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A new therapeutic strategy against systemic sclerosis targeting skin immunity
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The etiology of systemic sclerosis (SSc) still remains unknown, but we
hypothesized that skin immunity may regulate multi-organ fibrosis based on the following facts:
organ fibrosis begins in the skin and the skin is the largest immune organ of the human body in
contact with the outside world. Our previous study suggested that RALDH1 activity of dermal DCs in
SSc lesional skin is decreased and induction of iTregs is suppressed. The present study showed that
suppression of RALDH1 expression in the skin of BLM-treated mice increased fibrosis not only in the
skin but also in the lungs and esophagus. These results suggest that RALDH1 activity in the skin
regulates skin stiffness in SSc and may also regulate pulmonary and esophageal fibrosis. We are
currently working to identify microRNAs that induce RALDH1 expression.
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What can we learn from FLI1-deficient mice, new animal models of systemic sclerosis?
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