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Association of P2Y1, P2Y12 and ITGB3 Genetic Polymorphisms with the Antiplatelet Efficacy of Aspirin
and Clopidogrel after PCI

LAI Wei-hua', CHEN Ji-yan®, LI Han-ping', LIU Xin-tong', ZHANG Meng-zhen', ZHONG Shi-long’ (1.Guang-
dong Provincial People’ s Hospital, Guangzhou 510080, China; 2.Guangdong Cardiovascular Institute, Guang-
zhou 510080, China; 3.Guangdong Academy of Medical Sciences, Guangzhou 510080, China)

ABSTRACT OBIJECTIVE: To observe the association of P2Y1, P2Y12 and ITGB3 genetic polymorphisms with the antiplatelet
efficacy of aspirin and clopidogrel after percutaneous coronary intervention (PCI). METHODS: 520 patients with coronary artery
disease received antiplatelet therapy of aspirin combined with clopidogrel after PCI. All patients were given clopidogrel hydrogen
sulfate 300 mg/d and aspirin 100 mg/d orally before PCI. After PCI, they were continuously given clopidogrel hydrogen sulfate 75
mg/d orally for 6 months after PCI and aspirin 100 mg/d orally for 1 year; stopped taking mendicine if the patients suffered from
gastrorrhagia and other discomforts. The relationship of general information of patients, genotype and P2Y1 haplotype with main ad-
verse cardiovascular events (MACE) and bleeding event were observed. RESULTS: Among 520 patients, 82% were males and
40% were smokers. Older age combined with diabetes or hypertension was associated with a higher risk for MACE. Hazard ratios
(HR and 95%CI) were 1.03 (1.00,1.06), 3.15(1.46,6.78) and 2.78 (1.51,5.10) for older age, diabetes and hypertension, respec-
tively. Diabetes was also significantly associated with the risk of bleeding while the use of ACEIs could decrease the risk of bleed-
ing events with OR(95%CI) of 1.94(1.14,3.33) and 0.51(0.30,0.84). There was no statistical significance in the impact of P2Y12
c.-15+742C>T, P2Y1 ¢.57C>T and ¢.786A>G on the risk of MACE and the occurrence of bleeding event after PCI (P>0.05).
ITGB3 gene had not been analyed statistically due to low frequency. CONCLUSIONS: P2Y1, P2Y12 and ITGB3 genetic variants
are not good genetic markers to predict the risk of clinical endpoints in patients with coronary artery disease after PCI.
KEYWORDS Genetic polymorphism; Clopidogrel; Major adverse cardiac event; Bleeding event
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520 i £ 2 R T 240 82% , W AN 20 40 % , HE % v v
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MACE % 4= XU A %8755, HR (95 % C1) 7 1.03(1.00,1.06) 3 &
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F*1 BE—WEMS MACE HIXEMHE

Tab 1 The association of baseline characteristics of pa-
tients with MACE

JiH FCER%TRAE HR(95% CI) P
LB 64.0(56.0~72.0) 1.03(1.00,1.06) 00551
Sk fil (%) 48(8231) 0.94(0.44,2.04)  0.8806
Wem 1l (%) 202(38.85) 0.76(040,143) 03931
TR (%) 121(23.27) 278(151,5.100 0001
RO, (%) 305(58.65) 3.15(146,678)  0.0034
BRI URESE, f (%) 190(36.54) 0.69(035,135) 02808
B (%) 2(462) 048(0.07,348) 0467
SHmAE, % 62.0(52.0~67.0) 0.98(095,1.000  0.0405
FEETHE (%) 66(12.69) 172(080,372) 01661
PEMERH (%)

IS 128(24.62) 16001.05,242) 00279
m 164(31.54)

K 228(43.85)

TRAIBIT 2254 (% ) 482(92.69) 159(038,6.56) 05245
HFH B 22 B 25, (%) 07(82.11) 081(040,164) 05624
HR PRI ok e ACE A, Bl % ) 365(70.19) 1220061,242) 05725
TR RS2 | J 145(27.88) 204(112,373)  0.0202
TRFRF 3R, 1 301(57.88) 146(077,277) 0249
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Tab 2 The association of genotype with MACE

