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(Ob.  Anti-CX3CL1 monoclonal antibody therapy attenuates skin fibrosis via
inhibiting the phospholyration of Smad3 in skin fibroblasts

Vu Huy Luong', Takenao Chino!, Noritaka Oyama', Takashi Matsushita® Takashi
Obara®, Yoshikazu Kuboi?, Naoto Ishii?, Akihito Machinaga!, Hideaki Ogasawara’,
Wataru Ikeda?, Toshio Imai?, Minoru Hasegawa'('Department of Dermatology,

Fukui University, “Department of Dermatology, Kanazawa University, °Eisai
Co.,Ltd., ‘KAN Research Institute, Inc.)

We investigated the anti—sclerotic effect of CX3CL1-CX3CR1 pathway
blockade in consideration of novel drug discovery for systemic sclerosis.
Anti-CX3CL1 monoclonal antibody (mAb) suppressed the TGF- 3 -induced
overexpression of collagen and fibronectin, preceded by significant
inhibition of Smad3 phospholyration, in cultured human skin fibroblasts. In
addition, administration of anti—-CX3CL1 mAb markedly suppressed Smad3
phospholyration of fibroblasts, resulted in modest skin fibrosis in
bleomycin—induced scleroderma model. Combining with our previous observation
demonstrating protective properties of CX3CL1 blockade in bleomycin—induced
microvascular damage, anti—CX3CL1 mAb therapy can be a possible proposal

concerning future clinical trial of human systemic sclerosis.
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