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The development of obesity involves multiple mechanisms. Here we demonstrate adipocyte
Rho/Rho-kinase as a culprit in obesity. In high fat diet (HFD)-fed mice, Rho-kinase inhibitor treatment
prevented body weight gain and insulin resistance. Transgenic mice overexpressing adipocyte-specific
dominant-negative RhoA mutant manifested less HFD-induced weight gain and improved glucose
metabolism. Our findings indicate that hypertrophic process during lipid accumulation in adipocytes
activates Rho/Rho-kinase pathway through mechanical stretch and induces adipose tissue inflammation
in obesity. The intervention of Rho/Rho-kinase pathway may constitute a novel strategy disrupting
vicious circles aggravating obesity.
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