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[ Abstract | Objective: To investigate the association of CXCL12 and CXCR4
polymorphisms with the genetic risk and severity of coronary stenosis in patients with
coronary artery disease ( CAD). Methods: Competitive allele specific PCR( KASP) was
performed to identify the genotypes of 1s2297630 and rs2322864 polymorphisms in 302
CAD patients and 302 age- and gender-matched healthy controls. The severity of CAD
patients was assessed by the Gensini scoring system according to the results of coronary
arteriography. The association of rs2297630 and rs2322864 polymorphisms with genetic
risk of CAD and Gensini scores were analyzed by unconditional logistic regression and
multivariate linear regression respectively. Results: There were significant differences
in the genotype and allele frequencies of both rs2297630 and rs2322864 between the
CAD group and healthy control (all P < 0.01). Regression analysis showed that
152297630 polymorphism was associated with genetic risk of CAD and Gensini scores
(all P <0.01). People who carried the AA genotype suffered higher risk of CAD
susceptibility and more serious coronary stenosis (all P <0.01), compared with GG
genotype carriers. There was also significant association between rs2322864
polymorphism and genetic risk of CAD (P <0.01) ; those who carried the CT genotype
had higher risk of CAD (P <0.01), compared with TT genotype carriers. However,
rs2322864 polymorphism was not associated with the severity of coronary stenosis (P >
0.05). Conclusions: Gene polymorphism of CXCL12 rs2297630 is associated with the
genetic risk of CAD and the severity of coronary stenosis. Moreover, the gene
polymorphism of CXCR4 rs2322864 is associated with genetic risk of CAD, but not with

the severity of coronary stenosis.

[ Key words | Coronary disease/etiology; Coronary disease/genetics; Coronary
stenosis/etiology; Coronary stenosis/genetics; Receptors, chemokine; Chemokine
CXCLI2; Alleles; Genotype; Polymorphism, genetic
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Table 1 Clinical characteristics of the study population

(x5 B n(%)]

S % L

HDL = H LDL

4l i 5t (%) (mmol/L) (mmol/L.) (mmol/L.) (mmol/L)  (mmol/L) RLLES BRER A
LR AL 302 192(63.6) 62+9 7.0+3.0™ 4.3+1.1"™ 1.1£0.3" 1.9x1.4* 2.3x0.9 181(59.9) ** 82(27.2)*"
ft X4 302 192(63.6) 60+9 5.2+0.7 4.0+0.9 1.2+0.3 1.4£0.6 2.3+0.7 142(47.0) 21(7.0)

Ly fER R HEAH LB, * P <0.01. HDL. % BERS 4% (1 IR [ %. LDL. . i BE Al 4 5 AR [T

F2 302 BilE.OoR S 302 £ fd XTI 12297630
A 5 PR PR Y 43 A A7 O L AR

Table 2 The genotype and allele frequency of CXCLI2

152297630 between 302 patients with coronary

artery disease and 302 healthy controls

[n(%)]

MR
A GG AG AA
EOHE4L  465(77.0)139(23.0) 195(64.6) 75(24.8)32(10.6)
fet b X HBZH 516(85.4) 88(14.6) 223(73.8)70(23.2) 9(3.0)

X i 14.11 14.95
Py <0.01 <0.01

A A

4 5l

£3 302 HlE LB F T 302 4 (il HEXT R 2322864
G 3 PR R 5 PR A8 A1 1 O L A
Table 3 The genotype and allele frequency of CXCR4
rs2322864 between 302 patients with coronary
artery disease and 302 healthy controls
[n(%)]
R 90 F N A
L C TT CT €e
A 454(75.2)150(24.8) 162(53.6)130(43.0)10(3.3)
et R X B4 497 (82.3) 107(17.7) 204(67.5) 89(29.5) 9(3.0)

¥ 9.14 12.55
P <0.01 <0.01
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F4 152297630 Fil rs2322864 H[F AU 556095 K KU 9 AH 6 M oA 5 51

Table 4  Association of genetic variations of rs2297630 and rs2322864 with risk of coronary artery disease

