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| Phospheo-
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Relative NF-x[ (p50) activity
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F 1. EECNEEERMESERE FV - cDNA microarray SEHTIC L5 C IL-13 HIRIC L > TR TTE

ERAT (=X

IL-13-regulated genes identified by microarray analysis

Gene name Gene accession number Expression ratio
Genes most highly induced

a2(T) collagen NM_000089 5.96
activating transcription factor 3 NM_004024 260
Pleckstrin homology-like domain, family A, member 1 AF220656 232

G protein-coupled receptor U67784 202
hexokinase 1 AF016365 202
Arabidopsis chlorophyll ab binding protein AB038714 172
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2. EWCMERMEEEMEE ¢DNA microarray i 12 3o T IL-13 FIEIC o> TIREMET
THRIET

IL-13-regulated genes identified by microarray analysis

Gene name Gene accession number Expression ratio

Genes most decreased

carcinoembryonic antigen-related cell adhesion molecule 1 X16354 0.12
hepatic leukemia factor M95585 0.13
neuropeptide Y receptor Y 1 NM_000909 0.14
protein kinase C binding protein 2 AF221520 0.15
aldehyde dehydrogenase 5 family, member Al AL031230 0.17
interleukin-16 M90391 0.23
early growth response 2 NM_000399 0.26
transcription factor AP-2 y U85658 031
coagulation factor II (thrombin) receptor NM_001992 0.34
y-~-aminobutyric acid (GABA) A receptor ¢ U92285 0.34
human proteinase activated receptor-2 U67058 0.36
tumor necrosis factor superfamily, member 11 AF053712 0.36
G protein-coupled receptor 37 U87460 0.37
tumor necrosis factor superfamily, member 10b AF016266 0.40
al integrin X68742 041
Rac/Cdc-42 guanine exchange factor 6 D25304 041
bullous pemphigoid antigen 1 NM_001723 044
Nephronophthisis 1 NM_000272 044
bone morphogenetic protein 4 NM_001202 0.46
thyroid hormone receptor interactor 4 NM_016213 046
mitogen-activatedprotein kinase kinase 6 U39657 0.46
nuclear antigen Sp100 AF056322 048
corticotropin releasing hormone receptor 1 X72304 049
bone morphogenetic protein 7 NM_001719 049
TNF receptor-associated factor 1 NM_005658 0.50
bone morphogenetic protein 6 NM_001718 0.56
interferon regulatory factor 2 NM_002199 0.57
transmembrane protein | AB001523 0.58

K 3. ERCMEEHMEEEMINA H 2 cDNA microarray fEHFIC 12 TGF-PEhEEE T DRBD
IL-13 BBz LA E1E,

IL-13-regulated genes identified by microarray analysis

Gene name Gene accession number Expression ratio

Transforming growth factor--related Genes

transforming growth factor-p1 NM_000660 1.01
transforming growth factor-2 NM_003238 0.34
transforming growth factor-p3 NM_003239 042
transforming growth factor-f receptor III NM_003243 0.78
transforming growth factor-{ receptor 11 D50683 0.62
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WREE
LIS PEIR T E DRRMEILIC BT E 2 - T D ESHLD TGE-Bid latent

form L THWENDT20 ., DR

SREVEICTS
A. IXCWIC

B2 R e SRR I T A RSN < N J A D E
A B L O RIL, B2 7R TR RIEE Y1
A3 L OV — R RS < R > 7 AR O
HAERIZLVEIEISN TD, EOH THIREE
ZRTDERMEAL IR B O R LR R 2
STWVWBEEZBNTWDHDN transforming
growth factor-p (TGF-B) T b, #5338 BUE B
JE A SRR O RO Z VL TGF-p Il T O
B 1E B KB RAE SR B 0 BTV D,
W, BRI R AR EE R AR LS W TN R
TGF-p EEAZIH T HLIE AT — 7 DFEHN
BT HZEN RSN TRY ., SREUE BE Ak

A LEREFE T 2Ii3E R S 2%
ERBHD, NIRRT TCR-RETIEMET 52803 bt To,
IFARNA RAR D 1 DIEHEF DR

N EIES 2 g B
E| OV THFZELTZ,
FHIFAD K% D2 <1 T autocrine TGF-B loop @
eI LR SN VD T REME RS T&
7= (1),

