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(O8. Anovel small compound that antagonizes TGF-B/Smad signaling ameliorates
bleomycin—induced skin fibrosis
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The aim of the present study was to investigate the effect of HPH-15, a
novel small compound that antagonizes TGF—B/Smad signaling, in mouse model
of systemic sclerosis. The oral administration of HPH-15 remarkably

attenuated skin fibrosis and body weight loss in bleomycin—induced skin



fibrosis model. Since the results of this early preclinical study
demonstrated several advantages of HPH-15, including oral bioavailability
and a good safety profile, this drug could be a promising candidate for

clinical trials in systemic sclerosis.

(9. Anti—CX3CL1 monoclonal antibody therapy for systemic sclerosis mouse
models
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We examined the therapeutic effects of anti-mouse CX3CL1 (fractalkine)
monoclonal antibody (mAb) for two distinct skin fibrosis models in mice.
For the first model, newborn mice received subcutaneous injections of
transforming growth factor—f followed by connective tissue growth factor
injections. In the second model, C57BL/6J mice received daily intradermal
injections of bleomycin. Studies on 2 mouse models have shown that the
blockade of the CX3CL1/CX3CR1 pathway efficiently attenuates skin
inflammation and subsequent fibrosis. Anti—CX3CL1 mAb therapy could be a

novel approach in patients with systemic sclerosis.
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