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summary

Kawasaki disease is an acute febrile illness of infants and children with unknown etiology. Coronary artery lesions
occurring in 20-25% of untreated patients of KD has made KD a leading cause of acquired heart diseases of childhood
in developed countries. High prevalence in East Asian countries is one of the epidemiological features of KD and has
suggested genetic factors underlying the disease pathogenesis. We tried to identify genetic variants relevant to KD sus-
ceptibility by sibpair linkage study and linkage diseuilibrium mapping with SNPs and found that inositol 1,4,5—
trisphosphate 3—kianse C gene is a susceptibility gene for KD. We also found the negative regulatory role of ITPKC in
TCR signaling and the mechanism by which the responsible SNP in intron 1 of the gene affects transcripts level of
ITPKC. Our findings highlighted the importance of Ca?* /NFAT pathway in the pathogenesis of KD and shed light on
the possibility of immuno-suppressants targeting the pathway as a therapeutic strategy for KD.
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IR (Kawasaki disease) (3FL.4h RICIFRT A ERTHOSHBMEE TH 5. EFAOL ITHRBERTSH,
SEFLFR TREB L 721 8RB IR DR 20~25% IS EBIIRE L IR ICREB S h B EBIRRE S E U EEEIC BT 5/
DBRREDEBORADER > TW5. JIBFRERT V7, HICHAACSSRET S L, AEMOBRE
BREABWC LR EHOBEHERAERO—HEE > TW5A EEZ b, ZTOMAICAET-HIEFPERN THEA
TW5h. B4 ZRBRERIHERN L EEAREE< v UV 2 lASbRF ) AT 4 F7 7a—FI2 &Y inositol
1,4,5-trisphosphate 3—kinase-C (/TPKC) BABRICHBL NIGEHRORZHEET CTHAZ LEHAL L.
ITPKC 28 T MIfAPIIC 51 5 NFAT A L 7o Y 4 b A VEACHEEICEL 2k, 4oV 1ITMB T 5#EE
RIS RIC L 0 ITPKC EWHRAPTH AN XAGHY, JIEHEOREREIC Ca2t /NFAT B BEETH 5 Z LR
BX . Ca? /NFAT FEREZMFHT S 70 AR Y A (CsA) R FK506 5L ¢ 5/ AL ED IR DOERE
L rEELZRNPTHS. SRS HICRFNOBLRIAT, XoksREFERETOREZHEUIIIGHEOERK
ANBBLACWEEZTWA.

JEHRZO 5 B LA E#E < Z#, O fiIRRREED
Fi, QAEHRHRE, OUEEKRDOZEL, GO,
AEORNK, @BV v/ \HOERY FEERE L
SHUTOASRPEICRET AEERHOKEET
HHY. REEMICITLEOF/PEIROME R TH
D, EREIRICE T S IERSCEIRE S EERIC B
BNROBRELRBDORRKDORETHS. BEIC
3ECOI2EHRBRORTZ A &0, £FIC

M TBOE ABALEDIERT BB/ ABERE
BrgEt v 7 —EREEEHRS— A

293

BEEIENC L, MTOBEBHIBEIN/ICLE
AR O PORRPERFORIE M RET 5. Lol
BHOINOORENFEEHAL O 5 L 5%
RORRIZEREBEESIN TV, £O—F TR
FRIZEAR, B, BEL VS ILT V7 I RE
BELBVWCELAKRELHHTHY, ARBEERD
BWI it h OBEHNEROBESRREIN T
5. Bx2 ORI NV—TTRINGRORRETH,
LWEBREOBRICE T A LB E L, KGR
OEGHEROBHICE D EA TV 5.
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%L 1967 I EFIELIC K D81 TH
HFa3hD, RBEOEFED 0-4 EALD 10 AT
X9 A)IIEROBERITIB L £ 200 ATHN?, K
KFEEICHEN10205BVHEETHS. BE (H
105 AN)¥, &8 (A6 A)¥, FE (R 37-55
A DRERICKRWTWES. BR>FER> NY
AR>T7 4 VEVR>BADRTRBXRBE VLD
NTATOREERLIDVY, BERDBRWVWICFL
T5LDFMBHERL Y LT L ARKOEEZRHNE
BTHHEVDEZZIHTH. T/ HEHGIT)IIG
RORBEAREICOWTHEL, JIEREEREDOR
KT 2BRERSL—BICHLH 10EEH (Us=
10) HEx@mELLY.

