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Kawasaki disease is a systemic vasculitis with unknown etiology. Intravenous immune globulin (IVIG) is effective in the rapid resolution of inflammation, and also in reducing the incidence of coronary aneurysms from 15-25% to <5%. However, approximately 15% of patients are resistant to IVIG and are considered to have a higher risk of developing coronary aneurysms. Tissue edema and microvascular sequestration of inflammatory cells are found in many organs during the early phase of Kawasaki disease. Endothelial gap formation and subendothelial edema are documented in the skin, suggesting the presence of increased vascular permeability. Elevated levels of circulating vascular endothelial growth factor (VEGF), a potent vascular permeability factor, were observed when skin rash and/or edema of the hands and feet appeared in Kawasaki disease. In fatal Kawasaki disease, vascular leakage was extensively documented and was associated with edema at VEGF-positive micro-vessels. Increase in vascular leakage causes hypoalbuminemia and non-cardiogenic edema, which is characteristic finding in IVIG-resistant patients. In addition, recent reports suggest the presence of genetic background including VEGF gene polymorphisms in the development of coronary aneurysms after Kawasaki disease. If vascular leakage is a key feature of acute Kawasaki disease, inhibiting vascular leakage could be an important therapeutic strategy in IVIG-resistant patients with Kawasaki disease. In this presentation, I focus on the pathogenesis of vascular leakage in acute Kawasaki disease and try to seek therapeutic strategies to manage IVIG-resistant Kawasaki disease.

