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Adipocytes secrete bioactive molecules, called adipocytokines which regulate

metabolic homeostasis under conditions of physiologic or pathological stress.
We identified SDF-1 as a new adipocytokine. SDF-1 induced extracellular signal-regulated kinase
signal, which phosphorylated and degraded IRS-1 protein in adipocytes, decreasing insulin-mediated
signaling and glucose uptake. In contrast, knockdown of endogenous SDF-1 or inhibition of its
receptor in adipocytes markedly increased IRS-1 protein levels and enhanced insulin sensitivity,
indicating the autocrine action of SDF-1. In agreement with these findings, adipocyte-specific
ablation of SDF-1 enhanced insulin sensitivity in adipose tis sues and in the whole body.

These results point to a novel regulatory mechanism of insulin sensitivity mediated by adipose
autocrine SDF-1 action.
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