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BASBR AR mE (RIZRERMEENTEESE)
SHMERESE

JIEIR DFREZ MR F DERE L B FHRT
WEHEE BN L ELERRFY ) AEREFRE ¥ — - BRBEBHEF— L)

HRES

NEFROBEEEROMALZ BEL, ¥/ 5T A NEEEMBHT(GWASHT X 5 IEH D %k
ZHEBERTFOREEZITo 7. EBETRICESNIBREELTRIICHKEOIT 5L,
RARZMERETF ITPKC 36 L O CASP3 OfRER) SNP & n 7 ) U IER(IVIGESL
P72 b N EEIRRZ (CAL) & DBIEIZ DWW T ORI 21T - 12,

GWAS Tid ITPKC, CASP3 OBE#EE FHEIRICMZ, &/ ATUA FEFTOFEKELTE
73 A OF - R EEERSER TE .

BIR TR & IVIG 5 & OBEIZ W T ORECIX ITPKC & CASP3 BigmFDU
ATV NE—DLUEETEH L IVIGEGMY A7 PEFBEICREDL LIRS (v X
e 2,72, P=0.000062) . FROEEDBMN CAL DY A7 25\ THED L v Xt
2.94, P=0.0047).

A BREN e OBEEDCEMEHK—7 2 ba—AT
JNEFFRIIRIZA S 2 & STV RU ke ERINTEBEOIVIGISEE LB LE

R+ & 18 FAOBIRHER M FR & 72> T DEBZLICL-oTHRTHZ L, R

EZAEEZLND., bbhUIZInET ITPKC t & {2 NFAT &R OH#EHIRF &

IZ R AR RN & O B SR L R LTHREL TS AREMDH S CASP3 @

i~y V¥ OFEEAW, JIIBFBEORE SNPIZOWTHEEE L OBFELRSL - &

B MR T ITPKC & CASP3ZRAELT #%#BRET 5.

&, L La®bihnbo >0 F

® SNP iZ £ 0 BB &5 Oi3)IEH D # B ®FESE

BERO—HICIBE RV, RHERETIX [ )RR EEEFORE—S

NI ORGE R OSFEMPIHITF /) b J AU A FEEEAEHT(GWAS)—

UA FEEMTIC L3028 EERER )RR 438 A, #MB 3397 AizoWT,

FORBEERTS. GWAS OB Z21To 7. BEZBRN LA
72 ITPKC @ SNP Iz oW CED BN 463,883SNP @ 5 H B D AL HE D LT

5935 12 FR AR L 72 BR D BRI S (CAL) R 100SNP (2> &, ML U72) G 470 A,

K 7u7 Yy (IVIG) HRCxd 5 *EE 378 A (7S 1), & 52K 285
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EFIVOERERARTZ. TR 1341 A,

SR 931 AZHWEr—H RIZBITHED
BAEEOEWEETT NV (B, EM,
%58 BEuTRT 4y Z7ERSITICE VR
. FEMBHETATRY A7 T LAOKIC
v 01,20, F#HELLIFHBETALT
20,1 DR2T 2BEFRICESERE,
BABAOR 2T OEH (BEHY A7 A
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7 ERET LTz,
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UM & o RE

2008 FLARNZ TEKRFE R L K ILER
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L DIEEE 27 342 AT & IVIG
iz 5 Ml ELOBENRZHE SNP
(ITPKC: rs28493229 G/C, CASP3:
rs113420705* G/A) BUMIEX 5121k SNP @
BETFEIOE X Ie 35— TOMB ALY
ORI OV TR ZITo 72

* SR ICHEIE A Tt dbSBP F—F N— X
IZ rs72689236 & B FINTWBEDH
EEIN®.

C R

[[IGWAS TR E *1T -7 SNP O ¥
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— B AT rsxxxxxx)iZ 2N Tt tkor 1, 2%
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— D SNP IZ oW TIXBEEOBER I HER L
Kiehot (F—FF ERR). BED LA
100 ZFTD SNP ® 5 & 41 i3> SNP & >
0.8 DEFHRFHIHDZ ENLEERE
DEHE 59 LAHRBRL, REAVIBIU2T
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EBRELE. 2 TCOY U IADT—F % A
SN LT RER, P<Ix107 OFBKER
T EE R LSNP IXEE 6 VETTh o
e (1), ThodH 62 AFTIIENEN
ITPKC 5 X T CASP3 O fEDHEIRIZH Y,
Sl L7 BB AR MR T & RV VS
Rz H -7 (M1BLV2). BlzET
NDOBFHZB W TII R 6 u— 2 TN/
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BETFNTHoTIENB6R—HADY
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&L, JIgR, SRICBT2HEEL RS
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URRERZIT)IEREE (7.0211.62), xR
B (6.07£1.67) ThHY, ZTOEIMHFH
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XA, U R T LA 11 LB GRE
F v X 103 Thol (F—HIEET).
THNEEZHET 2 A/ER L7z ROC dhiff
® AUC EfEIX 0.654 ThHhoTz (X6).
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1.35,P=0.017) 23k (£3). BETY
O syyyyyyy @ C 7 Lz 7 V7 ANERIC
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B A= v 7 FOMOAREIZBWTIXEE
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BETHOBABEDLEOHRESE SNP O
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Y =Bo + By + B, + B0ty 0