gy DB EFAZE

Human Leukocyte Antigen ; HLA {3 6 & 4
Ehi (6p21) ICMLBEL, ZTOLRREEIC, 5
WiES D HLA LIS ORET 2R b O F
DOFRER L L TRA KR L HEBZRT. AMERLRE
I &> CCOEBOSBICIIEECHEDERVHK
&<, LELITAE -  REFRRNTRERZE LD
HEBRONS. JIIGHROHE ThHBEERDOARE
EXLRENE ORGP IRELRREIC HLA 23B9fR L
TWhagEkiRsVW L Bbh s, JIIGgHK & HLA &
DOBFEIZ >W TR ORIEFRHEICE T 5% L
LTiIZLEL, 1970 EEH¥EHL O MFR TOR
7 Ens-. Matsudal® 5% Kato!) HizHAA
BEMNZNTDOZ AT (HLA-Bw22) &)I|IER L
OHBEEHRE L. BARBLXUTIX T AP TOR
1 Cid HLA-BwS1 B3 5 LGS hich, ¥
BAWRLHEAY TIRBRINEZD» - o, BE TR
SNP fZHTIZ & ¥ 6p21 KD HLA ®° Zh LU0
EF LR L OBEIC DWW TOMENSHEZ 20H
B0, BEOLIAEBOEF CHELER I N
DRV, —FHIIEHEOFKER ER%KE HLA
ICOWTO®E DB A. Krensky 5 it Boston i iC
BWT 1980 £D 3-6 BICA LN HATRICERL
7=l R E R D HLA-A, B, C 5 LU DR ##&:EfL,
HLA-B44 ORARSH B & B L TEMLICH W
CEEHRELK®. FLU < Kaslow 5 Maryland
M1 BT (19834 1-4 A) FHCH HLA-B44
BEZOREDL S Lo LVWOBELKRELZREL
7=, FREN 0B LU 16 A LAEOD)IGREE
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DRABRTHH L 2ER TN, SO HEE
HOBRIDETHH LREDETHRVS, B
BUCEE, #ik, FHEICLEBLES%RD)I
6% & HLA & OBIEMATOR L 7s S Z R
BETH%.

N EHRE T #RAT

2000 fEfHE A 513 HLA DA O BB BEF O %
HizowTyh, IBGFORESL, THRFE
(CAL) toB#EABREIIhBLSICkD, B
Ly —7 LV ADOARRUEIEIEZ TWw5. HLA
LU 6p21 KD TNF-a il 2W T T
L& OEMTREPZIN TS, 1999 FiC
Kamizono™® 5{3 61 ADJI|IBHRER & 35 AORHE
RiZ i1+ % TNF-a ® 5 &FT (—1031T/C, —863C/
A, —857C/T, —308G/A ¥ LU —238G/A) @ SNP
BETHEL, BULEEIROONRVEREL
7-. T OBFFRLI# Quasney & (2001 4E ; BAB &
U'HAA), Chien H (2003 4 ; B¥EA)?, Ahn
5 (2003 £E ; 88E A )2V LU Cheung 5 (2008 4 ;
FEA)2ICE Y RAROBRE BThhcs, BRI
B|EICL D —FRT, TNF-aBEFOLE LK
7R OBEOFREICOVWTIIABETHS. Chi
TORMRIETICET 2BERTOMELR 110K
L5,

57 L4 KR

R ET 7 70 —F ClREAORERLHRRICE
SWTRZHRETOBEMEREL BN+ 5. £F
DIZREM LT % WIEHRICE L TRIEMEERT
ERERTLY /) LRI BRZERETZRET
BrY ) ATAFT/O—FBERHLE 2.

