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Association of core circadian clock gene polymorphism with ischemic stroke SHI Haiyuan, TAN Shayijun, LI Luming ,
et al. (The First People's Hospital of Lianyungang, Lianyungang 222002, China )

Abstract: Objective To explore the association between the single nucleotide polymorphism (SNP) of the core clock
genes (ARNTL 156486122 and PERI rs2253820) of the circadian molecular clockwork and the incidence of ischemic stroke.
Methods  Candidate SNP genotypes were determined using the SNaPshot method. Genotypes were set as categorical vari-
ables. Logistic regression analysis was performed to compare genotypes and genetic models between the disease group and the
control group, adjusting for related risk factors including age, sex, dyslipidemia, and past medical history, and the adjusted
odds ratios (OR) and 95% confidence intervals (CI) of different genotypes and genetic models were calculated. Results  The
multivariable logistic regression analysis showed that the risk of stroke increased significantly with the age of subjects (OR=
6.704, 95%CI 5. 188-8. 644, P<0.001) ; patients with hypertension had a 2. 565-fold increased risk of ischemic stroke com-
pared with individuals without hypertension (OR=2.565, 95%CI 1.971-3. 338, P<0.001) ; patients with dyslipidemia were
1. 700 times more likely to have ischemic stroke than individuals with normal blood lipid levels (OR=1.700, 95% CI 1. 230-
2.348, P=0.001) ; and increased systolic and diastolic blood pressure levels also increased the risk of stroke. For the
152253820 locus of the PERI gene, using the wild-type homozygous TT genotype as the reference, the CT genotype, CC geno-
type, and dominant genetic model significantly increased the risk of stroke (CT vs TT: OR=1.552, 95% CI 1. 194-2. 018, P=
0.001; CC vs TT: OR=1.295, 95% CI 1.035-1. 621, P=0.024; and the dominant model: OR=1. 563, 95% CI 1.215-
2.012, P=0.001, respectively). For the 16486122 locus of the ARNTL gene, there was no significant association of any geno-
type or the genetic model with the incidence of ischemic stroke after adjustment (P > 0. 05). Conclusion  Genetic variation at
PERI1 rs2253820 can increase the risk of ischemic stroke, where the C allele poses a higher risk of ischemic stroke. There is no
significant association between ARNTL rs6486122 and the occurrence of ischemic stroke.
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Gene SNP Position Aelle MAF
ARNTL rs6486122 chr11:13339977 C/T 0.378
PERI rs2253820 chr 17:8144851 T/C 0. 321

1.2 SNPs KR RIS
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rs2253820-F
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A n(%) ] X’=464.138 <0.001
<60% 780(81.42) 337(33.30)
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Wb [n (%) ] X’=62.872 <0.001
J 807(84.24) 699(69. 07)
H 151(15.76) 313(30.93)
AR5 [n(%) ] X'=29. 363 <0.001
I 524(54.70) 430(42. 49)
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DBP(x+s,mmHg) 79.23 + 12.38 87.54 = 13. 54 1=-14. 230 <0.001
25 I U4 T+, mmol/1L) 5.36+1.47 6.17+2.77 1=-8. 206 <0.001
H ¥l =18 (x5, mmol/L) 1.60+1.38 1.59+1.05 =0. 119 0. 905
S JIH P (+s , mmol/LL) 4.85+0.93 4.38+1.23 1=9. 678 <0.001
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