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(09. CX3CL1-CX3CR1 pathway is a potential target for therapy of systemic
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We examined the effect of anti—mouse CX3CL1 monoclonal antibody (mAb) therapy
for bleomycin—induced skin fibrosis. The bleomycin injection quickly increased
serum levels of CX3CL1. Administration of anti—CX3CL1 mAb or CX3CR1 deficiency
significantly suppressed the skin thickness and dermal collagen accumulation
induced by bleomycin. In addition, the dermal infiltration of CX3CR1" cells,
macrophages (especially CD11b'Ly6C™ and CD11b'CD206" subsets), and CD3' cells was
reduced by anti—CX3CL1 mAb therapy or CX3CR1 deficiency. The mRNA expression
levels of fibrogenic molecules such as osteopontin and thymic stromal
lymphopoietin were markedly augmented in the skin by bleomycin injection. However,
anti—CX3CL1 mAb therapy significantly suppressed them. Anti—CX3CL1 mAb
administration resulted in a tendency of protection and/or reorganization of the
injured microvasculature in bleomycin—injected skin. Anti—CX3CL1 mAb therapy is

an ideal candidate for consideration in clinical trials of systemic sclerosis.
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