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Treatment for cardiorenal syndrome focusing on receptor-binding factors in
macrophages
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We conducted bone marrow transplantation to generate two types of chimeric
mice: bone marrow wild-type chimeric (BM-WT) and bone marrow ATRAP knockout chimeric (BM-KO) mice.
These chimeric mice were provided an high-fat diet (HFD) to induce visceral obesity. BM-KO mice had
significantly reduced obesity induced by HFD compared to BM-WT mice. In addition, BM-KO mice on the
HFD showed significant improvements in white adipose tissue metabolism, inflammation, glucose
tolerance, and insulin resistance, compared with BM-WT mice on the HFD. Detailed analysis of white
adipose tissue revealed significant suppression of HFD-induced activation of transforming growth
factor-beta signaling via amelioration of CD206+ (M2) macrophage accumulation in the adipose tissue
of BM-KO mice. Finally, transcriptome analysis of monocytes indicated the possibility of genetic
changes, such as the enhancement of interferon-y response at the monocyte level, affecting
macrophage differentiation in BM-KO mice.
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