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Role of membrane lipid-modulated signal transductions in endotoxin hyperresponse
of fatty livers
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Nonalcoholic steatohepatitis §NASH), characterized by accumulation of lipids
and oxidative stress in the hepatocytes and continual liver damage, is believed will soon be the
leading etiology of liver fibrosis and HCC. Hyperresponsivity to lipopolysaccharide (LPS) in fatty
liver iIndicated to contribute to the progression of NASH, including hepatic inflammation and
fibrosis, was observed in high-fat diet (HFD) mice compared with chow-fed mice. Transglutaminase
(TG2) is a crosslinking enzyme that forms a covalent bond between lysine and glutamine. In this
study, enhanced TG2 activation was selectively observed in liver macrophages in LPS-induced liver
injury mouse models. By integrating lipidome, proteome and transcriptome analyses, a hepatic
phosphatidylethanolamine-related membrane signaling network was established in NASH mouse models.
Finally, liver protective functions were observed with TG2 activity inhibitors in sepsis-related

liver injury and obesity and NASH mouse models.
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