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The analysis of vasculopathy in systemic sclerosis with the mice lacking the
Flil gene in macrophages
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Systemic sclerosis (SSc) is a multisystem autoimmune disease characterized
by vasculopathy and fibrosis of the skin and various internal organs. Previous studies have shown
that the deficiency of transcription factor Flil induces SSc-like phenotypes in dermal fibroblasts,
endothelial cells, and macrophages. In this study, we generated myeloid cell-specific Flil knockout
mice (FIil McKO mice) and investigated whether this animal model reproduces SSc-like vasculopathy.
FIil McKO mice recapitulated structural and functional abnormalities of SSc vasculopathy.
Furthermore, wound healing was delayed in Flil McKO mice due to loss of newly formed blood vessels.
In vitro experiments, the migratory activities were enhanced, while the tubulogenic activity was
reduced in human dermal microvascular endothelial cells (HDMECs) co-cultured with macrophages
isolated from Flil McKO mice. These results indicate that Flil-deficient macrophages involve in the
development of vasculopathy recapitulating SSc.
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