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woune] o Aol mEw, 47 @3 AEY AF A58 BEA vAdA ) BRAe GHY F
oieh,

®ouge 9 AAde] mEw, 47] @3 A8 AW 5§ GBY vhANA Fele] ARy W
A7k AL = vk,

A7) O HA1S G438 fste], 2 U @ AR EH AESH A EZEE Aw DNAE =

¢ 5 DNA ol A8 CARDS 3R] rs20432119] ©dA71grd A 9191 150754 A717F T
3 g 98 58 d¥Ad vA, CARDS AR rs19726199] @AY 91x]91 18521
A7 GOl dwele]l A=Y 9F =8 A wbA T CARDS SRS rs43892389] wrd v thE A 9
] 2% 99 58 O34 nAE AFse dAE X¥eke A F

r o
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ro
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ge] Az
B o] me @3] AGY Bgd % AW 99 A58 G AL, BT 9F3Y FAB 39
T AYY WY wE ABWe FAHA AY ARA, APY HFY T AP FA4 A9 B4
24 AP oY mE 28 99 A% P B G830 A8E 5 Ao
gy A7) A FAH g

| Slal gAs ABEAR, o7 AAds B oume A AY B, 2 @yl y

rl
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gl
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aY)
rlo
p

Shr9lo 24, A ZW(Crohn's disease, CD) ¥} 6509 (A 44174, 444 2099),
1< (ulcerative colitis, UC) A} 660 (FHA 3449, o4 316%), A<l dlZa* 6887 (FA 351
g 337) o ® o]Fojxtt. ARW e AYAH WEAd A B Tl A, IARAEA, WAl
h3 7)FEol wEl AgolhEde] 954 FAEI(IBD) E Yol AdEUT. A2
2578 = ¢ 534 WA (Indeterminate colitis, 10)2 B AA|doA A9 % A
Z 7 AIE] (Health Promotion Center)ollA 5ol HAZte] §lv dlxzvS B3 ATt okt N=Fst
(Montreal classification)& o]&ale]l A=2W 2 #HAd dFde EIF 59

subgroup) Ak, F Mo 5yAA ZAH AR disdE S.K.Y. 2 SK.P.

A S.K.Y. B B.D.YD)ZF 82 (genotype) A AHE BE AHAA EFAZIE B
A8 e A A AL del (Al 164 ofsk, A2: 17 WA 404k, A3: 40% %3, H
(ileum), L2: AZ(colon); L3: 3|A%(ileocolon)), M #d Fe(Bl: FZ(inflammatory), B2: F2t
(stricturing), B3: ¥H&&(penetrating))el webr &t¢lf =HJvk. BEZHA &/ F 47 917 (upper
GD) ' 2 & W W (perianal disease modifier)S A &31x &odrt. A=A PAYd =L A
A 273 =, AU WA A B3 W9 (maximal endoscopic extent, El: #AIYA Z A (ulcerative proctitis),
E2: &= AA(left-sided UC), E3: AZAFA(extensive UC))E 7122 EFEHAC. B AAd e Heke] <l
T TAIEA 4 At EAL 37] & 19 YERISIT.
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¥ 1
£ (n=650) ALE A (n=660) o] = (n=688)
=X0) vl & (%) HN) 1] & (%) ") vl & (%)
/Kgﬂaﬂ — — _ _ _ _
A 441 67.8 344 52.1 351 51.0
o4 209 32.2 316 47.9 337 49.0
ek Al Jo 24.3+7.7 36.6+12.9 -
A (yr)
gk A] o] - - - - - -
164 ©]%d 63 9.7 21 3.2 - -
17 W=] 404 560 86.2 374 56.7 530 77.0
40 A 23 27 4.1 265 40.2 158 23.0
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$1 X (locatio - - - - - -

n)
ilﬂ( i leum) 123 18.9 - - - -
A= (colon) 31 4.8 - - - -

3 A% (ileoc 496 76.3 - - _ _
olon)

217 (proct - - 200 28.2 - -

= - - 208 31.7 - -
Z]'Oj(left—
sided UC)