TGF-B {438 % bioactive peptide TGF-BI,
Jatency-associated peptide-1  (LAP-B1), and
latent TGF-p binding protein-10> 3 ->DE HD#H
&1 (latent complex of TGF-B)&L TSl
%o ZOEEETIL TGF-p X2 D% RIS AT
HILFTET, TO/ERNIIEEE R LSED
(EMHEALEND) B HD, TGF-p OiEFME(LA
H=AID 17 latent complex of TGF-B &if i
SN N 7 ADONEDTHD TSP-1 LOFEEITE
BHDTHD, LT, ZOWEWALAD =X LT in

— 1bb —



vivo IZBWTHRD TEE CTHAZLNMESINT
W5 (2)e
AWFITIL, B3 00 A7 E 7 MR HESE I B

T RRIZ TSP-1 A3V )32 autocrine TGF-B loop

WERIZB S L TSI ENS ZECE R A T

D R JE AL IZ B 1T DR BEHL)NCT BT
LaEHMEL TG, F7 1528 38 B B2 8 A
Flad JOGRBUE R IZ881F 5 TSP-1 D%
BT OWTIRRIEIT o7, $72 TSP-1 D3EH
TUED5R B2 B G MR AME S 30T, £725
RSN~ N I ADONEDTHD 1 Blag—4
PEATTEIZE 5L TV A EREE A REL, 20
WAL LT, RAFIEIZEY , OEE K
JERRMESFAIARIZ381F 2 autocrine TGF-p loop O
fESLIZ, TSP-1{RTFEOD latent TGF-B1 OIEM:AL
DB ELTWD I &, @ TSP-1 antisense
oligonucleotide 334 T TSP-1 blocking peptide I~
S 58 BT E B8 MRAE AR J8 1) A 1E B 7
TGF- signaling DIEMACIB IO B=ad—5
DFEHTLEL A BRI TCELT LN BN e
DTz ZHVHDFERAG | TSP-1 WL T8 R E
DIGIRD target LIRNIDEERE H THHIEMN
IRENTE,

B. #ktL5 ik

HET oy MEBLOGELRE EEBIO
58 PUIE FRE H I B JE A S A confluent
THERRL, 24 W MIE OREBICL, Bk F
ECiat MR, RIEES, RVT UL TIR
TN THkEN ., =heklo—REICERE L,
—RPEERIE® R LR RS,
chemiluminescence &I TR, F-&FEHT
BZ2 AW TSRO FIETRIEILGEETR, &

D% BE T 2y MEEAT R WD
chemiluminescence 17 CHEH L=,

Se e, T B A A L.
Vecstain ABC kit (Vector Laboratories #1)% Fi V>
THREMEBY AT o7, BT TSP-1 HifEiT e T
100 57 RL THV /e, Vector Red Z VT &
S, AU TYAA LT,

Northern 7Rty MNE EH 5 L UGREE B H
KB ERAEZEMAEE confluent ETHEELIESR
DFHEIZED RNA 2L, &4E DNA probe &
FIeSETs,

DNA transfection JZ/&WHESFHIINATEREL .

FuGene % Fl V> T human TSP-1 cDNA,
COL1A2/CAT, p3TP-lux % Hijhdh A\ \EFEIREC

NNV EY/ 2=V il

C. W&

EPIEH 6 LU BE B E SRS s 1)
% TSP-1 DIEH A G 7 1y NE, Nothern 7' 12y
MEBIORE G RIS TR LT, TSP-1 ®
FEH L IR BIE B R MR SRR I L OV e e
BOWTHBILEL QW (M 1A—0),

RIZ TGF-BOH TR THHHL TGF-BHif
FLUNTGF-B1 antisense oligonucleotide 7358
RE S ERRMESF I ZH51) D TSP-1 OFEBUZK
TR OV TR L2, 7T TGF-pHLiFIB L
O TGF-B1 antisense oligonucleotide 335 FZ4iE f7
JERRAEFMIRICR TS TSP-1 OE A KV
mRNA EHELAFIIHIL (M 2A—B), &
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(IR IR R RS AR AR F1T % TGF-B LA
Bk D TSP-1 FEUK T DB METLI,

