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Phosphorylation of p62/Sgstml activates Nrf2 during selective autophagy
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In this study, we showed that Ser351 phosphorylation of p62 markedly increases
p62’ s binding affinity for Keapl, an adaptor of the Cul3 based E3 ubiquitin ligase complex for Nrf2

degradation. Therefore, p62 phosphorylation induces expression of cytoprotective Nrf2 target genes.
Importantly, persistent phosphorylation of p62 was observed in hepatic adenoma in autophagy-deficient
livers and in several cases of human hepatocellular carcinoma (HCC). Knockout of p62 gene in an HCC cell
line markedly abrogated the growth, whereas forced expression of a phosphorylation mimic p62, but not a
phosphorylation defective mutant, resulted in recovery of the growth defect. These results indicated the
involvement of persistent activation of Nrf2 through the phosphorylation of p62 in hepatoma development.
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