A4 (ext - - 252 37.4 - -
ensive UC)

Elgs] - - - - - -

& ®l (behavio

r)

A< (infla 296 45.5 - - - -
mmatory)
A2 (stri 135 20.8 - - - -
cturing)

#33 (penet 219 33.7 - - - -

rating)
perianal - - - - - -
fistula(g&E
=9 AF)
= (No) 278 42.8 - - - -
A (Yes) 372 57.2 - - - -

WA Agehti e QAT Y] S0 ek, BE NAAZEY A9 FoE At

2. ddA7IggAd FAAE A (SNP genotyping)

Z 2 Yol (proteinase) K 2 FE/FE2IXEF FEWUS ol&sts FEA WHo=Z, EDTA-3-8-3L(EDTA-
anticoagulated) *2]¥ A=d 5mEHE Al DNA(genomic DNA)ZS #2]3}t}. CARDS(caspase recruitment
domain-containing protein 8)°lAl 770 SNP (rs1965759, rs1062808, rs4389238, rs2288877, rs2043211,
rs2288876, rsl1972619)2] FAAF S EA3G . A7) rs HEE= NCBI dbSNPol] &2 o2 5E% SNPe HE
2 9ujatd. fAAE  BALS nmatrix-assisted laser desorption/ionization time-of-flight mass
spectrometry-based system (Sequenom, San Diego, CA)S ©]&€3} 3L Analytical Genetics Technology

Centre, Princess Margaret Hospital/University Health Network (Toronto, Canada)ollA <=a3}ic}.

3. 84 W9 IL-18 v%9 534

A AES -20ColA BaEdek. 84 o) JdEF-189 424 542 human IL-18 ELISA kit II (BD
Biosciences, San Diego, USA)E °]&3le] Fa3Iqtt. AxzAte] wimdolx Hst nfe} o], microtiter
plate(BD Biosciences, San Diego, USA)& IL-1B¢°] thsh vl TUdEFE A 100p0/ Dol ZEEHO] . &
= 2 FAHor AE I H HES 7] doll Wi AARolA 2A7HsE Wikt AlH @EAlE W
AHE 5, 22k FAIQL biotinylated &-%13F IL-18 FAIE FH7bskar, AF2elA 1ARsSE vlgA ZAT. 29 A
gk & ~ESIER Y- JﬂSLA]f+Xﬂ(StreptaV1d1n horseradish peroxidase) 100uE 718t Aol 30& &
S WA Z . HESHED-HAT(TMB) 713 & 100us H7FgFo=mn Al Al71a, A (stop) &4 50
we A7bgomAd Ay AWEs AAAZAC. ELISA ZHolE Y& o83t 450mmolA FEEE
S48k, 709 IL-18 2T SN EHeRRE EEFAS F3kaL, [L-18 AE w58 A%, 7] £4

(assay) 9 AEHYE 1.95 WA 125pg/mé o] AT},

oTS
filo
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4. EAEA EA(statistical analysis)

A= T2 239 SNP Alyze version 5.0 (Dynacom Co., Yokohama, Japan)< ©]-&3}o] slt]-¢}Qlwj1 o
2 ogdEE gl dig Ao Hu 2 dizd FHxE WlX(genotype frequency) Alol9] UXAE
= k. A7) B#EAe PLINK 1.07 (http://pngu.mgh.harvard.edu/purcell/plink/) % version 3.2 of the

A}at
Haploview  program  (http://www.broadinstitute.org/haploview/haploview)S  ©]&3}=  permutation
correction?t @7 x° EIZES olgdtel Az the o AR Y FHAallele) NE L FHAH
WEg vngoss e,

e A2 e sE o] 3 X2t AbolE 2 X ~E 3| EA(logistic regression)< o]-&3lo] H| uls}o]
o] 2 AH wBAE Q=H](odds ratio, OR) Z 95% A2 F7F(confidence interval, CI)S Falitt. A-d
Z ®4(case control analysis)olA p-ak(p-value)o] 0.2 o]&}el dAdA7|thEI A (SNP)oll ths] FHAE-%
|3 BAS S8t 22X 37 248 E=3 Faste] 188 9 HY 12dY Aol f94 Ao
AE AE AT

