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The nuclear receptor PPAR and its regulators upregulate lipid metabolism and
are promising target molecules for the prevention and treatment of nonalcoholic steatohepatitis
(NASH). We established a screening system for PPAR activators and obtained new PPAR ligands. Based
on co-crystal structure analysis of this compound and PPAR, we developed more active compounds.
These compounds exhibited inhibitory effects on liver fibrosis in NASH model mice. In addition, we
revealed that LPIN, which regulates PPAR in the nucleus, is dephosphorylated by PGAM5 and
translocated from the cytoplasm to the nucleus. These findings will be useful for for the
development of new therapeutics for NASH.
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