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In order to examine the regulatory role of autophagy and p62/SQSTM1 in fatty liver
regeneration, we studied steatotic cell death (autophagy and apoptosis) in
liver/hepatocytes.

(1) Establishment of evaluation method for autophagy in cell/liver tissue. We tried to
quantitatively evaluate autophagy of cells and liver tissue by expressions of LC3 and
p62/SQSTM1, and electron micrograph.

(2) We studied the regulatory mechanism of p62/SQSTM1 expression and its relation to
apoptosis/autophagy and oxidative stress. p62/SQSTM1 expression was regulated by
autophagy specifically, not by apoptosis, but also regulated positively by
PI3-K/PDK/Akt—dependent signals. p62/SQSTM1 was also involved in suppression of cellular
oxidative stress and injury. Inmouse liver, p62/SQSTM1 increased cellular anti-oxidative
molecules such as SOD, Ref-1 and Catalase through Nrf-2 and suppressed oxidative stress.
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