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JEAE SR IR R R B & (YAt AR B ST IRBT ZE43%)
SEEREE

CTGF #f=F 25 & SRBAEFRAE & DB 5

WFesrE )IngE RO TEKRMBRBIER Y v~ FHat e 7 —jEHdR
WfZEsriE FEAEMR  BISRBRKENREERER

W7 /min s A ¥ RRKFKFREZERFF N B R

Wt h#E LRWMZ ABERKFELEMS AT AEFHEER

W h#HE B SRKFERFEGES SRR B NFERLT
MRS (Cilih— R KFEREDE B IR E TR B R IR Bz
i h#& KD S+ HEEFKEMBBERY v~ FEtr ¥ —ER
Wb 1% MAFE AU T REMRBIER Y O~ FREtE ¥ — B
%I WA ER T REMBBEE Y U~ FhatE ¥ —Bh#
A # rRRE SRKFERFBEEST R RS

hh#E (FRAE S RFEG S AT AEEHEKER

i 4=

L MR AAE(SSONE, ZWEOMEELE EEKETDIRFHO B CREKBTHD, SSc THRFHESF
HRAEDTT—4 L OB FEAL RS G, FOMEAZEAZ connective tissue growth factolCTGF)
AHIRERWEELTVAILARESA TS, FREIOHFE T, BAAD SSe I230 T, CTGF B{RF2¢
IR PRS- 27009 D Y i A i LT, SSe 395 A2 %@, SR UEIALA 5-945 @ single
nucleotide polymorphism (SNP, rs6918698) G/C ZHiifL7=. SSe BFIZH175 G allele OMUEILERH ALZ
HATH I MA-72(P = 0.00028, odds ratio 1.5, 95% CI 1.2-1.9), EEAF ¥ LA S bk OBl
LL-THE, diffuse cutaneous type 35 LU B MR ZE DL ME , Hlopoisomerase | FikEHLTVSHR
FIZH\ TG allele OHE DA EIZH R B Th-72. Genotype ORFHTIZEL T allele & EROFS HeAHt
Bohi, Y EORSRELY, CTGF s Fit, BAANIZI VT, SSc OFBEZMEMR{E T T, 945 SNP
@ G allele |&, BRHELIREDOMEPRIA - LA WHEMEAVRER T,

A. BFREHAY GFERPEREREZERT 5LV I HEDLS
SPEMBAE (SSc)bE, FERifk, MITTHEMN 4.
2, TR, RO, M ILEE Connect ive tissue growth factor (CTGF) (k.

B2 U—¥, OEMEL Y CHEATORDE  REERCHETSRERETTHS TCF-BI X
HFRU O GHBERTH S (1], Bkl 0 A S AU[2] SMBLAE BT ORHE S RIAR A
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Mg T L TV A [3-6], #7=, CTCF 13
HESE MR- L AR~ kY v 2 ADPEERH
WA L T D,

2007 #F{= Fonseca & (X [EOMAIEBRE (2
VT CTOF 5T O BIR P SG L2 5-945 @
polymorphism  (SNP,
rs6918698) ASIEHIAEFEAE L B L TV A L &
HL[7], £, £ SNP 28 (TOF RiGT-O T
0E— & —GfIC e L. CTOF MG+ OR5E
PEICERERERNAZ ST L2 BR LA

T, BEEA B HAEACEOTHED
CTCF @t{m-1 2% L 98 BUE R AE O BIMIZ SV T
Bt Uiz, F7/o, BRAGER, HChifk L o
oW T L TR L.

single  nucleotide

B. BFRENiE
1) H&BE

xS 1 SSc 395 AL i U 7= F(RA) 115
A, BHN 2694 ThDH, BTOREFIZAAA
Té D, SSc, RA [ 2T AV A Y U= FHEOTE
DL 4RI L Y Bl L7z, SSc O EREM
£ 43 M, @B H|CIE diffuse cutaneous
SSc(dsSSe) A% 183 A |
SSc(1eSSe) 7% 212 A Th -1, BHRIENE LT
(. BEREEEAL, MYBIPERAZE CILD) . i dh ARets: A
i fiLEAE (PAH) . FEBZAERF 2 Y —H (SRC) . $8%
O %2, BEHEIZ LT FRA 2 £
Z—t 1 Hik(Topo 1 ), bt hu A THIK
(CENP). 4 UI-RNP A (UIRNP) % i ~<7=. 348
131 IR L=,
2) METHIFAIELY

CTCF Mt{z-+0>-9455NP (rs6918698) - TagMan
(Applied

limited cutaneous

SNP Genotyping Assay kit

Byosystem) & L TR L 7=,

3) i

-945SNP @ allele 35 & TF genotype #ilE & #i
1E & M ORT ik & LTk, Fisher IEfeH
Ex MW,