B BRI EC & 2GR BRZHEBRERO Y E
>

B2 3R CFEREBAL S FETHI LI
EBL, HEMTZLIIBROSEEEICEIE YT
LBEFEME< /T THT L E#RA. BE
FfaREE I R FE B IEEREAICERL TW55
&, TORRGFAENZRETFOER (HH) C &
LT EBBVEVWOIFERRBICESVWTED, BELL
FRDOAD S5\ WEFRMEE LT ZOBD DNA % #
Mid+hHZ L TERAETHS. BALZEH» D 78 4
DORIFEEGIZINEL /88, 39 @O~ A 704
F54 r=x—A—OREREL, REMNZIEETV
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£1 ChETIGRK & OBMEZ R S h/SRET
RETH WO REGER *BT xr ®
N
BIED Y BREML
5,10-methylenetetrahydrofolate reductase MTHFR 1p36.3 CAL Tsukahara (2000)®
C-reactive protein CRP 1q21-q23 JIEF 7R BB, Cheung (2008)
CAL Cheung (2008)
Intima-media lB/&  Cheung (2008)
Arterial stiffness Cheung (2008)
interleukin 10 IL-10 1q31-q32 JIEHRRE S Hseuh (2009) Jin (2007)
CAL Jin (2007) Hseuh (2009)
mi& 7 Iv7 3 /Al Jin (2007)
Fc fragment of IgG, low affinity Ila, FCGR2A 1q23 JIIGFRERE Taniuchi (2005),
receptor (CD32) Biezeveld (2006)
CAL Taniuchi (2005)  Biezeveld (2006)
Fc fragment of IgG, low affinity IIb, FCGR2B 1923 I 5 5 R, Biezeveld (2006)
receptor (CD32) CAL Biezeveld (2006)
Fc fragment of IgG, low affinity Illa, FCGR3A 1q23 I W 5 B, Taniuchi (2005) Biezeveld (2006)
receptor (CD16a) CAL Taniuchi (2005),
Biezeveld (2006)
Fc fragment of IgG, low affinity IIIb, FCGR3B 1q23 JI W 5 R, Taniuchi (2005),
receptor (CD16b) Biezeveld (2006)
CAL Taniuchi (2005),
Biezeveld (2006)
interleukin 1, beta IL-18 2q14 JI R R Wu (2005)
IVIG EHitE Weng (2010)
interleukin 1 receptor antagonist IL-IRa 2q14.2 JIETFRFE RB. Wu (2005)
chemokine (C-X-C motif) receptor 2 CXCR2 2q35 555 8 Breunis (2007)
chemokine (C-X-C motif) receptor 1 CXCRI 2q35 IR FE R Breunis (2007)
solute carrier family 11 SLCIlIAI 2q35 115575 P RE. Ouchi (2003)
UDP glucuronosyltransferase 1 family, UGT1A1 2q37 JIHEHE & Kanai (2003)
polypeptide Al
programmed cell death 1 PD-1] 2q37.3 55 R Chun (2010)
tissue inhibitor of metalloproteinase 4 TIMP4 3p25 5 & Ban (2009)
CAL Ban (2009)
chemokine (C-X3-C motif) receptor | CX3CRI 3p21.3 NIGFHRER Breunis (2007)
chemokine (C-C) receptor 3 CCR3 3p2l JIEFRERE Breunis (2007)
chemokine (C-C) receptor 2 CCR2 3p2l e R Breunis (2007)
chemokine (C-C) receptor 5 CCRS5 3p2l JINE R R Burns (2005),
Jhang (2009),
Breunis (2007)
CAL Jhang (2009)
angiotensin II receptor, type 1 AGTRI 3q21-q25 TP P A Fukazawa (2004)
B IRPeAE Fukazawa (2004)
vascular endothelial growth factor VEGFR2 4q12 I P R, Kariyazono (2003)
receptor 2 CAL Kariyazono (2003)
interleukin 4 IL-4 5q3l1.1 I FRRERE. Burns (2005) Wu (2005),
Huang (2008)
CAL Burns (2005),
Huang (2008)
CD14 antigen CDi4 5q3l1.1 I I 58 R, Nishimura (2003)
CAL Nishimura (2003)
vascular endothelial growth factor A VEGFA 6pl2 JIIEFRFEE Breunis (2006), Kariyazono (2003),
Hsueh (2008) Huang (2008)
CAL Kariyazono (2003) Hsueh (2008),
Huang (2008)
MHC class I polypeptide-related MICA 6p2l.3 )11 95 3 R, Huang (2000)
sequence A CAL Huang (2000)
lymphotoxin alpha LTA 6p2l1.3 JIES 75 RE. Quasney (2001)
CAL Quasney (2001)
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F1 ChE TR OBEZRF SN B/EF (0TJ&)

