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Nonalcoholic steatohepatitis (NASH) is emerging as an independent risk factor
for atherosclerotic cardiovascular disease associated with insulin resistance. However,
pathogenesis of NASH is not fully elucidated. eNOS knock-out (KO) mice show
metabolic consequences but the hepatic phenotype remain determined.

In this project, we found that only administration of high fat diet (HFD) could
induce NASH in eNOS KO mice, not in wild type mice. eNOS was expressed in
adipocytes and the inhibition of eNOS/NO enhanced lipolysis in vitro and in vivo. A
PPAR gamma antagonist up- regulated the expression of eNOS in adipocytes and gave



rise to the resistance to HFD induced fatty liver. Furthermore, reduction of eNOS
expression in adipocytes by HFD was also prevented by the drug.

In conclusion, eNOS in adipocytes plays a preventive role in the pathogenesis of
NASH through the inhibition of lipolysis. These findings could provide new insights
into the therapeutic approach for NASH and atherosclerotic cardiovascular disease.
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