3052


LOX-1 IN CARDIOVASCULAR DYSFUNCTION 

T. Sawamura 

National Cardiovascular Center Research Institute, Suita, Osaka, Japan
LOX-1 is a multi-ligand receptor originally isolated from endothelial cells as an oxidized LDL (oxLDL) receptor. “Endothelial dysfunction” induced by oxLDL has been implicated in the pathogenesis of atherosclerosis and various other vasculopathy. LOX-1 explains many aspects of oxLDL-induced biology. Aside from being an oxLDL receptor, LOX-1 also works as an adhesion molecule for activated platelets and leukocytes. Hence, increased expression of LOX-1 enhances prothrombotic and proinflammatory properties of vascular lesion and promotes the effects of oxLDL. Utilizing gene-engineering technique and blocking antibody, we have demonstrated that LOX-1 aggravates every step of atherothrombotic disease in animal, i.e. atherosclerosis, myocardial infarction, and intimal thickening after balloon catheter injury. Recently, we showed the interaction of LOX-1 with CRP, which adds further new aspects of the pathophysiological role of LOX-1. Although its role as a causal factor of cardiovascular disease is still controversial, CRP is a classical innate immune molecule which activates complement system and opsonizes bacteria to be phagocytosed. Therefore, LOX-1-CRP interaction may modulate innate immune system to affect cardiovascular vulnerability. Furthermore, we showed by epidemiologic study that enhanced LOX-1-modified LDL interaction could be a risk of cardiovascular disease. These suggest that LOX-1 blockade could be a useful therapeutic approach for human cardiovascular diseases. 