X HAES] ek pair-wise 9723 (linkage disequilibrium, LD) &, D' 2 Z27ol(r), 2 p-3t
S SNP Alyze 2ZE o] #17]%x] 2 Haploview Z213 version 3.25 o]&ste] Aaksgict. 224 19913.3
ol 43,349 71% (bp)el o122 CARDSS] 709 thEAd(polymorphism) Ake]e] pair-wise A¥ETEH(LD)2
oF7F WTH(0.08< R'< 0.51, dlo]El:= YERNA 928). Qa8 (haplotype) 4] A= ©hol nl7] 223} =
A T, ohFe FHRET Alol] IL-18 422 zFe]E ANOVA(analysis of variance) ¥ (-E|2EE o]&
3ol Hrbskodtl. pgkel 0.05 wwrel AL EAA oz folrtm A, 7] dolEE SPSS version
12.0 for Windows (SPSS Inc., Chicago, IL)E o]&3le] ¥4I3}3t}.

5. A3}
(1) =919 A=A FA37 (URDSS] thE A Tte] BEAd B

1,310 9 954 FA (6508 e T2 A L 66082 AYA EH%]'@?}Z}) L 688”394 A7 o
of tall CARDSS] 770e]l dA A7 AT, 7] 7THe] G 7IvE A (N 2
2HE FoHA(significant deviation)E& HoJFA Fgrh. =<l dojA = %7] 709 gdd s
(SNP)eo] AT S SAprolA ozl S BoF4 XAqv. dxayd 954 Fd¢
4o GddvIg@E e dH FAA RE Aol WMol 0.1 WA 1.7%0]0aL, TAA L
A Yol s FA8HA] &s). 2dd, A8y gt 2 A i Sk el diste] A
S T 23, 6710 LAV Artge] 9 i - opposite risk allele)& ®o F30aL,
gl disl] FAISHA o2 BEAS HoFe A7 dddVIndEd S AR IEstvh(iE 2 B £ 3 FE, alR2
Uo] @ 4d nAg® o=u ‘9 $(a chromosome position), E FAA 1& A% Y FAoH,
dH FHA4 12 98 g FdAd). 871 & 2 AYE 8D AT 2t Abole] CARDSS] A &
A Aateln], &t7] % 32 ABW Ak} it Abole] CARDSS] A E4 AdE dEhith

rE

rr

¥ 2
ID | $1X(pos | &EH UC A9 A izt F 43 (genotype A
ition) |AAH(all| +4%F (genotype of case) of control)
eleh
1 2 11 12 22 11 12 22
rs196575|53399393| C T |341(53.7|252(39.7|42(6.6%) 635 302(51.0(249(42.1|41(6.9%) 592
9 %) %) %) %)
rs106280| 53403288 G A |173(27.4|314(49.7|145(22.9 632 143(24.2]305(51.5(144(24.3 592
8 %) %) %) %) %) %)
rs438923| 53412251 C T |388(61.21221(34.9|25(3.9%) 634 353(59.7(214(36.2|24(4.1%) 591
8 %) %) %) %)
rs228887|53429518| A G |377(57.8|242(37.1|33(5.1%) 652 388(57.1(244(35.9|48(7.1%) 680
7 %) %) %) %)
rs204321|53429363| T A 150(22.9(318(48.6|186(28.4 654 112(16.4|354(51.9(216(31.7 682
1 %) %) %) %) %) %)