C. WFEERER
1) CTCF A=+-0>-9455NP & 58 HIAE S 4E o [kt
(%2

WEREIZBIT S Callele OB LI A
ICHESTHEIZHE -7 (P = 0.00028, odds
ratio 1.5, 95% CI 1.2-1.9). #7=. genotype
L2 TiE, BAERE LREAICBVWTHE
{ZR7p>T=(P = 0.00018),

2) CTGF 4= T-00-9455NP = Bl G AE 4 o0 P e
(%3

PRHE(L & B P B 1 SRR O B AR IR T
HoH. ZONPHRELLOMELMEL TS
ke G % 7= b | BREAEIR & ~9455NP o )ikt
PEAafER L7, Allele 35 L UF genotype @M
{2 dsSSe & ILD (A B A tHMAGES b,
W PAH & DUV THE Z 0 SNP L g5\ v
R L. SRC IZHWTIEZ o SNP & O
BiziEn Bhviedvoaat, SRC 2 &BFL 7= SSc
D NEITIEHR (b A2 Ay 72, Banferroni MilE%
f19 L, dsSSC & ILD oA CHELHML L
Hohi.

3) CI6F Miz1®-9455NP & B i oo Bkt
(#3)

Z@ SNP @ G allele @3EE X Topo I . UIRNP
ZHTH SSC EBWTHEICH L2272 =
0.00011, odds ratio 1.8, 95% CI 1.4-2.5
L P = 0.010, odds ratio 1.8, 95% (I
1.2-2.8). Bonferroni #§iIE%1T 5 & Topo | & &
T,
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22 1. Age, gender, and clinical features of patients with systemic sclerosis or rheumatoid arthritis
and healthy controls

SSc¢ RA HC
(n=395) (n=115) (n=269)
Age, years, median (range) 43 (8-77) 63 (25-84) 40 (27-71)
Gender, female:male 353:42 98:17 180:89
Clinical features, no. (%)
deSSe 183 (46) 0 0
ILD 188 (48) 8(7) 0
PAH 36(9) 0 0
SRC 5(1) 0 0
DU 91(23) 0 0
Autoantibody, no. (%)
anti-topo | 122 (31) ND ND
CENP 114 (29) ND ND
anti-UIRNP 48(12) ND ND

anti-topo I, anti-topoisomerase 1 antibody; anti-UIRNP, anti-UIRNP antibody; CENP,
anti-centromere antibody; deSSe, diffuse cutaneous systemic sclerosis; DU, digital ulcer; HC,
healthy controls; ILD, interstitial lung disease; ND, not determined; PAH, pulmonary arterial
hypertension; RA, rheumatoid arthritis; SRC, scleroderma renal crisis; SSC, systemic sclerosis.

#% 2. Distribution of alleles and genotypes of the single nucleotide polymorphism at -945 G/C

Allele, n (%) Genotype, n (%)

Vanable OR 7 = e
G (@ P (95% CI) GG GC CC P

SSe 435 355 1.5 126 183 86

0.00028 0.0018

(n=395) (35)  (45) (1.2-1.9) (32)  (46) (22)

RA 104 126 24 56 35
NS NS

(n=115) (45)  (55) 21y (49) (30)

HC 241 297 S8 125 86

(n=269) (45)  (55) (22)  (46) (32)

P values were estimated by the Fisher exact test compared with HC.
Cl, confidence interval; HC, healthy controls; NS, not significant; OR, odds ratio: RA, rheumatoid
arthritis; SSc¢, systemic sclerosis,
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#¢ 3. Association of the single nucleotide polymorphism at -945 G/C with clinical features and
autoantibodies

Allele, n (%) Genotype, n (%)
St No G C P Of GG GC CC P
(95% CI)

deSSe 183 222 144 0.000003 1.9 72 78 i3 0.00004
(61)  (39) (1.5-2.5) (39) (43 (18)

1cSSc 212 213 211 NS 54 105 53 NS
(50)  (50) (25)  (50)  (25)

ILD 188 232 144 0.0000006 2.0 73 86 29 0.00000
(62) (38) (1.5-2.6) (39) (46) (15) 6

PAH 36 40 32 NS 8 24 4 0.018
(56)  (44) (22)  (67) (1D

SRC 5 6 4 NS 2 2 1 NS
(60)  (40) (40)  (40)  (20)

DU 9] 100 82 0.02 1.5 29 42 20 NS
(55) (45) (1.1-2.1) (32) (46) (22)

topo 1 122 146 98 0.,00011 1.8 49 48 25 0.00058
(60) (40) (1.4-2.5) (40) (39) (21)

CENP 114 118 110 NS 27 64 23 NS
(52)  (48) (24)  (56)  (20)

UIRNP 48 57 39 0.010 1.8 17 23 8 0.039
(59)  (41) (1.2-2.8) (35) (48) (I7

HC 269 24] 297 58 125 86
(45)  (55) (22)  (46) (32)

P values were estimated by the Fisher exact test compared with HC.

