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GHSR is selectively exEressed in the hindbrain and vagus nerve of
Phox2B-GHSR mice. GHSR-expressing neurons in the nodose ganglion are less abundant in the mice than
in wild-type mice. Intraperitoneal ghrelin administration did not induce food intake or growth
hormone release, suggesting that the abundance of GHSR-expressing neurons is critical for peripheral
ghrelin action.

NMU acts directly on 3 cells through NMURL in an autocrine or paracrine fashion to suppress insulin
secretion. NMU also induces mitochondrial dysfunction and ER stress, eventually leading to impaired
B -cell functions.

Ghrelin' s orexi?enic activity was abolished after 2-4 weeks HFD-fed mice, consistent with the

timing of accumulation and activation of macrophage/microglia in the nodose ganglion and

hypothalamus. Calorie-restricted weight loss restored ghrelin responsiveness and alleviated the
upregulation of macrophage/microglia activation markers and inflammatory cytokines in the nodose
ganglion and hypothalamus.
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