 1 (HMGB1)

on myocardial fibrosis by regulating autophagy activity of human cardiomyocytes (AC16) and
its possible mechanism. Methods: AC16 cells were cultured in DMEM medium and treated
with different concentrations of HMGB1 (0. 4. 20. 100 pg/L) for 6 h. The expression of
a-smooth muscle actin (a-SMA), a marker protein of cardiac fibroblast activation, was detected
by immunofluorescence staining. Western blot was used to determine the expression levels of
myocardial autophagy-related proteins mammalian target of rapamycin (mTOR), phosphorylated
mTOR (p-mTOR), light chain 3 (LC3), phosphoinositide-3-kinase 3 (PIK3C3), soluble and
insoluble p62, a-SMA, and collagen I (Collagen [ ) in AC16.The interaction between a-SMA and
p62 was assessed by co-immunoprecipitation. Results: The expression levels of myocardial
fibrosis marker protein (collagen I and a-SMA), autophagy protein PIK3C3, insoluble p62,
P-mTOR/mTOR ratio, LC3- [l /LC3- | ratio were increased in a dose-dependent manner. In
contrast, the expression level of soluble p62 was decreased in a dose-dependent manner. The
differences between groups were statistically significant (all P<<0.01). There was an interaction
between p62 and a-SMA. Conclusion: Exogenous HMGBI inhibits autophagic flux in AC16 cells
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and induces myocardial fibrosis.
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