B

gene X ITPKC 0.77 (0.58 - 1.02) 0.073
CASP3 1.07 (0.87 - 1.31) 0.52
gene A 1.91(0.89-1.34) 0.41
gene B 1.20 (0.95 - 1.53) 0.13
gene Z 0.93(0.74 - 1.16) 0.50

ITPKC CASP3 1.06 (0.84 - 1.34) 0.60
gene A 1.00 (0.80 - 1.26) 0.98
gene B 0.87 (0.66 - 1.13) 0.29
gene Z 0.95(0.74 - 1.22) 0.67

CASP3 gene A 1.07 (0.90 - 1.27) 045
gene B 1.12 (0.92 - 1.37) 0.27
gene Z 0.99 (0.82 - 1.20) 0.92

gene A gene B 1.01(0.82-1.23) 0.95
gene Z 0.97 (0.80 - 1.16) 0.72

gene B gene Z 0.91(0.73-1.13) 0.39

X3 2 u—h REOREMERORRN
A REEREDH Y DuVRT ¢ v 7 BEIRET V. SIES Y, 1213 SNP1, SNP2 DY 27 7 LV

©0,1,2), WHREEy IRAERBOMRDA v X,
B REMEREDA » () & 95%ERRAR L USTE/ER S 0 172 LOETF A ANOVA DfER.
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N
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TG R7 T LIV (£SE)
KD 7.02+1.62 Welch' s t-test
Control 6.07 + 1.67 P<20x10"
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Receiver Operating Characteristic (ROC) #—77. Area Under Curve (AUC)E/HZ 0.654
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=3 KEAIZHIT Brsxxxxxx )| 67 & D REE

Sub population N Overtransmitted allele T/U OR 95% ClI P
Caucasian 248 G 75:60 1.25 0.89-1.76 0.20
non-Caucasian 255 G 70:47 1.49 1.03-2.16 0.033
Asian 72 G 24:16 1.50 0.80-2.82 0.21
Hsipanic 94 G 21:12 1.75 0.86 - 3.56 0.12
others @ 89 G 25:19 132 0.72-239 0.37
combined 503 G 144:107  1.35° 1.05-1.74°  0.017°

T /U, transmitted / untransmitted; OR, odds ratio; Cl, confidence interval
a: Mixed (n=64), African American (n=8), American Indian / Alaska Native / Pacific Islander (n=3), and no info (n=14)
b: Mantel Haenszel method

F4. KEAITE T Brsyyyyyy& I IBHEDBEE

Sub population N Overtransmitted allele T/U OR 95% CI P
Caucasian 245 T 57:55 1.04 0.72 - 1.50 0.20
non-Caucasian 248 C 117:89 1.31 1.00-1.73 0.051
Asian 68 (o} 41:23 1.78 1.07 -2.97 0.024
Hsipanic 93 C 48:40 1.20 0.79-1.83 0.40
others 2 87 C 28:26 1.08 0.63-1.84 0.79
combined 493 C 1721146 1.18° 094-147° 0.15°

T /U, transmitted / untransmitted; OR, odds ratio; CI, confidence interval
a: Mixed (n=63), African American (n=8), American Indian / Alaska Native / Pacific Islander (n=3), and no info (n=13)
b: Mantel Haenszel method

5 rs28493229 & rs113420705 O MG it LD RE

rs28493229 5113420705
allelic dominant allelic dominant

OR 95%Cl P OR __ 95%Cl P OR __ 95%Cl P OR 95%Cl P
Cohort 1
1g/kg x 2 157* 084-293" 016" 196* 090-4.27° 0.090*° 1.15° 065-204° 064° 122 055--2.70° 063°

265" 1.13-6.19° 0.025° 239' 088-652° 0.088° 1.60° 076-3.30° 020° 291° 0.89-9.53" 0.077°
Combined 184° 1.13-298° 0014° 203° 1.11-373° 0022° 1.33° 086-208° 020° 162°> 084-313" 015
Cohort 2

1st VIG non-responder® 126" 0.82-1.86° 031"  1.15° 071-1.85" 057" 1.04" 0.74-146" 083" 1.12° 068-1.85" 065
2nd MG non-responder” 1.31°  0.70-2.44° 040° 146* 070-3.03" 0.32° 157" 0.92-266" 0.095 293° 1.09-7.83" 0.032°
Abbreviations: IVIG, intravenous immunoglobulin; OR, odds ratio; Cl, confidence interval.