_6_
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rs228887(53429576| T | C [371(57.4|241(37.3|34(5.3%)| 646 |387(57.1|243(35.8|48(7.1%)| 678
6 %) %) %) %)
rs197261|53442741] A | G |59(9.5%)|273(44.0[288(46.5| 620 |52(8.8%)|237(40.3/299(50.9| 588
9 %) %) %) %)
D | Ax | Ak (Y A 1 o] S943 10 W 2| HA4E e o fda9 1o
AR |, 2 22 12422
X
U A P aOR(95% | p-3k aOR(95% | p-3k aOR(95% | p-%k
cD) cl) CD)
rs196575(53399393| C | T 0.696(0.404) |1.191(0.| 0.470 [1.119(0.| 0.633 [1.157(0.| 0.216
9 742-1.91 706-1.77 918-1.45
1) 5) 8)
rs106280(53403288| G | A 1.294(0.255) |1.225(0.| 0.227 |1.092(0.| 0.526 |1.201(0.| 0.175
8 881-1.70 832-1.43 922-1.56
3) 3) 5)
rs438923|53412251] C | T 0.226(0.634) |1.023(0.| 0.936 [1.012(0.| 0.969 [1.030(0.| 0.804
8 564-1.85 561-1.82 814-1.30
9) 5) 5)
rs228887(53429518| A | G 0.689(0.407) |1.492(0.| 0.100 [1.502(0.| 0.089 [1.043(0.| 0.711
7 926-2.40 940-2.39 835-1.30
3) 8) 2)
rs204321|53429363| T | A [6.411(0.011) 1.551(1.10.007 |1.170(0.| 0.198 [1.505(1.|0.004
1 126-2.13 921-1.48 140-1.98
6) 6) 8)
rs228887(53429576| T | C 0.420(0.517) | 1.424(0.| 0.143 [1.439(0.| 0.124 |1.028(0.| 0.807
6 888-2.28 905-2.28 823-1.28
5) 9) 4)
rs197261|53442741| A | G 1.838(0.175) [1.178(0.| 0.442 |1.172(0.| 0.182 |1.095(0.| 0.658
9 775-1.79 929-1.47 732-1.63
1) 9) 9)
F* 3
[0033] D o "5 A=k (D $A}9 HA gz F- 323 (genotype of A
(allele)) 7248 (genotype of CD control)
case)
1 2 11 12 22 11 12 22
rs1965759] C | T |330(53.1|244(39.2| 47(7.57 621 | 302(51.0| 249(42.0| 41(6.93 592
4%) 9%) %) 1%) 6%) %)
rs1062808] A | G | 169(27.2]316(50.8 | 136(21.9| 621 | 144(24.3| 305(51.5| 143(24.1| 592
1%) 9%) 0%) 2%) 2%) 6%)
rs4389238| T | C | 45(7.25 | 226(36.3|350(56.3| 621 24(4.06 | 214(36.2| 353(59.6| 591
%) 9%) 6%) %) 1%) 3%)
rs2288877| G | A | 44(6.79 | 249(38.4 | 355(54.7| 648 48(7.06 | 244(35.8 | 388(57.0| 680
%) 3%) 8%) %) 8%) 6%)
rs2043211) A | T |230(35.4]306(47.1|113(17.4| 649 |216(31.6|354(51.9| 112(16.4| 682
4%) 5%) 1%) 7%) 1%) 2%)
rs2288876| C | T | 44(6.82 | 246(38.1|355(55.0| 645 48(7.08 | 243(35.8| 387(57.0| 678
%) 4%) 4%) %) 4%) 8%)
rs1972619] G | A | 335(54.6| 248(40.4| 30(4.89 613 | 299(50.8| 237(40.3| 52(8.84 588
5%) 6%) %) 4%) 1%) %)
D[S RRAA R A Lo 2| AR 10 o oz | HAAE 12 O | 543 1L )
(allele) |x° 22 12422
1 2 (%D aOR(95% | p-%k aOR(95% | p-%k aOR(95% | p-%k
cD) cD) CD)
rs1965759] C | T 0.167(0.683) 0.922(0.| 0.743 [0.918(0.| 0.724 |0.996(0.| 0.972
568-1.49 573-1.47 781-1.26
8) 3) 9)
rs1062808) A | G 1.606(0.205) 1.345(0. | 0.096 |1.221(0.| 0.174 |1.211(0.| 0.177
949-1.90 915-1.62 917-1.60
6) 8) 0)
rs4389238] T | C 3.582(0.058)  [1.923(1. |0.022 1.139(0. | 0.298 |1.883(1. [0.024
098-3.36 891-1.45 085-3.26
7) 7) 9)
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rs2288877| G A 0.352(0.553) 1.076(0.| 0.764 | 1.164(0.| 0.208 | 1.007(0.| 0.978
668-1.73 919-1.47 632-1.60
3) 4) 4)
rs2043211| A T 0.528(0.467) 1.019(0.| 0.914 |0.904(0.| 0.525 |1.167(0.| 0.222
719-1.44 662-1.23 911-1.49
6) 5) 6)
rs2288876| C T 0.277(0.599) 1.074(0. | 0.769 | 1.155(0.| 0.232 |1.009(0.| 0.971
667-1.72 912-1.46 633-1.60
9) 4) 7)
rs1972619| G A 14.569(0.033) 2.010(1. |0.007 1.994(1. |0.006 1.123(0. | 0.350
212-3.33 217-3.26 880-1.43
2) 6) 3)

