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Exploration of novel pathway and genetic markers involved in dyslipidemia at
post-GWAS era
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Carbohydrate responsive element binding protein (ChREBP), a master regulator of
hepatic lipogenesis, was identified as a novel binding partner of mammalian tribbles homologue 1 (TRIB1),
the gene of which showed genetic association with plasma triglyceride levels. TRIB1 enhanced ChREBP
proteolysis via ubiquitin-proteasome pathway. TRIB1 simultaneously enhanced mRNA expression of microsomal
triglyceride transfer protein (MTTP), a principal molecule for VLDL secretion, via molecular interaction
with Sin3A associated protein, 18kD. These two pathways may be involved in the genetic association of
TRIB1 SNP in the enhancer element with plasma and hepatic lipid levels.

Furthermore, we discovered genetic association of Glucose-dependent insulinotropic polypeptide (GIP) with
adiposity levels of visceral fat, which may be a predictive factor for the susceptibility to metabolic
syndrome. We applied this result for a patent.
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