HIA R T ZINE I
BEAREANE 8t f A
OR(95% CI) P OR(95% CI) P
12297630 A: G AN B (R 1.753(1.305,2.354) <0.01 2.185(1.537,3.107) <0.01
AG: GG I 53 AR 1.225(0.839,1.788) >0.05 1.307(0.832,2.053) >0.05
AA: GG At PR 4.066(1.894,8.730) <0.01 8.629(3.414,21.814) <0.01
AA +AG: GG PR A 1.549(1.093,2.195) <0.05 1.797(1.182,2.733) <0.01
AA: AG + GG Fa Al 3.858(1.808,8.232) <0.01 7.870(3.164,19.574) <0.01
12322864 C:T G i (RS 1.535(1.161,2.028) <0.01 1.599(1.157,2.209) <0.01
Tt At B PR 1.839(1.310,2.583) <0.01 1.887(1.265,2.815) <0.01
CC:TT It B TR 1.399(0.555,3.525) >0.05 1.744(0.625,4.871) >0.05
GO+ QT B 1.799(1.293,2.503) <0.01 1.874(1.270,2.764) <0.01
CCCT+'TT PRk Y 1.115(0.447,2.784) >0.05 1.370(0.496,3.781) >0.05

" ORQIE T RS AR R IR R | =l R AR A R R S TR O R PR R

S 1s2297630 Fil rs2322864 R KI5 AR 2h ko A% AR A9 AH G T R

Table 5 Association of genetic variations of rs2297630 and rs2322864 with coronary artery stenosis

HH R ZHNEMT
PEHMRE AN G RIHY

B(95% CI) P4 B(95% CI) P

12297630 A: G A7 B PRI AT AR 0.102(0.021,0.169) <0.05 0.071(0.001,0.132) <0.05
AG:GG I B A 0.002( -0.11,0.12) >0.05 -0.004( -0.11,0.10) >0.05

AA: GG JE i TR 0.161(0.038,0.225) <0.01 0.118(0.012,0.180) <0.05

AA +AG: GG B AR Y 0.076( -0.036,0.183) >0.05 0.050( -0.050,0.147) >0.05

AA: AG + GG Fatpi Al 0.161(0.040,0.223) <0.01 0.118(0.015,0.179) <0.05

1s2322864 C:T AV L R AR A 0.005( -=0.071,0.080) >0.05 0.018( -0.049,0.083) >0.05
CT:TT I PR -0.017( -0.095,0.128) >0.05 0.052( -0.049,0.150) >0.05

GEITT I i MEASEAY -0.011( -0.123,0.101) >0.05 -0.023( -0.122,0.076) >0.05

GG+ CTHTT B A 0.014( -0.098,0.125) >0.05 0.044( -0.056,0.142) >0.05
CC:CT+TT [ AR A -0.014( -0.124,0.097) >0.05 -0.032( -0.128,0.066) >0.05

RIE T VR AR | IR IR I = e R A R A R R L B BRAR A I AR R N

N R AL AR B 0t 22 1) 2 2R 0 EL AR VE FEAIL I i A
R, 40 AT RE 12 A0 A5 7 RE 5 1 4% 3 R 5 %
BN & F XA A HHE M T CXCL12 EH P&
KB mRNA B8 4%  th ] GBI AV 4 38 1 7 B -
HHAMIN e 2 S A AL FAE A, BRA R
— AW A .

AICFER BN, 2B ML 1s2322864 (1) C
SRR 5 H A DUBR AR O 1) &2 9 IXURS:
R, HHF CT PR 238 hin ek O 9 B4 22 98 XU, (5
55 56K 3 ke 7S A8 B oA K. Doring 45" B
TR, B K rs2322864 1 C (iR 5
S R0 KU A B, CXCR4 23k AH & , A TF9Y 45
REHEA -, BHil, X TERAZEMS5ER
Bl kA AR A2 22 O 2 T AR AR gHAH 5G Y 2
IR, {E SR 2h Bk ok R AT fb th 2 — AN 2 b R M 41

P ECAEHE | /R SE S 5 8t R AE TR, RS
W], CXCRA 7 A M b7 40 i L 1058 4 L 6k 12 20
JHL L PR B 400 B ST 0 LA i LA K it /R i 25 3h
okt B B Ak R B I HE G O A P A kY
P B 4L CXCR4 (1945 5 M RIR R & 3N K
W5 B0 e B 2 B TP, CXCLI2/
CXCR4 % AT D)3 2o 38 0% 28 14 S B Wt 3% 34
HEESES, 4E R AR n 4 R R S 3 A Y
IR 30 AT LA 1o AH O Bl R Bk 6 080 0 39 o 22 L ofn
BN EF R E A R RRE M, AR
BRIEINRE. AR, WIER A B I CXCR4 FikEhk,
W) 2 T 3 Bk o A B A o e v 3 ok o Tk R e P
ML SE4E . Ah, CXCR4 AT L i 22 40 g 45 5
M 2 5 5 koK L BE AL BEBR BT R . I
I, 5 CXCR4 ik 1) 2 25 M7 s 12322864 1]
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