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Study of Angiotensin I Converting Enzyme Polymorphism in Relation
to Coronary Artery Aneurysm Formation in Kawasaki Disease
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ACE (angiotensin I couverting enzyme) gene was examined by polymerase chain reaction
(PCR) in 36 subjects who had a past history of Kawasaki disease (16 without coronary
aneurysm, 20 with coronary aneurysm). A polymorphism in the ACE gene was characterized
by three genotypes : two D alleles (genotype DD), two I alleles (genotype II), and
heterozygotes allele (genotype DI), Genotype I was found in 65% of the subjects with
aneurysm and 12.5 % of those without aneurysm (p<0.01, Odds ratio 13.0, 95% confidence
intervals). Although the mechanism of aneurysm formation in Kawasaki disease is unknown,
the present study showed that the frequency of II genotype is significantly higher in subjects
with Kawasaki disease and coronary aneurysm than in those without aneurysm. These
findings suggest that II genotype may contribute to vascular dilatation, contrary to the

predisposition of DD genotype to vascular stenosis.
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feds, KEMA SO DNA FEICh-n, BEEB X
OFRBECAZ AL, RELHL.

Vil *

B OAIMERD 5 Nucleon kits (Scotlab Ltd. Strath-
clyde, Scotland) %\ T DNA # i L7z, 100 ng
DNA, 1M 207 51 7—, 10mM Tris-HC! (pH
8.3), 1.5mM MgCl12, 50mM KCl, 200 #M dNTP, 1U
Taq polymerase (Takara Shuzo Co., Ltd., Kyoto,
Japan) % &¥#8& 30,1 T PCR (polymerase chain
reaction) %{7-7=. 4+ v A7 5 {7zl CTGGAGACC
ACTCCCATCCTTTCT, 7V F vV A7 54 <—Tit
GATGTGGCCATCACACATTCGTCAGAT o+ ) o
RO LA 2L NV, PCR (&, 94T T90%, 56T
T24, 2CT2HDO&EAT » 7 #30EENEL 2.
ethidium bromide #&is1% 7 Hr— A LHT 1K
RSk E) S ¥, IR TICKRE) R 2 — v 2 EE LT

o] 2

EEFOHERPIERLREL T 1, ABLINEO
HRETOHE® & 2 hFhRt.
ABENBOE I 5T, REEE (p=0.75),
M (p=0.87), Hv=ro7 ) v KEBBIEBRERTE
¥ (p=0.69) BHEEEZLEDIh -7 Fio, BHH
® CRP OFAME (p=0.56) HHEXIRD I, -
= (@D H Z#oamBRioRAE (p=0.008)
BEEERZES (B 2).
XEELIHETO ACE BETEHOBEEN, 1 allele
0.66, D allele 0.34 T »H, DD 0.08, I 0.42, DI 0.50
TH -1z

AB20% 1%, 1 allele 0.80, D allele 0.20 T4 -
729, DD 0.05 1 0.65 DI 0.30 Th 1. EkE
WNBI68 Tk, 1 allele 0.50, D allele 0.50 T&
9, DD 0.125, 1 0.125, DI 0.75 Tk -1z (& 3).
1 allele & D allele D TIEARCEEIZ 1 alele
DEELNE L (p<0.0D), # v A4 fETH -T2, F
fo, DENZABETIZ65%, NEICIE 12.5 B Bd b,
BECABCBVCHEE TS (p<0.01), #+» XH13
f&TH 7.
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No. sex |age at onset| WBC(/pl) [CRP(mg/dl) aneurysm regression | stenosis | ACE genotype
1 M 2y7m 12100 14.1 + RCA dil. + il
2 F lyllm 20000 10.1 +  LMT dil. + DI
3 F 2yllm 21130 15.9 + LMT dil. LAD an. + DI
4 M 4y2m 12000 8 + LAD an. - I
5 F 10m 16000 qualitative | + LMT an. RCA an. - + il
6 F 1ly2m 12200 18.5 -+ LMT dil + DI
7 M 11m 21600 15.5 + LMT an. — DI
8 M 3y8m unknown | unknown |+ LCA an. RCA an. - + DD
9 M 4y5m 27700 7.79 + LCA dil. + il
10 F 2y9m 23300 qualitative | + RCA an. - I
11 M 5y0m 10100 qualitative | + LMT an. RCA an. - + i
12 M 3m 33800 16.3 + LMT an. RCA an. — I
13 M 3y2m unknowm | unknown |+ LAD an. - o
14 M 5m 31100 15.5 + RCA an. - I
15 M 4y8m 18600 17.8 + RCA an. + I
16 F 4m 19300 qualitative | + RCA an. - I
17 F 3ybm 13300 5.4 + LCA an. — DI
18 F 1yOm unknown | unknown | + RCA an. - + DI
19 M 1yOm 15830 10.6 + LMT dil. RCA dil. + I
20 M 8y7m 12200 qualitative | + RCA total occlusion - + o
21 F lyllm 15500 18 — DI
22 M 3ydm 13500 13.5 - DI
23 M 2y1lm 15600 6 - DI
24 M 6m 14700 7.5 - DI
25 M 2y10m 11300 qualitative | — DI
26 M 1y0m unknown unknown | — DI
27 M 9m 16400 21.6 - DI
28 M 1y9m 17300 qualitative | — DI
29 M 3y7m 13100 3 - DI
30 M 10m 12400 qualitative | — DD
31 F 3y5m 13400 26.2 - DI
32 F 1y5m 7800 3.1 — DI
33 M 4y4m 10500 5.9 - I
34 F 1ly10m 14900 18.4 - DD
35 F 3y0m 13800 7 - DI
36 F 2ylm 13100 7.2 — I

dil : dilatation, an : aneurysm, RCA : right coronary artery, LCA : left coronary artery, LMT : leftmain
coronary trunk, LAD : left anterior descending branch
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£ 2 ABLINBEOEREATFOILEK

H112% HE3E THRI0FE3 A

with aneurysm without aneurysm
(n=20) (n=16)
age at onset(years)¥ 2.65+2.08 2.21+1.15
/ 18838.847033.7 13553.3+2428.6
peak count of WBC(/uD) ¥ (h=17) (h=15)
oy 12.9+4.3 11.447.8
peak CRP conc.(mg/dl) (h=12) (h=12)
SEX**
male 12 10
female 8 6
Allele frequencies™***
1 allele 32 16
D allele 8 16
High dose y globulin Tx¥* (n1:218) (njlﬁ)

*: no significant difference by Welch’ st-test
** . no significant difference by Chi-square test
T : significant difference by Welch' st-test

*%* : significant difference by Chi-square test

%3 ABLNEO ACE BIETLEFEE

AR (n=20) | BB (n=16)
Allele frequencies
1 allele 0.8 0.5
D allele 0.2 0.5
DD 0.05 0.125
I 0.65 0.125
DI 0.3 0.75

ABICRVT Tallele KLU T OHEL R (&4
p <0.01, Oddsratio 4.0, p <0.01, Oddsratio
13.0).
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