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Analyses of the intracellular leptin signaling in leptin resistance and development
of a screening system for anti-obese drugs
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Coexistence of obesity and leptin resistance makes it difficult to analyze the mol
ecular mechanisms of leptin resistance. To create a new model of leptin resistance without obesity, we fe
d leptin transgenic (Lep Tg) mice that overexpress leptin in the liver on high fat diet (HFD) for 1 week.

The body weight of Lep Tg mice fed on HFD was comparable to that of wild type (WT) littermates fed on sta
ndard chow diet (CD). Administration of leptin failed to suppress in Lep Tg mice fed on HFD while it decr
eased food intake in WT mice. Only in Lep Tg mice fed on HFD, leptin -stimulated immunostaining of phosph
orylated STAT3 or c-fos was decreased in the arcuate nucleus whereas it was not decreased in the nucleus t
ractus solitaries and hippocampus. In conclusion, we created a new mouse model of leptin resistance witho

ut obesity. They exhibited leptin resistance in the region-specific manner. Further analyses would provi
de new insights into the molecular mechanism of leptin resistance.
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