ALE gD saatel]l doiA e 7o) ddArIE e FAAE Exe A7 & 28 S8 dEt. ]
Ade ZA2E 3RS o)& 0}04 9 3 A BAR e=v(0R)EA Yepdllth. 7] dddrIvEd S
FHAAE S S AF, rs2043211 =, CARDSS] @A Hd o] ¥lolE zjste ©dA7ItHE A (C10X) o] A
4 a4 5& }Eﬂ izt Abo] 1*1 g A RE@.9%9 oA 7 FeAdd ApolE BT

, A7) dEzad 229 AT Alele] Aol Wi Weke g 1.4% v (E 3 FFR). V]
24 ﬂz}? 2l ?4] F3 U B Atole] AR Uiy A RIE(stop allele frequency)®] 2bol= 6.3%
w, SAAHSE FSITH=0.0013). AA FHAP T ¥ wf TT F-d2F 9] A7) rs20432119] RAH 2=
HI(OR) = 1.55°] A4 (95% A= 7-7H(C1)=1.13-2.14, P=0.007).

el W wBay 242 SRSt @ 2 ol Al o)
=
oo
e

iLU

AzE RiEe QlojA FATH R fol%h
zholE RolFE Y3 AL rs20432110]0tk. A7) 2] A= 6.8%, oAM= 2.7%01 e,
Qe ARk FAAORE FolakdtH(P=0.0011). AA frxba 2 o oo TT A 7] rs20432119] HAH
ZH](0R)E FAAE 1.80(95% A1 F7H(CI)=1.16-2.78, P=0.008)°]A i ool A= 1.32(95% 21 F-7F
(CI1)=0.82-2.14, P=0.256)% ‘eI, AYE tigsdel 718 A8 HoAe deids & & Aot

(3) F=le] AW (D)3} CARDSS] w2+
AW @Al o] 7o dddrIv g e A F 35l dEiy. 7] dds
BALY B2 S ol&sto]l 4 B A9 BAE AWl Wi e=n (A AP = (relative risk))EA

BRI

Lo
)
e
oX,
S
1%

A= S gEE Abole Y $AA NE 2 S48 e wasy] 98 x HAE Ads URDSe)
QIEZ 1o X3 rs19726199 T3l 1 9 oA (marginal significance)S HoFUvh (22 P=0.033,
P=0.022). 747 dxza 224 At AR 29 Apol= 3.9%01Yet. 19|, 47| dxza
AFd g BAT Afole] zbol= wbg) WEFo R 2 69 TH(E 2 FX). welx, IZEY A A dl
el S Abole] rs1972619 e SAAF We] zhol: 6.5%0], EAH O olEHATH P4.0X10 ).

ARG g o 66 FEAF] A7) rs1972619¢] BAH  Q=H|(0R)E 2.010] ATH95% Lﬂ?{}
(CI)=1.21-3.33, P=0.007). QUEE 8d ¢X|3l= v DP°‘°f‘71Tﬂrﬁé* , 5, rs43892382 tiEzTra A=W @A)

UR
H‘I oh‘,
>
o
o
)
)
o :10

T Abole]l iy AR W= xpol: 3.3%0|ATF. rs43892389 A WE fAA(minor allele)® 94 »dl
(recessive model 3lollA FAZ2WI AAGFF9 %L/“(marglnal assomatlon)o Bo]FYTHOR=1.92, 95% 2=
FZHCI)=1.10-3.37, P=0.022). WrHol HFA tgsdel daix = Fo4Ql #EAE HoFAd vl d kg o

HolE X3l ddA7Ivbd A SNP(nonsynonymous SNP)%, = 1520432112 AEH Y= FYAS Ho
FA ZdaL, Cys EF-AAY REs gx2atea By 329 xarol A =4 YeRST(0.590 o 0.576).

