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Elucidating a role of cross-talk between endothelial cell and adipocyte in the
maintenace of adipose tissue homeostasis

KOJI, IKEDA

3,500,000

Nrg4 Faml3a Faml3a [IRS-1
Faml3a
Nrg4 Nrg4
Faml3a Nrg4

Faml3a Nrg4
Faml13a Nrg4

We _have identified two candidate genes, Nrg4 and Faml3a, which are involved
in the pathogensis of obesity and its-related metabolic disorders. We found that Faml3a accentuated
adipocyte insulin signaling by inhibiting proteasomal degradation of IRS-1. Genetic deletion of
Faml3a improved systemic metabolic health in mice through preserving adipose tissue insulin
signaling. On the other hand, we revealed that Nrg4 is a novel angiogenic adipokine. Loss of Nrg4
caused reduction in adipose tissue vasculatures, and exacerbated obesity and its-related metabolic
disorders. Because Faml3a and Nrg4 expression in adipocytes substantially decreased during obesity,
activation of Faml3a and/or Nrg4 has a therapeutic potential for obesity-related metabolic
disorders.
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Identification and characterization of a novel gene that regulates adipocyte insulin
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