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We have previously reported that phosphorylation of p62 at Ser349 markedly
increases p62’ s binding affinity for Keapl, an adaptor of the Cul3-ubiquitin E3 ligase complex
responsible for degrading Nrf2, and induces expression of cytoprotective Nrf2 targets
(p62-Keapl-Nrf2 axis). Further, we have demonstrated that the S349-phosphorylated p62 causes
rearrangement of glucose and glutamine metabolism through persistent activation of Nrf2, which
provides HCC cells with both tolerance to anti-cancer drugs and proliferation potency. However, the
molecular mechanisms regulating the p62-Keapl-Nrf2 axis are not yet fully understood. In this study,

we performed high-content screening with human whole siRNA library. Further, we established
derivatives of K67, inhibitor for the Keapl-phosphorylated p62 interaction, and developed
fluorescent K67-derivertive.
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