X ke
BETF4 L Yo (R HRIE e300 ki) pr— B L
tumor necrosis factor—o TNF-o 6p21.3 5 RS Cheung (2008)  Kamizono (1999),
Quasney (2001),
Ahn (2003),
Chien (2003)
CAL Quasney (2001) Cheung (2008)
Arterial stiffness Cheung (2008)
butyrophilin-like protein 2 BTNL2 6p21.3 JIEF R FE 28 Hsueh (2009)
CAL Hsueh (2009)
platelet-activating factor acetylhydrolase PAFAH 6p21.2-p 12 NI RE R Minami (2005)
CAL Minami (2005)
IVIG EHitk Minami (2005)
interleukin 6 IL-6 7p2l JIE5 5752 8 Sohn (2001)
endothelial nitric oxidase synthase eNOS 7q36 JIES RS Khajoee (2003)
CAL Khajoee (2003)
mannose-binding lectin MBL 10q 11.2—q 21 N ERTER Biezeveld (2003) Cheung (2004)
CAL Biezeveld (2003)¢,  Cheung (2004)
Biezeveld (2006)¢
Arterial stiffness Cheung (2004)
interleukin 18 IL-18 11q22.2-q22.3 NI G578 B Hsueh (2008),
Chen (2009)
CAL Hsueh (2008)
matrix metallopeptidase 3 MMP3 119223 M RE R, Park (2005),
Ikeda (2008),
Hong (2008)
CAL Park (2005) Ikeda (2008),
Hong (2008)
matrix metallopeptidase 12 MMPI2 11q22.3 JI S RRE S Tkeda (2008)
CAL Ikeda (2008)
matrix metallopeptidase 13 MMPI13 11q22.3 NI HRRERE Tkeda (2008)
CAL Ikeda (2008)
tryptophan hydroxylase 2 TPH?2 12q21.1 JIEFRTE & Park (2010) Park (2010)
CAL
familial mediterranean fever gene MEFV 16p13 JIEFRFE 8 Yamaguchi (2009)
CAL Yamaguchi (2009)
matrix metallopeptidase 2 MMP2  16q13-q21 & TR 8 Tkeda (2008)
CAL Ikeda (2008)
nitric oxide synthase 2, inducible iNOS 17q11.2—q 12 JINETRAERE Khajoee (2003)
CAL Khajoee (2003)
monocyte chemoattractant protein-1  MCPI  17q11.2-q 12 NIEFHRES Jibiki (2001)
chemokine (C—-C motif) ligand 3-like 1 CCL3LI 17q11.2 ) RFE B Burns (2005)
angiotensin I converting enzyme ACE 17q23 ) FRTE B Wu (2004), Fukazawa (2004)
Shim (2006)
CAL Takeuchi (1997) Wu (2004),
Shim (2006)
EBIRSRAE Fukazawa (2004)
tissue inhibitor of metalloproteinase 2 TIMP2 17q25 I RTE R Furuno (2007)
CAL Furuno (2007)
matrix metallopeptidase 9 MMP9 20ql11.2-q13 NI &R S Park (2005),
Ikeda (2008)
CAL Park (2005),
Ikeda (2008)
macrophage migration inhibitory factor =~ MIF 22q11.2 NIERER Simonini (2009)
CAL Simonini (2009)
heme oxygenase (decycling) 1 HMOX1 22q12 NIGHRES Kanai (2003)
CDA40 ligand CD40L X q26 R B Onouchi (2004),
Huang (2008)
CAL Onouchi (2004)¢ Huang (2008)

