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Correlation between inducible nitric oxide synthase gene polymorphism and
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[ Abstract JObjective . To investigate the correlation between inducible nitric oxide synthase (iNOS) gene polymorphism and the devel—
opment of coronary artery lesion(CAL) in Kawasaki disease (KD ). Methods ; Totally 146 patients with KD in the Children’s Hospital

in Chongqing Medical University were included as KD group and 119 healthy children at the same period as control group. There were
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79 KD patients with CAL as CAL group and 67 patients without CAL as NCAL group. SNPs of iNOS gene loci —1026C/A and +2087G/A
were genotyped by using MassARRAY -IPLEX technology and matrix—assisted laser desorption ionization time of flight inass spec—
trometry platform(MALDI-TOF-MS). Relation between gene polymorphisms and the development of CAL in KD were analyzed. Plas—
ma iNOS level was determined by ELISA ,plasma NO level was measured by nitric acid reductase and expression levels were com—
pared between groups. Results : Plasma iNOS level was significantly lower in control group(48.02 +31.46) U/L than that in CAL group
(90.29 +47.68) U/L and NCAL group (81.46 +41.32) U/L(P=0.000,0.000). Plasma NO level was not significantly different be—
tween groups (F=3.003,P=0.052). Frequencies of the A minor allele and GA+AA genotypes of +2087G/A were higher in CAL group
than in NCAL group (P=0.010,0.013) ;both can significantly reduce the risk of CAL compared with G allele and GG genotype[OR
(95%CI)=0.41(0.21-0.82),0.42(0.19-0.92) , P=0.010,0.029]. Frequencies of haplotype —1026C/+2087A were different between CAL
group and NCAL group (P=0.010). —1026C/+2087A haplotype was associated with a significantly decreased risk of CAL[OR (95%
CI)=0.45(0.22-0.91), P=0.030]. Conclusions :Results suggested that plasma iNOS is important in the development of vasculitis
and CAL in KD. iNOS gene +2087G/A polymorphism and its —1026C/+2087A haplotype are associated with the development
of CAL in KD. +2087A allele may significantly reduce the risk of CAL by lowering plasma iNOS level and reducing NO production.
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Tab.1 Distribution of genotypes and allele frequencies of iINOS gene in KD patients with and without CAL and controls ( r,% )
SNPfisf LA KD fe T R4 P OR (95%CI ) CAL# NCALA P OR (95%CI )
-1026C/A C 272(932)  221(929) 147(93.0) 125(93.3)

A 20(6.8) 17(7.1) 0.895 0.96(0.49-1.87) 11(7.0) 9(6.7) 0.934  1.04(0.42-2.56)
cC 127(87.0)  103(86.6) 68 (86.1) 59 (88.1)
CA 18(12.3) 15(12.6) 11 (13.9) 7(104)
AA 1(0.7) 1(0.8) 0.987 0 (0.0) 1(1.5) 0.461
cC 127(87.0)  103(86.6) 68 (86.1) 59 (88.1)
CA+AA  19(13.0)  16(134) 0918  0.87(040-1.89) 11 (13.9) 8 (11.9) 0.723 0.98(0.36-2.66)
+2087G/A G 250(85.6) 204(85.7) 143(90.5) 107(79.9)
A 42(14.4) 34(14.3) 0.974 1.01(0.62-1.64)  15(9.5) 27(20.1)  0.009° 0.41(0.21-0.82)
GG 108(74.0)  85(71.4) 65(82.2)  43(64.2)
GA 34(233)  34(286) 13(16.5)  21(31.3)
AA 4(2.7) 0(0.0) 0.133 1(1.3) 3(45)  0.040°
GG 108(74.0)  85(71.4) 65(822)  43(64.2)
GA+AA  38(26.0)  34(286) 0.643  0.85(047-154) 14(17.8)  24(358) 0.013* 0.42(0.19-0.92)

KD 41, JIIRR 4 ; CAL 20, KD 1% CAL 2H; NCAL 2H,KD Jo55 3 CAL 4 ;a,P<0.05

F2 INOS EFSRFERSMIREHBELE (n,%)
Tab.2 Distribution of haplotypes frequencies of INOS gene in KD patients with and without CAL and controls ( n,% )

A KDl fdFExH4l  PH OR(95%CI) P? CALZH NCALZH P OR(95%CI) P
-1026  +2087 =292 n=238 n=158 n=134
C/A G/A (%) (%) (%) (%)

C G 230.01 190.94 0425  1.00(Ref.) 132.03 98.00 0.029°  1.00(Ref.)
(78.8) (80.2) (83.6) (73.1)

C A 41.99 30.06 0.611 1.04 0.930 14.97 27.00 0.010" 0.45 0.030"
(14.4) (12.6) (0.56-1.70) (95) (20.1) (0.22-0.91)

A G 19.99 13.06 0.553 0.94 0.870 10.97 9 0.938 0.75 0.550
(6.8) (55) (0.44-2.04) (69) (6.7) (0.29-1.92)

T P AT PTG IR ES 5 P OR (AR IREE R 50, P<0.05, BAAHHN AA BIANT 1% RIALLT ; Ref, 21
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