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WFFER R OBEEE (5530) : Systemic sclerosis (SSc) is a multisystem autoimmune disease
characterized by initial vascular injuries and resultant fibrosis of skin and certain internal
organs. Although the pathogenesis of SSc still remains unknown, recent studies have
demonstrated that endothelins play a crucial role in the development of vasculopathy and
fibrosis associated with SSc. Consistently, we recently showed that Flil deficiency is closely
linked to the activation of fibroblasts and endothelial cells in SSc and a dual endothelin
receptor antagonist, bosentan, reverses the pro-fibrotic phenotype of SSc dermal fibroblasts
by increasing the transcriptional activity of Flil. Based on these findings, we herein
investigated the impact of bosentan on SSc vasculopathy using endothelia cell-specific Flil
knockout mice, which mimic the morphological and functional abnormalities of SSc
vasculopathy. A series of studies revealed that bosentan reverses Flil deficiency-dependent
vasculopathy in these mice by increasing transcriptional activity of Flil, suggesting that a
similar mechanism potentially underpins the clinical efficacy of bosentan for SSc
vasculopathy.
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