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Elucidation of the mechanism of the innate immune signal that induces
hypothalamic inflammation and feeding dysfunction
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We found that a TLR signaling molecule TRIF had an important role in the
pathogenesis of high-fat diet (HFD)-induced hypothalamic inflammation and leptin resistance. We
demonstrated that TRIF was expressed in the hypothalamus of wild-type mice by in situ hybridization.

In vivo analyses revealed that HFD- or an intrinsic TLR3 ligand Stathmin-induced inflammation and
reduced leptin signaling in the hypothalamus were improved in TRIF-deficent mice compared with
wild-type mice. However, TLR3-deficent mice showed different phenotypes from TRIF-deficent mice,
suggesting that another molecule other than TLR3 may be responsible for TRIF-induced hypothalamic
inflammation and leptin resistance.
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