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WFZER RO EE (330) : A high—fat diet (HFD) is a well-known contributing factor in the
development of obesity. Most rats fed HFDs become obese. Those that avoid obesity when
fed HFDs are considered diet resistant (DR). We performed a microarray screen to identify
genes specific to the mesenteric fat of DR rats and revealed high expression of guanylin
and guanylyl cyclase C (GC-C) in some subjects. Our histologic studies revealed that the
cellular source of guanylin and GC-C 1is macrophages. Therefore, we developed
double—transgenic (Tg) rats overexpressing guanylin and GC-C in macrophages and found
that they were resistant to the effects of HFDs. Our results suggest that the macrophagic
guanylin—-GC-C system contributes to the altered expression of genes involved in lipid
metabolism, leading to resistance to obesity.
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