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The role of extracellular ATP in the pathogenesis of skin sclerosis and

vasculopathy in systemic sclerosis
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We identified that hypoxia in the tissues caused by vascular damage induces
the release of extracellular ATP from vascular endothelial cells and fibroblasts, and the released
extracellular ATP binds to P2Y2 receptors on fibroblasts, causing increased IL-6 production,
increased proliferative capacity, and increased type I collagen production via tyrosine
phosphorylation of p38. These results suggest that extracellular ATP might be involved in the
mechanism of skin fibrosis in systemic sclerosis.The inhibition of ATP-induced IL-6 and type 1
collagen production by the inhibitor of P2Y2 receptor suggested that P2Y2 receptor inhibitor could
be potentially applied in the treatment of fibrosis in systemic sclerosis.
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