a: FRELEE EREE, b IBHELRICOXEMN, c: 1 EUTOJIBHFEIRICHE, d:)I8KESRICOXMAM
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1))

HE 7

Al /A8 10
/]

- Y ‘ ‘ “ * * ‘* ‘ ‘
2
N 20
u A
K 10 1 A ] hﬂﬁ
® o0
1 2 alalslelzleloln lnlielaluhslelriehell
2
- REERK RN SDIEM (cM) Mb BXOv Fl

4935 1957 184.9 1.30

5q34 1526 1496 114

6927 197.7 169.9 149

7pi5 488 30.1 1.80

8q24 149.7 1357 1.99

12924 140.0 1208 269

1823 1121 70.4 1.99

19q13.2 65.4 479 1.86

Xp22 121 7.0 1.49

Xq26 159.1 139.3 194

1 RERME BT OBR

1) 2ZE»GIRE L /R BE O AIPIER.

2) BREAEOMBELZEEICREAD v FEZHEBICS SBTOKRE 70y FLICHO.
LOLEDRAD v Flli% R L ARl EEHTRY.

NV AR LEHOEE Z AN, TOKR, &5
10 BT OREAEFKICEFHOER (AT y FE
>1) ZRVWELA (R1DD.

EEREHm T v ELFICL B )BERSYREF
ITPKC DRIE

FE VTR A TEBEDORD b /- Rtk EICHF
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ETHTHAORZUERETYRAET 5 0EHR
FE<y VT BT, 94 ADJIFGRESE &
564 AOXRICOWTHEEHBARIC< vy /T Sh i
SNP DHEBIEAT # 4 RANCHED, 19 BLEARE
46 A HEEAEIT)IEHR & 58 < AHB8 3% SNP D 7
W—Taw B2 L 7. FEMIC SNP BREZ T 7-f
B, % 150kb OFEFEARFE T 10 v 7 RICIGH &
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19q13.2 FIKICRD O N/ JIEHR L HEBET 5 SNP D7 5 &
x—.
BEFH/N—T, SNP #KHETRT. S (p) fdSEE
(@) gﬂoﬂ%&:ﬁ@?h%iﬁﬁ%%hﬂﬂ. Zhs%TE
R,

*A A A CHBEI# %7 SNP

*AEAARUKEBEATE HICHB %D 7 SNP
WK E A TR D - - 7z SNP.

WL BT 5859 DO SNP BRWEEhA (K
2). T HDOSNP OMBIE 2 DO L7-EFE -
NBETLHRAIN. COEENE /oy 7k
ICITBETFHTOFELTED, IhbownThnd
DIEHRORZ M BIET THHI LEZ DN, #H
PERPEHEOBALH S IABIC L > T—E TR ARV
Z BBV, BAFAARELLAKEANIBGRE
ZI1Z5WT 920 SNP DEEERFERR (TDT)
2TV, BEAADOTF—Z LKL -, ZORKE, B
ANEMTiZ 9 2D SNP (FHEEARFH O\ 2 2D
TIW—TC bl eEhbgroic. £LTXD—
FHOTV—TFICE&EN5 420 SNP ILOZRKEA
TREMAPALN/I D THA. BixHAEICETS
HBEOEBRE»BA LB LAKICEES A2 X
THBICHBIZTRT 4 DO SNP IZK DAL C &8
T&7z. 4250 SNP Offificid NUMBL, ADCK4,
ITPKC, FLJ41131 L WO BETFHFEL BT
NbThETlBREEZSOL FOEBOFRE &L OB
HAMEINALDOTREL 7. R2ILDEH,
T ITPKC BIZFOHEEICEE L. ITPKC i3 A
JVbh=b3UvE (IP3) IV vEBEEMint 5
U VEBLBER THSH. RIEMBEERZFIHM S 5 &
ITPKC © mRNA BBl <FH I N5 &, Jur-
kat MFIPIIC 3\ T ITPKC ZBRICERD 5 Wi
Jv & vehE, FBICKEL CHFESINS
NFAT OiEHAL R IL-2 OEEMET & L < (37T
FTHI LD, HAZITPKC 5 IP3 OV VEE{t%E
BL, NFATZAH L THRSZSEHROY 7 FIVE
BErAICHETIBEYRL B EELL. R
MM EBEERPUC OV TT - 27 VIVERBEEYE
B (ASTQ¥) I\, NI LB+ % %

