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Elucidation of the pathogenesis of systemic sclerosis and development of novel

therapeutic strategy focusing on PDE
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We conducted a study based on the idea that inhibiting phosphodiesterase
(PDE) could lead to the improvement of the "three pathological abnormalities™ in systemic sclerosis:
1) autoimmunity/inflammation, 2) fibrosis, and 3) vascular change. We particularly focused on one
of the PDE isozymes, PDE4, and investigated the antifibrotic effects of apremilast, a PDE4
inhibitor, on systemic sclerosis skin fibroblasts and a scleroderma model mouse. When apremilast was
added to cultured systemic sclerosis skin fibroblasts, it inhibited the production of type 1
collagen. Furthermore, administering apremilast to bleomycin-induced model mice was able to suppress
the progression of skin sclerosis.
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Apremilast attenuates the progression of bleomycin-induced skin fibrosis in mice
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