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Elucidation of the role of mast cells and bioactive substances in the
pathogenesis of systemic sclerosis
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In peripheral blood of patients with s%stemic sclerosis (SSc), endothelin 1
(ET-1) and angiotensin 11 (AT Il) concentrations tended to be higher in SSc patients with
interstitial pneumonia (IP) and those who had positive for anti-Scl-70 antibody than in healthy
subjects. Serum histamine levels were elevated in SSc patients with IP or pulmonary hypertension,
and correlated with pulmonary function (VC, DLCO) and IP markers (KL-6, SP-D). In addition,
increased numbers of activated mast cells (MCs) were observed in skin lesions of SSc patients and
the bleomycin-induced scleroderma model, and there was less severe pathology in skin lesions of
MC-deficient mice or chymase-deficient mice than in the wild-type model. Taken together, a role of
MCs and MC-derived chymase, through the regulation of various bioactive substances such as ET-1 and
AT 11, was indicated in the pathological mechanism of SSc.
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