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Development of therapeutic st[ate%y for NAFLD targeting novel molecules
identified through the analysis of genome cohort
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Our genome-wide association analysis to explore genetic loci associated with

lean NAFLD in the Japanese population suggested a new candidate locus mapped to GPC6 in chri3,
which also showed weak association with whole NAFLD. The association signal in GPC6 was suggested to
function as a regulatory element for adjacent genes, in which GPR180 was nominated as the most
likely locus involved functionally in hepatic lipid levels. Gprl80 knockout mice showed ameliorated
hepatic lipid deposition and serum lipid levels. The mTOR signaling pathway was the most plausible
pathway for the hepatic lipid accumulation in the results of GSEA analysis of the KO mice.
Phosphorylation analysis of the signal proteins also supported the weakened mTORC1 signaling in the
Gpr180KO mouse liver. The global inhibitor of mTORC, rapamycin, is ineffective for ectopic lipid
accumulation. GPR180 could be a novel therapeutic target for fatty liver and dyslipidemia.
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