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The analysis of systemic sclerosis pathogenesis with mice lacking the Flil gene
in various cell types
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Flil deficiency is a potential predisposing factor in the development of
systemic sclerosis (SSc). To investigate the role of various cell types in the pathogenesis of SSc,
we generated mice lacking the Flil gene in endothelial cells, epithelial cells, B cells, gamma delta

T cells, regulatory T cells, adipocytes, megakaryocytes or myeloid cells by using loxp-Cre system.
Of note, all the 8 strains of mice reproduced all or a part of the three cardinal pathological
features of SSc, such as autoimmunity/inflammation, vasculopathy and tissue fibrosis. Since B cell-
and myeloid cell-specific Flil knockout mice strictly recapitulated the three pathological features,

these results suggest that B cells and myeloid cells play a central role in the development of SSc
and the other cell types contribute to the induction of SSc clinical phenotype.
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