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Association between adipocytes and vasculopathy of systemic sclerosis (SSc)
remains to be seen. We generated adipocyte-specific Flil knockout (Flil AdipoKO) mice and
investigated whether and how vasculopathy is induced. Flil AdipoKO mice exhibited vascular
structural and functional abnormalities as early as 3 months of age. Bone marrow-derived mesenchymal

stem cells (BM-MSCs) of Flil AdipoKO mice exhibited de-differentiated phenotype, suggesting the
contribution of defective vasculogenesis to the development of vascular abnormalities. This
phenotype was induced by co-culture of Flil-deficient adipocytes and BM-MSCs of wild type mice.
Furthermore, upregulated IL-6 induced by Flil-deficient adipocytes changed BM-MSCs of wild type mice
into de-differentiated phenotype. These results indicate that Flil-deficient adipocytes can be
involved in the development of vasculopathy recapitulating SSc, suggesting a contribution of
phenotypically altered adipocytes to the development of SSc.
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