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The principal effect of TGF-Bl on mesenchymal cells is its stimulation of extracellular
matrix synthesis. Numerous previous reports indicated the significance of autocrine TGF-f loop in
the pathogenesis of scleroderma. In this study, we focused on Smad?, an inhibitor of TGF-f
signaling, to further understand the autocrine TGF-B loop in scleroderma. Scleroderma fibroblasts
exhibited the up-regulated expression of Smad7 compared with normal fibroblasts in in vive and in
vitro. The up-regulated Smad? constitutively made complex with TGF-P receptors in scleroderma
fibroblasts. Furthermore, the inhibitory effect of Smad7 on the human o2(l) ccllagen promoter
activity was completely impaired in scleroderma fibroblasts. These results indicate that the impaired
Smad7 inhibitory effect on TGF-[ signaling might contribute to maintain the autocrine TGF-§ loop
in scleroderma fibroblasts. To our knowledge, this is the first report which indicates the disturbed

negative regulation of TGF-p signaling in fibrotic disorders.
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WTHEE L, ZOfEE LRFkELT,
ABC %Iz T, DAB THELX.

3) siRNA % fil /= FKBP38 D i

EBPI @/ T. FKBP38 BIZTFICH L THE
#7225 % pSilencer neo vector (Ambion #1)IZ
#l#3A . Lipofection EIC THAEFMALITE
ZTH AL, G418 ZAWNT stable transfectant
ZIERL L7,

4) BaFHAER AW FKBP38 DIk
7]

FKBP38 #{ZF % pcDNA4 (Invitrogen) 27 ¥
—IZfAAAH . lipofection 1EZEHWT, #Rif
FHMIZEEFHEALKE, FKBP38 ITi3. N
FIZ X-press NTFROFIMNABZLSIKT
F1 L ENTND, G4 ITTRIREFTZN,
stable transfectant % {EFE L 7=,

5) FKBP38 O mRNA DfE4T
BHEZFHBIOREET S mRNA % RT-PCR %

THTLE.

6) -7 EER

BitFHBRORRAT LIS -F U EERE
procollagen type 1 ¢-peptide EIA kit (Takara) % f
WTHRAL .

C. BIFERR

1) Yeast One-hybrid #5. Two-hybrid {EIZ &
BAY) =Y

EBPI ' ILIA OEGEEHERRICHEET5E
HHE&ELULTRZEEZN, €0 EBPl ZHEETS
EHH &L T, FKBP38 AMREEE N7, EBPL
& FKBP38 OREFHRANTORSE/HET
L. EHGHESFMAIZ. FKBP38 DEiR
FEREIANIZRENRYT H —pcDNA4 2l n
THALR. T0O%, MANDS K CEAHEY
KEHWT, H EBPl HURIZT, RFtB%
fT7z2\y, SDS-PAGE TDIkE)#iZ. PVDF
ICEREL. i X-press MEZA T, Western
blot Z2fT/2 57z, K 1iZ/R3 & DiC. FKBP3
ERELTWAREFHBTIX, EBPL O
BERFEUT, RELREL T 2 2 EHER
=N,

2) FKBP38 OFH

M2icRTE50, MEETIZ., BReyn
FKBP38 mRNA OREARH SN, %
AT, BHsNhof, Eix. BREEK
EREEMRBEFMET, NAE IL-1a0
REHMEWMIALTIX. FKBPIS DRI D7
Moz,

3) EBP! ORIRANBTE
EBP1 . 5K E B ERHESF MR T3 I
BTN, EHESMEFMETIE. #Eagic



DHEET D, COHEEAETHS5NS EBPI
DOERNERIZ. FKBPS WHRETHENES
MERFLE, BRIEOCHMEIFHMIC siRNA
HEEAWT, FKBPI8 ZMIHILAE 3. B
3ICRT L IIC EBPI OENAOEITIIIH
ahi. —F4. EFEHMESFMIC FKBPR %
BHERZES L, HIBHEICHEEL /- EBPL
i, BRAOBITERLE (H4),

4) FKBP38 OMRAN IL-laBXUKTOIS
= UELSIBLIETEE

®5. M6IRTLII. EEGETHIC
FKBP38 Z#HFEHEIES L, MEN IL-1a
RiggErEboO0a5 -7 EERIT.
HRiIcEmML 7=,

D. ER
MEIEREFARAT Il e B BRICES
LTW3 Z &iTid. EBPL BX UL FKBP38 #
EHREOEFHEETFE LU TOHERANEETH
57z, EBPl {&. EEDHEHANTORET
RLIE DT, BERESXUEEREFTR
ICTHRICERNA N DA, @ERTO
RENEL > TWi, FKBP38 3, SBEIER
MR TIE, BREEL TWEL, EE&RIE
FHBTRRENAGNRN . EBIT,
EBPI O#MNIE{TIC, FKBPI8 NEE X
ELTWDZEMEAMNERD, BRERESF
HIRADIEME(LIC FKBP38 DS FENIIAEN
EEZX D, FK506 13, FKBP LOBWNEME
2FLTHY. FKBPIZ OEMENLIERE
WM& 2E% T, FZRMERA IL-1 o QM
HERD3DEERD,

Raid, IL-La, HEH S REENE
R LOZERENT I T T IVEEDR
ERERD. HRADSHERAANETL, 25
—S VDELICREEEEATNWS I EZRE
LT&Ek S HE bR, BERARETE.
pro-IL-l a B E NI, KICHEBEL, &
EOREFOEFEMAHLTND ET IR
MRBINE Y, RADEZEREMT S5
RThHD, BEEORMEEIZBNT, BRI
RN IL-1 o EEZMHT S0, IL-1a D
NBTEMHEIT 2 EAEEICHEU D < A6
HMBHDZEEZD. A pro-IL-1 o % HIH
THERNS., FK506 1&. FHABREER
RN BH D, SERANTOIREEEZS,

E. &3
3 IEARAE ML T3, EBPI/FKBP38 MK

MICERL. TO/RR. BRI IL-1 D%
HFEEN, a5 8RNTTELTY
HEfEEEMNRB AN, BEEOREK
EBPI/FKBP3S HEKDREVNEETH S &
EZ D,
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