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Enhanced de novo lipogenesis mediated by SREBP is thought to be involved in
nonalcoholic steatohepatitis (NASH) pathogenesis. In this study, we assessed the impact of SREBP
inhibition on NASH and liver cancer development in murine models. Unexpectedly, SREBP inhibition via

deletion of SCAP in the liver exacerbated liver injury, fibrosis, and carcinogenesis, despite
markedly reduced hepatic steatosis. SCAP-SREBP pathway inhibition altered the fatty acid (FA)
composition of phosphatidylcholines due to both impaired FA synthesis and disorganized FA
incorporation into phosphatidylcholine via LPCAT3 downregulation, which led to endoplasmic reticulum
stress and hepatocyte injury. Thus, excessively strong and broad lipogenesis inhibition was
counterproductive for NASH therapy, which will have important clinical implications in NASH
treatment.
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