2 #2240 mE2W, AT oA Ateld] tiY Ak Wikel lolA ofgk 9% zlolE HoF
w7 = rs438923801th. 7] Apol= WA E 4.6% oAl oo = 2.6%01R L, ©A HA el
ot F9 FAAS JERITH(P=0.041). C §AAE 3 vwE w TT @1}6394 7&7] rs43892389] HA
FH 2=1(0R)E FAolAME 3.09(95% A= 4-7H(C1)=1.30-7.32, P=0.011)°]Q}a oJ Aol 1.25(95% A= F3F
(C1)=0.56-2.76, P=0.59)= vEeh}, AW S7hd Ad2 SdolA vetdS & 5 A

Hol

[e]
T
+

20 ox
Noﬁrﬂ&ﬁ
oot £

El:
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(4) CARDSS] ThE A3 AYA A0S 432 FHH (clinical phenotype)

AFA ddge A4 mddy A7) 7719 ddd7igd A Abole] Ao sty Hrpsidvh. dlzay vl
st o = AFAE e AAAG(FHS A (P=0.043)0] el 5.6% E AAFFA thE 5.6%(P=0.030), & 4
o

ZAx)ol 3k rs 20432119 918 HH FHAF WIE(risk allele frequency)olx] EA8H o2 AAFF =}o]
(marglnal difference)”} #Z=HIY. 25 A4E 2 AZAFAe] A3 917 (combined subtype) &40 wW=

oA AHAAL EATHORE Fost o, 1,000 =274 (permutation test) & 313G TH(P=0.043).
6}71 i o4v WRe BXRNR ATsE AYY WEE Aol dolA rs20432119 fAAE W= Y gE

F 4
rs2043211 iz | A™Y |p #A= 4 |p A4 |\ p H= AFA+A | p
(T=1, A=2) Ch a4
FAAE | 11| 112/682 | 45/199 |0.045 | 49/204 |0.014 | 56/251 |0.038 105/455 0.005
A= (16.4%) | (22.6%) (24.0%) (22.3%) (23.1%)
12| 354/682 | 91/199 | 0.125| 98/204 | 0.332 | 129/251 | 0.890 227/455 0.505
(51.9%) | (45.7%) (48.0%) (51.4%) (49.9%)
22| 216/682 | 63/199 | 0.997 | 57/204 | 0.311| 66/251 | 0.113 123/455 0.094
(31.7%) | (31.7%) (27.9%) (26.3%) (27.0%)
g f4 | 1| 578/1364 | 181/398 | 0.272 | 196/408 |0.043 | 241/502 |0.030 437/910 0.008
ol (42.4%) | (45.5%) (48.0%) (48.0%) (48.0%)

(5) CARDSS) t}a A3} A2 (D)o 942 T8y

Ao A3 m G 7] e GG Aolel wAlel tiske] rbeksith. & 5ol M dERd wet
o], rs1972619 H rs4389238S AlQstar= W
H Ak Rzl fro14 zpol7 AA] &gkt