3R T LT, TGF-B1ORREIZ LY TSP-1 D
E ERB BT 2ng/ml T 48 B IZE—7 (K
2.7 %)&7320, F£7/~ mRNA JIH &I 2ng/ml T 24
BRI —2 (K9 2.6 f5)E7poTe, Fio, kD
FIRICED, HREEMISICIITSD TSP-1 mRNA
DOFBITERB L TGF-BLOFRKICLD TSP-1
mRNA ZEBTTHEIIV 7 4Uh post-transcriptional
level THRIH>TWBIEMHBALE (X 4A, B),

W TSP-1 blocking peptide 35 & U8 TSP-1
antisense oligonucleotide 73 K2 i B2 i Bk 2F
MBI D0 1 BT — 57 O3 K O Smad
3 DVUBALIZ KIE T REIC OV TIREILTZ,
5A, B, C 12779 15 TSP-1 blocking peptide 33
J O TSP-1 antisense oligonucleotide {338 FZIEFZ
[EHAESE IS D type T procollagen B H
a2(I) collagen mRNA DI ISLO Samd3 DY
VL SV EEBEICHIRI L, Ll W
HIEHE MR RL -~ ECHIEIT 5283 TE
IR, WIZ TSP-1 &2 —iBMEIC B LT
type I procollagen & HH#& B &% western blotting
IXORELIZ, [ 6A 1R T EICIER BIEHE
MESEHIARIZI VT TSP-1 O— i@ PEFRR BRI
type I procollagen & (H F5 &1L TSP-1 D &AKTF
PEICE R 1.9 5Tz, 7z, TSP-1 585
HICLDZ O M IEMH L TGF-f1 antisense
oligonucleotide 1E1E T TIIFRD LA,

THUCKTL | R BE B R AR AME SR A S VT
TSP-1 # — @M MBI TH type I
procollagen & F R B EIZH B MARRD R
3oty SHITH 6B IC T I IEH B EMHE
FEHMIEIC TSP-1 & —i@MERBEBRSETHE .

Samd3 OV ELATLE LT, LA LIREE KB
FRAEZEMIIRIC TSP-1 2 — MRS H S5
A1 Samd3 OV B KICE B Z BT R LR
mole, Fio, EF RERAES Mo TSP-1 #
FRBIZBITDH Samd3 OV~
TGF-B1 BT D(vector MEIFEHIILI) IEF
R B RRHESE AT BT AU R kL ~ Wi K
E7e otz TSP-1 Zi@FIFE B Sk
i %a2(1) collagen E5 FEREEEZ B L UZ D
TEMCKT9% latentTGF-B1 HIIEF LR LA 3
Tz, 7 1ZRT XEHIC TGF-Bl antisense
oligonucleotide (=& A RTALERIZ LY TSP-1 B FIFE
B2 3 502(T) collagen iR T-HER GG IS vector
WRFEBEFEL ANV ETHBICEA L, £
7= (active) TGF-B1 FREL T TSP-11BRIFH IS IO
vector IBFIFEIIZIB W CREIFEE 02(]) collagen
BEFESEELZTILESE 2, — 77, latent
TGF-B1 #ANE TSP-1 BREIHBUCIRWTITE
ElZo2() collagen BIEZTEEEEMZTHESE
T2h3, vector IEEIF B CIIA BARTUEEM 2R
DI oTm, B, latent TGF-B1 HANZ LD
TSP-1 BRFEHITRITHo2(]) collagen TEIRT-
BREE M TLHEE A 13 TSP-1 blocking peptide 77
TE T CIHIRERRITHERLT,

D. £

ZIETOWE T, TREE B G HAEH
JAD TGF-PREAE B IE & K RSN &
TR THhDHESITHRY (1), BEE R EMRMER
HERRIZ 31T D autocrine TGF-B HIDIEMEALIZ
13 TGF-BOIEMAL N IEFIZEE ThOHLHENIS
N5, B2 ITIRDI DO EHH TSP-1 A IRBUE
B G SRHMESFFIARICH 1D TGF-BOOTEMALIZE

=
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