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The role of CXCL16 in dermal fibrosis of systemic sclerosis
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The aim of the study is to investigate the role of CXCL16 in dermal
fibrosis of scleroderma. Skin sections obtained from scleroderma patients showed higher expression
of CXCL16 on fibroblasts. CXCL16 stimulation significantly increased expression of fibrosis-related
molecules such as type 1 collagen, SNAI1, alpha-SMA, and TGFB1 in normal human dermal fibroblasts
(NHDFs). CXCL16 expression was increased under CXCL16 stimulation in FLI1-suppressed NHDFs, which
implies a feed-forward loop formation in scleroderma. CXCL16 mRNA expression in vivo experiments
using bleomycin-induced scleroderma model with CXCL16 siRNA showed decreased dermal thickness and
mRNA expression of fibrosis-related molecules. Additionally, in vitro experiments on NHDFs exhibited

that CXCL16 increased the phosphorylation of SMAD3 after binding CXCR6 and increased fibrosis.
These findings showed that CXCL16 exacerbates fibrosis by triggering Smad3 signaling pathway, which
can be a good treatment target in scleroderma.
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