rs43892389] 3 A% (ileocolon)S HWdle AW AT dlzat Alo] ¢
2 AAGFT 2ol (4.0%, P=0.028)7} {%}ﬂi’iﬂ, rsl1972619¢] 324 A3
WA e e 9 AT REA B S giat Abeld] 99
AAFEY Zo (A A3k 4.3%, P<0.029, F=5HA: 5.4%, P=0.018, 3B X F FLEA: 4.9%, P=0.039)7}
#BZE k. 2dd, A foA4S 1,000 = qxé(permutatmn test) 0.2 WA= ot} IFAFS
st AEY A, 95Y A2 %1}4 e g Y AF REA 229 @279 rs19726199] FeE Ao
3 BWA"E 9=n|(0R)E 77t 2.02(95% A1 F-7H(C1)=1.16-3.50, &0.013) 2.94(95% AZTZHCI)=1.41-
6.12, P=0.004), 2.58(95% A1&]F7H(CI)=1.26-5.28, P=0.010)°]At}. 7] & 5= thxa 2 #Hue 93
DHFE AF ﬂﬂ Az xTel QoMY CARDS WolAle]l FHAE H Y {FHx WEe B
Aijolt}, &}7] & 5olA, W oA ML1S & (ileum), ML2-> ZZ(colon), ML3-> A (ileocolon)
S yelye, Hde] 3y FHefolAq MB1e 95 (inflammatory), MB2L HZ&(stricturing), MB3S #E3
(penetrating)& YWERW, tH F42 1] 18 HE FHAE HERAT.

| 3}
o o

rl

=
P

_IZ: e,

x5
rs4389238 = ML1 P ML2 P ML3 P
(T=1, C=2)
_%XJX]- 11 24/591(4.1%) 9/119(7.6%) |0.098| 4/29(13.8%) |0.014 32/473(6.8%) |0.050
@ = 12 | 214/591(36.2%) | 35/119(29.4 | 0.156| 7/29(24.1%) |0.185| 184/473(38.9%) |0.367
%)
22 | 353/591(59.7%) | 75/119(63.0 |0.503| 18/29(62.1%) |0.802| 257/473(54.3%) |0.077
%)
1 | 262/1182(22.2%) | 53/238(22.3 | 0.972| 15/58(25.9%) |[0.509| 248/946(26.2%) |0.030
%)
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e MB1 P MB2 MB3
AR 1L | 24/591(4.1%) | 26/280(9.3%) |0.002 | 6/132(4.6%) |0.801] 13/209(6.2%) | 0.201
@ N | 214/591(36.2%) | 95/280(33.9 | 0.511| 48/132(36.4%) | 0.973| 83/209(39.7%) | 0.368
%)
22 | 353/591(59.7%) | 159/280(56.8 | 0.410| 78/132(59.14%) | 0.893| 113/209(54.1%) |0.154
%)
1 | 262/1182(22.2%) | 147/560(26.3 | 0.060| 60/264(22.7%) |0.843| 109/418(26.1%) |0.103
%)
rs2043211 S ML1 P ML2 ML3
(A=1, T=2)
A2 11 | 216/682(31.7%) | 36/122(29.5 | 0.635| 14/31(45.2%) |0.116| 180/496(36.3%) |0.098
P Hlx %)
12 | 354/682(51.9%) | 61/122(50.0 | 0.698| 14/31(45.2%) |0.462| 231/496(46.6%) |0.071
%)
22 | 112/682(16.4%) | 25/122(20.5 [0.271|  3/31(9.7%) 318 85/496(17.1%) | 0.745
%)
1 | 786/1364(57.6%) | 133/244(54.5|0.365| 42/62(67.7%) |0.114| 591/992(59.6%) |0.343
%)
EEe MB1 MB2 MB3
A2 11 | 216/682(31.7%) | 119/296(40.2 |0.010 | 49/135(36.3%) |0.294| 62/218(28.4%) |0.369
P Hlx %)
12 | 354/682(51.9%) | 125/296(42.2(0.005 | 66/135(48.9%) |0.522| 115/218(52.8%) |0.828
%)
22 | 112/682(16.4%) | 52/296(17.6 |0.660| 20/135(14.8%) |0.643| 41/218(18.8%) |0.414
%)
1 | 786/1364(57.6%) | 363/592(61.3 | 0.127| 164/270(60.7%) | 0.343| 239/436(54.8%) |0.303
%)
rs1972619 ES ML P ML2 ML3
(G=1, A=2)
A2 11 | 299/588(50.9%) | 59/119(49.6 | 0.800| 17/29(58.6%) |0.414| 259/465(55.7%) |0.117
P Hlx %)
12 | 237/588(40.3%) | 54/119(45.4 | 0.305| 12/29(41.4%) |0.908| 182/465(39.1%) |0.701
%)
22 | 52/588(8.8%) | 6/119(5.0%) |0.168| 0/29(0.0%) | 0.094| 24/465(5.2%) |0.022
1 | 835/1176(71.0%) | 172/238(72.3|0.694| 46/58(79.3%) |0.172| 700/930(75.3%) |0.029
%)
EEST MB1 P MB2 MB3
A 11| 299/588(50.9%) | 156/276(56.5 | 0.120| 74/131(56.5%) |0.243| 105/206(51.0%) |0.976
A %)
12 | 237/588(40.3%) | 110/276(39.9(0.900| 51/131(38.9%) |0.772| 87/206(42.2%) |0.628
%)
22 | 52/588(8.8%) | 10/276(3.6%) [0.006 | 6/131(4.6%) |0.105| 14/206(6.8%) | 0.360
1 | 835/1176(71.0%) | 422/552(76.4|0.018 | 199/262(76.0%) | 0.107| 297/412(72.1%) |0.676
%)

