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Construction of food signal science targeting hypothalamic function
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Recentlﬁ, we have clarified the regulation mechanism of hypothalamic hormone
sensitivity by the intestinal hormone GIP and demonstrated that hypothalamic hormone sensitivity is
under the control of endogenous and exogenous ligands through gut-brain linkage. In this study, we
aimed to elucidate the interaction between food-derived components and leptin iIn the hypothalamus.
We found that oral administration of food-derived YHIEPY to obese mice improved leptin sensitivity
by suppressing activation of hypothalamic Rapl, inflammatory cytokines, and SOCS-3, and exhibited

anti-obesity effects. Therefore, we demonstrated that food-derived signal regulates leptin
sensitivity via the hypothalamic Rapl system.
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