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In this research project, we reveal the molecular mechanism of
p62/Sgstml-dependent malignant progression, and suggest that molecular targeting of p62/Sgstml
represents a potential chemotherapeutic approach against hepatocellular carcinoma (HCC).
Phosphorylation of p62/Sgstml at Ser349 directs glucose to the glucuronate pathway, and glutamine
toward glutathione synthesis through activation of the transcription factor Nrf2. These changes
provide HCC cells with tolerance to anti-cancer drugs and proliferation potency. Phosphorylated
p62/Sgstml accumulates in tumor regions positive for hepatitis C virus (HCV). An inhibitor of
phosphorylated p62-dependent Nrf2 activation suppresses the proliferation and anticancer agent
tolerance of HCC. Our data indicate that this Nrf2 inhibitor could be used to make cancer cells less

resistant to anticancer drugs, especially in HCV-positive HCC patients.
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