298

ATDT Vv birh/NT 8 4 7HEOD ITPKC
mRNA ZBHEMHICETL TWA I LAERS N,
ITPKC OFESEMET I 5 LIC & Y ADOHIEHZRE
BEBFETAEHTMEOER LERLEER
L, IIBROREVRICET 2K LEZONL.
SNP O#SEEMITORER, D ITPKC EEHDET
FHbHLTWBDIE 4 2D SNP D> LEEETF
DAV EFBY 1ICHEET 5 1528493229 (G/C) T
B, BEETVIV (C) DBERTSSAYV/TD
BHRPMMET L, BH TALELEFEYLEDEI L
BEDAANZAXLTHHZLHLHELMT L.

BEFR(CES IGROEELFR L ERDMER
{EDATREME

JNBRD B - & HEERREEERZT ALY /D
WIR & EEIRERE 7 07y v KEBERE (IVIG)
EDHEAEDOETHS. WISKDEBEIL IVIG I
SUEHHETHY, IVIG OBEMBELZATFOA F
LRBENEFZ & OFIOBEBREEZEL, CAL O/
AVAIBELRS. COLDRBECIIHES T
BHics b Lk e L, CAL # Ffid 508
BB 5. AT 1528493229 )| R OEFE(L & D
B EIZ W THRE L7z, RKEADOY Vv FIVEERKE
BOEHRY L L1, CAL &8/EEHB LU,
IVIG 7RIt/ B8 5 TDT %475 &, 1528493229
C 7 VIVid CAL &8, BLU IVIG ALEFICEK
WTEkEWHBIZRLAL (R2). BERAICSW
Tix CAL &Ht/FEEBIC OV TOARE BT 2
2, RV KkERB CAL £ FICH T X D HES
BEWERAMSRDON: (F2). ThHOERE
DIERICEEL BROEELE FHT5~— 01—
& L TOffifli 25 1528493229 iC i3 T %, BHER
2 IEBOEREE L HEFET, H—L AT ha—
VIZ X 0 IR EERE & IVIG RHEZIT,
IVIG [ & 1528493229 » DRIE A FHNT W 5.
F S EIOHM B2 5 ITPKC O FRICAE S 5 )V
VZa—UVEI—Fy TRV IBARY VIC
EHL, JIBKD, & IVIGAGAICKT5T
4 TVACES MO TOREERL L TOWEELY
BELTW5.

5/ L7 4 FEEERT

2009 ££, Burgner HIZ Xk D R4 & 7 51| GH
D4y ) LNBEAEEN (Genome wide association
study ; GWAS) OfSRBFEI N/, GWAS T
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F2 1528493229 L JI|iHR & DOBEE