CENP, anti-centromere antibody; CI, confidence interval; dcSSc, diffuse cutaneous systemic sclerosis;
DU, digital ulcer; HC, healthy controls; ILD, interstitial lung disease; lcSSc, limited cutaneous systemic
sclerosis; NS, not significant; OR, odds ratio; PAH, pulmonary arterial hypertension; SRC, scleroderma
renal crisis; topo I, anti-topoisomerase [ antibody; UIRNP, anti-U1RNP antibody.
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L4 F WA EHT e BBl & (RS MR BT IRBF ZE 930
SETFRHR G

2 By 58 B SE L interferon regulatory factor 5 (JRFS)FEIEEEFER D
BE

WRBAE LRERMZ FEKFRFERANE SRS SR

W GRRURE  BUBRTFE E R E MR A

RFesr g ) n#E] JONK T ERBREY Y ~F Rt & — 8
/1% JE #E SRR AR SRR R

B AE RBE)NIR GRKFERFPEESRUFICR R MR A
MEDHE A ¥ RRKFRFGEERITOR MR R
BhE PIIRRNE  @iRAERERE R 7CR B MR %
BN Vellfh— Sl KR e B ol Re ST 0 B R B2
& JRESF WK FEXBIFHE) Y~ Tt 2 —EdR

MEEE
SR ERIEIZ 1D interferon regulatory factor 5 (RFHM G FO#BIAENT5HHAT, 2200

MNT7e B AN B R WA T, PR A RTTL -, By T, ChETlo a7~ b—
F ALY O RE SN IRFS A TP B XU EO W — RS BT @ AT > X AT 2 M TL
IRF5 ®f) 5kb FHftizfzif+5 rs2280714 BEUFR LSRR EMRIcH0 ., 3" BRI (L -+ 5
rs10954213 ICiilidh AU T EOMIm ARSI, B2y TG 2ERTIC oW T Bl F R A REiTL
e A, FEROMmSBESL, BAT AL, 152280714 IZHEWTH B2 AR HESNT UL SO
BBV T, 200018, A ZH 141, 9% SR 1.14-1.75), rs10954213 (% rs2280714 Lol 84 A< - i
IZED TR CH A Lavmi i, rs2280714 ORHIEHT topoisomerase | HUARBEERE, RN
MR BY SR B AE BE (2 ds\ VTH# Tdho72, GENEVAR F—#~<—2& fV V=S BAEIT I2.LD, rs2280714
DYAZBAETRUL. BHET S TNPOS MG AK0G, IRFF MG ORBL BT A LAVRBE N,
LA bk By, IRF5 BB LMET S SNP 2 2 St R SE D MR L T 5 2 b AbRE s,

A. BFZEEEY ETHEEAERSRTVWS, 2 %A EE

A, 2H )7~ b—7F Z(systemic lupus  (systemic sclerosis, SSeHZHV Th, AL 56 H
erythematosus, SLE)&ZTUMETHEME C®RIE  To77A 02875 IFN signature A3EESN,
HERIZEBITS type interferon (IFN)/ RS2 A OHE 5S¢ £ type ] IFN oA RBENRE1), —H.
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SLE, MY 7= F (rheumatoid arthritis, RA)ZIZL
L A& Iz T, interferon regulatory
factor 5 (JRF5ZOBMAHEXNQ), KER
EREATAIEAHLHITRoT

IRF5 {3 EEL TREFROMAICMARAIIZIERL

type I IFN RRRAEFEH A bh A - F MM 53 5a
HHFChh. IRFFIZIE DI bt 3 AT O BRRER)
ERINIEETH. BIAborNICHEETSH—
H#i B £ ®) (single nucleotide polymorphism, SNP)
rs2004640 1%, 5° splicing donor site 2JEREL , exon
1B % & tp splicing isoform ORBEIZPHY, exon 6
{Zi 10 73 /86D insertion/deletion Z3FET %,
E5iz, exon 9 (ZfF{ET D 37 F B aR WK
(3'untranslated region, 3'UTR) = iz & + %
rs10954213 (3 poly A signal Z-{E#L, IRF5 @
mRNA L~ R ET S,

bbbz, BAAEHICETS IRFFESLE &
O AL, AR ANEHClIEa— oy M E
AT oy 7 iEN R sl a—ny g HE
15725 SNP(rs41298401)7%% SLE L4 L%
HELG), &612, Zhbusicbunonnd
RAFEALL THESR TS,

WEOBFFI LD | IRFE X8I~ T, R
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