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Development of therapeutic approaches for cardiac fibrosis via inflammatory
processes
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While we reveal the molecular pathology of the inflammatory process in
cardiac disease, we found that macrophages not only secrete Oncostatin-M to suppress cardiac
fibroblast activation but also vascular Vascular endothelial growth factor A (VEGFA) during cardiac
remodeling. Therefore, we generated the macrophage specific VEGFA deficient mice (VEGFA CKO) and
perform the Transverse Aortic Constriction operation as mouse heart failure model. In the results,
we found that the left ventricular ejection fraction and the vascular density decreased
significantly in mVEGFA CKO mice and increased fibrotic area. In addition, in vitro analysis
revealed that macrophages promote endothelial cell tube formation by transmitting VEGFA signals
through cell adhesion. These results indicate that cardiac macrophages not only suppress cardiac
fibroblast activation but also contribute to the maintenance of vascular homeostasis.
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