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Molecular mechanism of autophagy during differentiation and induction of hepatic
stem cells in liver injury and regeneration
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In this study, we investigated the molecular mechanism of autophagy, with special
reference to p62 and associated signaling in hepatic differentiation. Silencing of ATG5 decreased active
LC3 and increased p62, which indicated inhibition of autophagy. Conversely, SQSTM1/p62 silencing impaired
or delayed hepatic differentiation. Amino acid activation of mTOR signaling was enhanced by ATG5
silencing and suppressed by SQSTM1/p62 silencing. In conclusion, promoting mTOR Bathway activation by
amino acids is dependent on intracellular accumulation of p62, which is induced by the inhibition of
autophagy and plays an important role in the hepatic differentiation of stem/progenitor cells.
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