©
2016 2018

Elucidation of
hepatocellular

Sakata, Jun

molecular mechanism through autophagy in carcinogenesis of
carcinoma

3,600,000

p62
p62 KEAP1

p62-KEAP1-NRF2
HCC HCV

Nrf2 UDP-
UDP-

p62
HCV

NRF2 HCC

p62 KEAP1
HCC

p62/Sgstml is a multifunctional protein involved in cell survival, growth
and death, that is degraded by autophagy. Amplification of the p62/Sgstml gene, and aberrant
accumulation and phosphorylation of p62/Sgstml, have been implicated in tumour development. We
revealed the molecular mechanism of p62/Sgstml-dependent malignant progression in carcinogenesis of
hepatocellular carcinoma (HCC), and suggest that molecular targeting of p62/Sqgstml represents a
potential chemotherapeutic approach against HCC. Phosphorylation of p62/Sgstml at Ser349 directs
glucose to the glucuronate pathway, and glutamine towards 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/Sqstml accumulates in tumour regions positive

for hepatitis C virus.
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