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To elucidate the role of FGF21-oxytocin system in the development and worsening of diabetes and
obesity, we took two approaches
1. Analysis of oxytocin neuron-specific FGF21 receptor knockout (cKO) mice

cKO mice showed higher preference toward the diet rich in simple sugar and simple sugar solutions
whereas their preference toward artificial sweeteners and dextrin, which do not stimulate FGF21
secretion, were not altered. We are currently evaluating the glucocontrol and body weight of these
mice under diet-induced obesity model.

2. Alteration of the FGF21-oxytocin system in diabetes and obestiy

We analyzed two models, diet-induced obesity (DI0) and genetical ly—induced obesity (db/db). We
found that DIO mice showed significant increase in plasma FGF21 level at the baseline, and lost
glucose-stimulated FGF21 release. In contrast, db/db mice fed normal diet developed diabetes and
obesity, but they showed normal plasma FGF21 level at the baseline. However, they lost
glucose—-induced FGF21 release. Therefore, diabetes and obesity are associated with the loss of
glucose-induced FGF21 release. We are currently assessing the FGF21 sensitivity of oxytocin neurons
to the recombinant FGF21 injection.




