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The molecular mechanism underlying the activation of brown adipocytes
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By biochemically purifying the PRDM16 complex, we identified GTF2IRD1, as a
cold-inducible transcription factor that mediates to suppress fibrosis via direct interaction.
Adipocyte-selective expression of GTF2IRD1 suppresses adipose tissue fibrosis and improves systemic
glucose homeostasis, while depleting GTF2IRD1 promotes fibrosis in a cell-autonomous manner.
GTF2IRD1 suppresses the expressions of TGF-B -dependent pro-fibrosis genes. These results suggest a
mechanism by which a PRDM16 complex alleviates diet-induced adipose tissue fibrosis, thereby
improving systemic insulin resistance and glucose homeostasis. Furthermore, GTF2IRD1 forming a
complex with PRDM16, mediates the suppression of TGF-B related pro-fibrosis genes independently of
UCP1. Qur data provide a novel insight into approaches to improving systemic insulin resistance and
glucose homeostasis by targeting adipose tissue fibrosis.
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