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WFFERE SR OMEEE (Z30) @ Liver X receptor (LXR) @ and LXR 3 belong to the nuclear receptor
superfamily and play central roles in the transcriptional control of lipid metabolism.
We describe a novel LXR target, midline—1-interacting G12-1ike protein (MIG12), which has
been recently identified as an acetyl—coenzyme A carboxylase-binding protein. The binding
causes the induction of de novo fatty acid (FA) synthesis through the activation of
acetyl-coenzyme A carboxylase (a rate-limiting enzyme for de novo FA synthesis)
Luciferase reporter gene assays using the M/GI12 gene promoter revealed the existence of
a LXR-responsive element (LXRE) and carbohydrate-responsive element—binding protein
(ChREBP) —responsive element named LXRE3 and carbohydrate response element 1, respectively.
Deletion and mutation of LXRE3 and carbohydrate response element 1 abolished LXR and ChREBP
responsiveness, respectively. Electrophoretic mobility shift assays demonstrated that the
LXR/ retinoid X receptor o complex was bound to LXRE3. Treatment with high glucose
concentration, which leads ChREBP activation, or LXR activator stimulated MIG12 expression
in rat primary hepatocytes, and combined treatment further stimulated MIG12 expression.
Furthermore, hepatic expression of MIG12 in mice was induced by refeeding. Overexpression
of MIG12 stimulated and knockdown of MIG12 attenuated LXR ligand-stimulated de novo FA
synthesis and triacylglycerol accumulation. These results indicate that MIGI2 is a

mediator for stimulation of lipogenesis by LXR activation in the liver.
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