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The role of HSP110 family, Apg-2 in NASH-related hepatic lipid and glucose
metabolism.
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Hsp110 famll¥ Apg-2 has a chaperone-like activity similar to Hsp70.
However, the physiological and pathological functions of Apg-2 in NAFLD remain unclear. We studied
HFD-induced liver steatosis in Apg-2-deficient mice for clarifying the role of Apg-2 in NAFLD. HFD
for 12 weeks induced obesity and liver steatosis in wild-type mice but not in Apg-2-deficient mice.
HFD-induced elevation of serum t-cholesterol and ALT levels were improved with enhanced
phosphorylation levels of AMPKa in Apg-2-deficient mice. Hepatic mRNA levels of SREBPlc, FAS, and
ACC were also significantly decreased compared with wild-type mice. Liver-specific overexpression of
Apg-2 in Apg-2-deficient mice restored obesity and liver steatosis by decreasing phosphorylated
AMPKa and promoting LKB1 ubiquitination and degradation. Hepatic Apg-2 expression promotes liver
steatosis via AMPK signaling inhibition, suggesting that the regulation of Apg-2 activities is a
therapeutic target for NAFLD.
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