AAA
RIZFR )
Samples A5t CT7UIBREAER F v Xt 95% CI x P
GG GC cc
555 376 234 27 637 41% 1.89 1.53-2.33 35.8 2.2x10-°
CAL b 61 44 2 107 43% 2.05 1.37-3.08 12.4 0.00044
CAL 7zL?b 172 94 12 278 38% 1.68 1.27-2.21 13.4 0.00025
oyl 756 249 29 1034 27%
KEe
Samples fEECT LIV FEECTLIL v Xt 95% CI x2 P
JIEr%R 64 30 2.13 1.38-3.29 12.3 0.00045
CAL %Y 37 11 3.36 1.72-6.59 14.1 0.00018
CAL 7L 27 18 1.50 0.63-2.72 1.8 0.18
IVIG NGB 14 3 4.67 1.34-16.24 7.1 0.0076
IVIG HZhH 39 22 1.77 1.05-2.99 4.7 0.030

a: R EET IV (GG vs GC+CC)
b : BEEREHROL WYY Stk
¢ HREN OIS 209 HO)EHHEBTRIEIC &L AEET MR

FEEENE T — A AXBRREFICVWERD LY
J L% SNP OB CAZ ) —= v T4 5DH
BETHSH. HOITE T 26.2 5 HFFD SNP % 107
ADBANIBREEL LT 134 AOXRBIC>E 2 4
Y 7w T - 7%, p<0.0024 DHFBI%Z R L 7= 1148
AT SNP iIZ 2\ T 583 #0 )l B R B T Hfk % A
Wz TDT I & » THBOHR #1T- 7=, HEDOE
BiE%R D72 40 EHHTD SNP OS5 L HE p fE
i3 3 Bk q26.3 ICFHFEET 5 N-acetylated alpha-
linked acidic dipeptidase-like 2 (NAALADL?2) &f=
FHEBO 1517531088 IZ e H, GWAS & TDT
DA RBIICETHA v XHAH 1.43, p=1.13%
10-6 T# > 7=. NAALADL2 #&{EF DEEEITH S
LizoTRELT, IR L OBEL RET 515
BLBEDE T A\, F723q26.3 & 17923.1 D
HEEE % H ¥+ 5 Cornelia de Lange fiE {& &
(CDLS) fEFIICE W TIHEYM S EICH 5 2 L5
#wESh, AERBEOREREBERTFOEMEHIN
B, TOHEDfD CDLS BEIZ BT HEEMITIC
BULWTRERIER I N TWiRWL. ZOfth AT-
binding transcription factor 1 (ATBF1) &&T,

angiopoietin 1 (ANGPT1) &{=F_EIZ 2.37 %1078,
3.39x10° 5D pfE%ETT SNP #RWZL TW5.

% 7= Z DL Tl Ingenuity pathway analysis (IPA)
software % Fi\», HHBIDFRD LN /-EEDOEETFH
ICHFETAHEEFEROFRAZRAT WA, HE%
~L7- SNP BB FHEBRICEFETHILE, £OD

299

BETFIREUMBEEF THH LD T L ERLTL
LELAREVWTLICEERSLETHS. EXB
RTIISHEYT /LT A FREEEBRHTOBEKEDRMIE
LENTWS p=5.0x10"8 & T 5T VTh
DSNPIZH RWEIhTEHT, BARHICKT
BHIGREZIULERTH 5 LiEwmMATHICIIEHXR
LRIV LETH 5.

SRORE

V7 LAY —7 v RO L ANERIOFEM
SNP #iIRI 52, GWAS D/=dDT S5y b7 x—
LLFELRA BRBORZERE TRV SHED
#is e FHEINS. NEFHRICOWTLRADBEARA
IZ2WTHT o T A IS TIBRRA, ABAIC
Bi4 % GWAS BETHFTH 5. ChHOMELL
ANEHTHBLRZNRET, AERRNREZE
BEFHEBEERINETHA . IBGROKREZ
DHDRP, BEROABEEOHKIESLL VY FHEL
nsrdbLnizv.

B 38E BABACEL -BERE (—F—
AL FER) #IT20007——%2HRLIER
T 578, IVIG BRHIRRILH D 5\ id CAL &
PO IEE BRI ORR 7, BEFMB TO GWAS %%
BN, BERKEE LLICEZFOZIIHBEANE
REEHR, BREEOBERELINEL, HEFRTET
EIS5a VY=V T ARIFTHA.

