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Pathological involvement of monocyte/macrophages in wound healing and vascular
abnormalities in systemic sclerosis
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This study was aimed to evaluate whether IRF8 is involved in abnormal wound
healing and vasculopathy as critical features of SSc pathology. An involvement of IRF8 in wound
healing process was evaluated in full-thickness skin wound model and wound closure was further
assessed in myeloid-specific IRF8 knockout mice (IRF8KO). Upregulation of IRF8 was observed in skin
wound model of WT, suggesting IRF8 involvement in wound healing. Wound closure was significantly
delayed in IRF8KO mice. Histological analysis found smaller granulation tissue in IRF8KO mice. mRNA
levels of adhesion and angiogenesis-related factors such as Slprl, GlyCAM1, and P-Selectin were
upregulated and amphiregulin was downregulated in IRF8KO mice. Abnormal angiogenesis with enhanced
number of small vessels was observed in IRF8 KO mice. The results suggest that IRF8 in myeloid
lineage cells plays important roles in wound healing and may mimic a part of SSc pathology.
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