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Last year, we have unraveled that our target molecule serves as a metabolite sensor to regulate
lipid metabolism pathway as well as other metabolic pathways and it is closely linked to
pathogenesis of obesity.

This year, we demonstrated the critical role of the metabolite-sensing site of this molecule by
performing RNA-seq analysis with the mutant lacking this site. In addition, we showed that the
primary role of this molecule is regulation of metabolic pathways by performing ChIP-seq
analysis, which also offered an opportunity to further identify the key molecule mediating the
effect of our target molecule. We are currently investigating the contribution of the molecule in
our system.

We have developed our story starting with liver, and now extrapolating it into other cells and
tissues. We found that our target molecule is playing a critical role in pancreatic beta-cells as
well.

Furthermore, we developed an assay system to measure the activity of our target molecule which
is high-throughput screening compatible. We are going to identify small molecules targeting our

molecule as novel therapeutics for obesity related disorders.
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Identification of a FoxO1/CtBP2 transcriptional complex targeted by the adipokine aP2 in
regulating hepatic glucose metabolism.
B i, &% 1. Gokhan S Hotamisligil V—AvA VYL ART7/VEE Q. EHAN
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CtBP2 regulates hepatic carbohydrate metabolism by sensing metabolite flux
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