189 ¥4 ye
3 0.97+£6.8pg/ml, P=0.01)3} wjwd & uf, ﬂiﬂﬂ B} (7.0+17.3pg/ml) E=

+8.4pg/ml)o] FHoR =gkth, a#Y, AN

Fo%

5.3%£4.1, AA:

S wgaA

2~% O

SEZoH(P=0.265) .
A Atole] BEAMEA (analysis of variance, ANOVA)o| w2wH

2.8%4.8, P=0.116)

e WEF(AEY AT A% gEgd SR 25l o
ALd g At (4.9
g g A 2 T8 SR Abol o] abel= %ﬁ]@zi
ALE ddd s 2 I82W SAate] oA IL-1B 2
A, AFAE g FAL(IT: 6.6+£11.9, TA:
TE A28 SAT(TT: 4.1+ 9.7, TA: 12.9429.5, AA 5.5+10.1,
FrAA G Atole] SAH SR freolgh atol= gl 3 8ol A

P=0.114) 84 W IL-1B 42 rs2043211 3719

vhebd wpsh ol
rs20432112] A & $Ax} Wz

o] & A (heterozygote) 2

53 & (homozygote) 2] A3 2 (combined analyse)-

=(stop allele frequency)®} =2 3 W IL-18 =+ Alolo 4o Add
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QAR ARWAE ] A 08 AL, 1079 T2Y BAZ, 1069
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Al(positive correlation) HAYAH Aol HAZ=AJATH(TTHAT: 6.1+£9.8pg/ml, AA: 2.8+4.8pg/ml,
P=0.048). ALY g SAAAAT Al wE FAoA o FoFd dHEAde] #EHJT. AYH g
Szt o] oA SApol A, rs20432119) 3709 A AE Alolel A U9 Hﬂﬁ‘?%ﬂ~%ﬂﬁﬁ.ﬂﬂﬂ‘%ﬂq
(P=0.027). 3}7] & 6 rs2043211¢] §AAG W B I3 U (-1 F2d g 232 Jepyy, ‘o
H FA12 12 9" dE -2 R}olo).

F 6
ID A & UcC
2}
(allele
9
1 2 11 12 22 11412 | 12422 | 11 | 12 B | 11 o | 11412 | 11 o

) (N) (N) ) N |12 |22 22 | o 22| 12422
Zop PP

rs2043211 T A A | 6.639| 5.254 | 2.793| 6.143 | 3.731| 0.116 |0.041 | 0.055|0.048 | 0.133
(43) | o | B9 | 7)) | (63)
A 13.9974.990 | 5.176 | 4.338 | 5.097 | 0.824 | 0.936 | 0.592 | 0.658 | 0.535
(21) | Ay | a5) | (32) | ©@6)
oJA [ 9.161| 5.479] 1.303| 7.793 | 2.770 [0.027 |0.003 |0.025 |0.004 | 0.064
2 | U3 ] @ | 35 | 3D
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