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The establishment of animal models of systemic sclerosis based on Flil deficiency

Sato, Shinichi

14,200,000

Flil
B Flil B

Flil

Systemic sclerosis (SSc) is a multisystem connective tissue disease characterized
by initial vascular injury and resultant tissue fibrosis with autoimmune background. In addition to
autoantibody production, B cells have been shown to be directly involved in the development of SSc. Since
our studies have proved a critical role of Flil deficiency in the induction of SSc-like phenotypes in
dermal fibroblasts, endothelial cells, and macrophages, we here investigated the role of Flil-deficeint B
cells in SSc pathogenesis. When we generated B cell-specific Flil knockout mice
(Flilflox/flox;Cd19-Cre+/-), B cells were abnormally activated and these mice spontaneously developed
vascular changes resembling SSc vasculopathy, subsequently exhibiting tissue fibrosis of the skin and
lung. These results indicate that Flil deficiency induces SSc-like phenotypes in B cells as well as other
cell types, integrating the expression of fibrosis-related gene programs into the development of SSc.
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