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WFZER R OMEEE (337) : Monocyte chemoattractant protein—1 (MCP-1) and its receptor CCR2
are pivotal for adipose tissue macrophage (ATM) recruitment and the development of insulin
resistance. However, other chemokine systems may also play a role in these processes.
In this study, we investigated the role of CCR5 in obesity-induced adipose tissue
inflammation and insulin resistance. We analyzed expression levels of CCR5 and its ligands
in white adipose tissue (WAT) of genetically (ob/ob) and high—fat (HF) diet—induced obese
(DIO) mice. CCR5 and its ligands were markedly upregulated in WAT of DIO and ob/ob mice.
Fluorescence—activated cell sorter analysis also revealed that DIO mice had a robust
increase in CCR5+ cells within ATMs compared with chow—fed mice. Furthermore, Ccrb5-/—
mice were protected from insulin resistance, glucose intolerance, and hepatic steatosis
induced by HF feeding. The effects of loss of CCR5 were related to both reduction of total
ATM content and an M2 dominant shift in ATM polarization. Thus, CCR5 plays a critical
role in ATM recruitment and polarization and subsequent development of insulin
resistance.
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