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The unfolded protein response (UPR) signal is involved in metabolic regulation. However, the
significance of the protein kinase R-like endoplasmic reticulum kinase (PERK) signaling pathway in
metabolism remains to be clarified. Our study show that skeletal muscle-specific PERK activation
promotes energy consumption in brown adipose tissue (BAT) and suppresses diet-induced obesity. We
reveal that when elF2a is phosphorylated by PERK, it acts through activating transcription factor 4
(ATF4) to stimulate energy consumption by inducing secretion of the myokine FGF21.
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