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ARFZRIC DWW TIERIR 2 DER3CE L= (Shoda H, Yokoyama A, Nishino R, Nakashima T,
Ishikawa N, Haruta Y, Hattori N, Naka T, Kohno N. Overproduction of collagen and diminished
socs1 expression are causally linked in fibroblasts from idiopathic pulmonary fibrosis. Biochem
Biophys Res Commun 2007;353:1004-1010)

Abstract # LA TIZ /T, AFZRIZ L 0, IPF B3R OMHEFMI TILETE B RDOHDIZ
BT, SOCS-1 DFEBMNME T L TOBIENR BB L2 07z, T TITHBILTODIIIT, AiE
TlEas7—4  OEANTELTEY, SOCS-1 DRBLaT—7 OEALORRREBRIL, LT
DEENSHALINTTHIENTE, 1)SOCS-1 KIETANLELN M EIRT=7—7
VEEEDENL TS, 2) ZOMMESERINIC SOCS-1 ZEAT DL, 27— 7V ELEMET D,
F7- ., B B SRARAE RIS SOCS-1 BMBRIBBEINDETT— TV EEDPET T2,

X iz, IPF MR OMBMEEMIE TIX SOCS-1 O BBUR T2 H 228, IFN-yD&xE
2k v, BPAR L [FRRED SOCS-1 OXBENFED b, T7bb, IPF bkHRHEIF
iZ, IFN-yiZ*f3 % SOCS-1 8@ E H BRGMEFMIR Ly bE| £k, =277~
FEAE OIMEHIRE b A EIC IPF BRBMESFMIR CE <. IFN- YT DREZ R LTV,
THHDAE, RO TWARWERTH D, U EDZ Ehb, IPF ICKT 5 IFN-vREE
i, R Eba T UELELVWIBATIIAED TH D Z LAHALNTR T

Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive and often fatal pulmonary
disorder, and its pathology is characterized by parenchymal fibrosis. To investigate the

characteristics of fibroblasts in IPF, we obtained 8 fibroblast cell lines from lungs with



IPF and 8 lines from normal lungs. We found that the fibroblasts from IPF
spontaneously produced higher amounts of type I collagen and had lower expression
levels of SOCS1 than fibroblasts from normal lung. By using mouse fibroblasts, we
demonstrated the causal relationship between them: the deficiency of SOCS1 in
fibroblasts resulted in increased collagen production, whereas overexpression of SOCS1
suppressed collagen production. IFN-y suppressed spontaneous collagen production
even in SOCS1-deficient fibroblasts, indicating that IFN-y inhibition is
SOCS1-independent. In contrast, IFN-y suppressed the increase of collagen production
induced by IL-4 in wild type fibroblasts but not SOCS1-deficient fibroblasts, suggesting
IFN-y acted exclusively via SOCS1 in this case. Following IFN-y stimulation, the
amount of SOCS1 mRNA expressed by IPF fibroblasts was comparable to that of normal
fibroblasts. Thus, the extent of SOCS1 increase after stimulation by IFN-y was
significantly higher in IPF fibroblasts. The extent to which IFN-y inhibited collagen
production was also larger in IPF fibroblasts than in normal fibroblasts. These results
suggest that the exaggerated production of collagen observed in fibroblasts from IPF is
causally related to the diminished expression of SOCS1, and IPF fibroblasts are more
susceptible to IFN-y because of decreased expression of SOCSI.
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