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L. EEFEABLUVLEHHEBREICBTSpNnbe D
immunoglobulin E class D43 ffi

Subjects Number Direct Sequential Total
switch switch subjects
Nomal skin tissue (62) 4(6.5%) 0(0%) 4(6.5%)
Normal blood cells (7 0(0%) 0(0%) 0(0%)
SSc+ skin tissue (52) 5(9.6%) 23(44.2%)*  28(53.8%)*

SSc+ blood cells (27) 1(3.7%) 2(7.4%) 3(11.1%)
+: SSc=systemic sclerosis, *: P<0.01 vs normal skin tissue and P<0.01 vs
SSc blood cells.

1. 2B HDPCRICE VB SN/=EBHEKE Z Dproducts

1353
1078
872

603

1

2B HDOPCRIZ & U8 SN 7-productsZ TA cloning vector{Z§84A%, D
inset FHEEEL =D, BEROKEFEZOHANROHLNL.
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The principal effect of TGF-B1 on mesenchymal cells is its stimulation of extraccllular
matrix synthesis. Numerous previous reports indicated the significance of autocrine TGF- loop in
the pathogenesis of scleroderma. In this study, we focused on Smad7, an inhibitor of TGF-
signaling, to further understand the autocrine TGF-B loop in scleroderma. Scleroderma fibroblasts
exhibited the up-reguiated expression of Smad7 compared with normal fibroblasts in in vive and in
vitro. The up-regulated Smad7 constitutively made complex with TGF-f receptors in scleroderma
fibroblasts. Furthermore, the inhibitory effect of Smad7 on the human o2(I) collagen promoter
activity was completely impaired in scleroderma fibroblasts. These results indicate that the impaired
Smad7 inhibitory effect on TGF-f signaling might contribute to maintain the autocrine TGF-B loop
in scleroderma fibroblasts. To our knowledge, this is the first report which indicates the disturbed

negative regulation of TGF-f signaling in fibrotic disorders.
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