BERE 2V, JIIBRICIBERERGARLD O
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WHERICENE TEAEBREYELZD, B
BHLMEMPARIC LV RICELROTEE LMD
FETA. KERY—7 v/ —%H W=V F
W ) LAOBBREE LR BB bETEDDH Y,
COEOBREBLR T —ANOBERFEDLN Sk
BEFEROREH b ZDOFRRRAEDREL A EH,
FTHEZELHFINS.

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

12)

13)

14)

X |

JGEE. BUORENERZHEI NEOR
P B B R RA I o R AE (R 3 © BB’ B 50 Bl
EEIRAVEIZE. 7 LIL¥F— 16 :178-222, 1967.
5% 20 [@)I| R £ E AR, http: // www.
jicji.ac.jp/dph/kawasaki.html

Park Y. et al.:Kawasaki disease in Korea,
2003-2005. Pediatr. Infect. Dis. J., 26 : 821—
823, 2007.

Huang W. et al.: Epidemiologic Features of
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Analysis of the Development of Coronary Arterial Lesions in Patients Receiving Steroid Treatment
in the Acute Phase of Kawasaki Disease (KD), Based on Data from the First and
Second Investigations in the 19tk Nationwide Survey of KD in Japan

Hiroyuki Suzuki”, Hirotaro Ogino®, Yoshikazu Nakamura®,
Ritei Uehara®, Mayumi Yashiro® and Hiroshi Yanagawa®
YDepartment of Pediatrics, Wakayama Medical University
?Department of Pediatrics, Kansai Medical University
YDepartment of Public Health, Jichi Medical University

We analyzed the background factors and the development of coronary arterial lesions (CAL) in patients
receiving steroid treatment (ST) in the acute phase of KD retrospectively, using data from both the first and
second investigations in the 19* nationwide survey (2005—2006) of KD. In the 19* nationwide survey, 20475
KD patients were reported. We sent a second letter to the hospitals that had reported the patients receiving
ST. We received data on 685 of 801 patients (85.5%), who were subsequently used as the subjects. We divided
these patients into six groups according to whether they had or had not received additional intravenous immu-
noglobulin (IVIG) (groups, A and B) and also the ST protocol adopted. Group A-l, initial IVIG alone + ST pulse
(97cases) : , Group A-2, initial IVIG alone + ST pulse + additional ST (50 cases) : , Group A-3, initial IVIG alone +
non-pulse ST (52 cases) : , Group B-1, initial IVIG + additional IVIG + ST pulse (154 cases) ; , Group B-2, initial
IVIG + additional IVIG + ST pulse + additional ST (170 cases) : , Group B-3, initial IVIG + additional IVIG + non-
pulse ST (162 cases).We also analyzed the starting day of ST, the presence of CAL on the 30* day and changes
in the severity of CAL before and after ST. We classified CAL into dilatation (Dil), aneurysm (AN), and giant
AN (ANg).

The starting day of ST in each groups and the incidence of CAL (Dil, AN, ANg) on the 30" day of illness
were : Group A-1, 6.7 day, 52% (Dil : 4.1%, AN : 1.0%, ANg : 0%) ; , Group A-2, 81, 240 (16,0, 4.0, 40) ; ,
Group A-3,86,11.5(9.6.19,0) : , Group B-1,9.2, 312 (175,104, 3.2) : , Group B-2, 9.3, 34.7 (176, 106, 6.5) : , Group
B-3,104, 30.9 (216, 31, 6.2) respectively. The rate of deterioration in the severity of CAL before and after ST
was 2.1%, 20.0%, 58%. 240%, 265%, and 235%, respectively.

As both the incidence of CAL and the deterioration rate of the severity of CAL in group B was high, it
seemed that ST for KD patients resistant to additional IVIG did not reduce CAL.
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5. CAL OEELHRE L7 (#2228 Firk ME 1VIG KIS 174 B1(763%), AEHE 54 B1(237%) TH o7z 0 54 PliciEbng
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