° Adusted for patients' gender, age

® Adusted for patients’ sex, gender and IVIG regimen

¢ 1st MIG responder vs 1st IMIG non-responder

@ 1st or 2nd MG responder VS 2nd IVIG non-responder

29



ITPKC
1528493229 G/C
Ga/AA | Goaa | coma | @
20
GG/GA | GU/AG | CC/AG § >
30
o U
[€eled] fevied Rvvied g @
B
Model 1 Model 2
Homozygous of risk allele at both SNPs raises risk At least one risk allele at either SNPs raises risk
: OR=1.77 (0.27- 11.46) P=0.56 OR= 1.46 (0.68- 3.10) P=0.33
TPR 40.0% TNR 65.3% TPR 37.1% TNR 73.3%
| PPV 2.8% NPV 97.7% PPV 83.1% NPV 24 8%
Model 3 Model 4
Homozygous or heterozygous of risk allele at both Homozygous of risk allele at either SNPs raises risk
SNPs raises risk
OR=2.78 (1.45-5.32) P=0.0021 OR= 1.60 (0.76 - 3.35) P=021
TPR 51.7% TNR 71.9% TPR 44.2% TNR 67.7%
PPV 42.3% NPV 78.9% PPV 26.8% NPV 82.0%
Model 5 Model 6
More than 2 risk alleles raises risk More than 3 risk alleles raises risk
OR=2.30(1.24-4.28) P =0.0084 OR=2.25 (0.96- 5.27) P=0.06
TPR 47.9% TNR 72.5% TPR 50.0% TNR 67.6%
PPV 49.3% NPV 71.4% PPV 19.7% NPV 89.5%
Model 7 Model 8
AA at rs113420705 and GC or CC at rs28493229 raises risk GA or AA at rs113420705 and CC at rs28493229 raises risk
OR=4.01(1.06 - 15.17) P=0.041 OR= 1.49 (0.57-3.87) P=042
TPR 40.9% TNR 65.9% TPR 63.6% TNR 66.8%
PPV 12.7% NPV 90.2% PPV 9.9% NPV 97.0%
Model 9 Model 10
AA at rs113420705 raises risk (recessive model of rs113420705) GA or AA at rs113420705 raises risk (dominant model of rs113420705)
OR= 1.26 (0.54 - 2.76) P=0.62 OR= 1.62 (0.84-3.13) P=0.15
TPR 40.0% TNR 66.3% TPR 39.1% TNR 73.2%
PPV 19.7% NPV 84.2% PPV 73.2% NPV 39.1%
Model 11 Model 12
CC at rs28493229 raises risk (recessive model of rs28493229) GC or CC at rs28493229 raises risk (dominant model of rs28493229)
OR=2.67 (0.81-8.78) P=0.11 OR=2.03 (1.11-3.73) P=0.022
TPR 53.8% TNR 66.5% TPR 44.0% TNR 71.7%
PPV 9.9% NPV 95.5% PPV 52.1% NPV 64.7%

7 1s28493229 L rs113420705 O IVIG #EHitk & DRGH- 2 7 —H 2 ET/VOBRE.

(A) rs28493229 @ C 7 L)L, rs113420705 D A 7 LIVRY ZRZ T L)L THD. (B) 220 SNP
DBIETFEID 12 DRI DMAEDE Y — N X HEBEDOKRE,. HTT /MIBWTRERY TRE
Ni=Esy 2~ A Y A7 BEE #2723, TPR: true positive rate (sensitivity); TNR: true negative rate
(specificity); PPV: positive predictive value; and NPV: negative predictive value.
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Low risk group® High risk group” OR® 95%CI° P°

Cohort 1 -
1g/kg x 2

VIG responder 75 22

VIG non-responder 22 15 242 106-5.54 0.036
2g/kg x1

VIG responder 30 6

IVIG non-responder 19 15 4.12 1.33-12.74 0.014
Combined

VIG responder 105 28

IVIG non-responder Py 30 2.78 1.45-5.32 0.0021
Cohort 2
1st+2nd IVIG responder 240 70
2nd IVIG non-responder 18 14 264 1.25-5.88 0.011
Cohort1 and 2

d
MG responder 345 9 272 167-444  0.000062
VIG non-responder® 59 44

Abbreviations: IVIG, intravenous immunoglobulin; OR, odds ratio; Cl, confidence interval.

2 KD patients with GG genotype at one or both loci.

® KD patients without GG genotype at both loci.

¢ Adusted for patients' gender, age, and VIG regimen.

4 vIG responders in Cohort 1 and 1st or 2nd IVIG responders in Cohort 2 were combined.

¢ IVIG non-responders in Cohort 1 and 2nd IVIG non-responders in Cohort 2 were combined.

7 rs28493229&rs1134207050) CALL D REE

OR 95%Cl P
rs28493229% 247 1.17-5.25 0.018
rs113420705% 1.79 0.76 -4.22 0.18
two-locus model 2.94 1.39-6.24 0.0047

Abbreviations: CAL, coronary artery lesion; OR, odds ratio; Cl, confidence interval.
All statistical values were adjusted for patients' age, gender and IVIG regimen.
@ Association was evaluated under a dominant inheritance model.
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