HH SRR fil(%) HR(95%CI) P

P2Y12

c-15474C>T cC 19(3.66) 080(0.19,332) 07635
CT 117(22.54)
T 383(73.79)

P2yl

S1C>T cC 493(95.73) 0.57(0.08,406) 05652
TCor TT 2(427)

cT86A>G AA 282(5497) 090(049,165)  0.7278
GA 196(38.21)
GG 35(6.82)

®3 P2Y1B{EE5 MACE KXEE
Tab 3 The association of P1Y1 haplotype with MACE

HH R diillE HR(95%Cl) P
PY1(c57C>T, . 786A>G) CA 0.801 (/1)
CG 0.179 0.73(0.38,140) 0345
TG 0.013 0.83(0.11,6.19) 0856

R4 BE-MRAMSHMEAHXRENE
Tab 4 The association of baseline characteristics of pa-

tients with bleeding events

Tt B PH (A (B )

T e 1 L

L3 64.0(55.0~725)  65.0(58.0~72.0) 1.01(0.99,1.03) 04165

R Bl % ) B 376(87.85) 52(12.15) 201(1.13,357) 00173
T 72(7826) 20(21.74)

AR 1 (%) B 266(83.69) 52(1635) 0.56(033,097)  0.0398
& 18209.10) 20990)

MR B (%) o 35(8822) 47(11.78) 1.94(1.14,333)  0.0144
B 96(79.34) 25(20.66)

L (%) B 186(86.51) 29(1349) 1.05(063,1.75)  0.8428
B26208590) 43(14.10)

BRIBMEDOURERE, fl (%) & 276(83.64) 54(16.36) 0.54(031,094)  0.0304
2 172(9053) 18(9.47)

Aot f (%) B 48(86.29) 68(13.71) 126(042,3.80)  0.6825
Bo2008333) 4(16.67)

AL o 62.0(515~670)  645(560~68.0)  102(099,1.04) 0.1567

EFFHE, (%) B 301086.12) 63(13.88) 0.98(046,2.08) 0958 1
& 57(8636) 9(13.64)

WEMERAH(%) 14 114(89.06) 14(1094) 120(0.87,1.65) 02601
24 141(85.98) 23(14.02)
34 193(84.65) 35(15.39)

RIBTRZ, (%) & 32(8421) 6(15.79) 0.85(0.34,2.10) 07189
B 416(8631) 66(13.69)

I B ZIkBLG, Bl(%) & 77(82.80) 16(17.20) 0.73(040,133) 0302
£ 371(8689) 56(13.11)

TR ACESHIALBI(%) & 124(80.00) 31(2000) 0.51(030,0.84)  0.0089
234887 41(11.23)

IS, fl(%) & 327(8720) 48(12.80) 1.35(0.79,230) 02678
2 D1834H) 24(16.55)

TRAIRF AR, B (%) & 190(86.76) 29(13.24) 1.09(0.66,1.81)  0.7337
205808571 43(1429)
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LR A £ R &K Logistic [F 0 0 #7 & B1, P2Y12 c.-15+
742C>T KA A OR 24 2.98(0.39,22.63) ,P2Y1 ¢.57C>T £ A
% OR 7 1.90(0.68,5.33), P2Y1 ¢.786A>G J: X %I OR Jy 1.49
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Tab 5 The association of genetic variants with bleeding

events
KA AR T, Bl(%) HHmEE (%) OrROS%C) P
Y12
cI547T4C>T 18(94.74) 1(5.26) 298(039,22.63) 0292
CT 99(84.62) 18(15.38)
T 330(86.16) 53(13.84)
Yl
S1C>T cc 47(86.61) 66(13.39) 1.90(0.68,5.33) 0221
TCoTT  17(7727) 5(0.73)
CT86A>G AA 249(88.30) 33(11.70) 149(0.90,246) 01228
GA 166(84.69) 30(15.31)
GG 27(77.14) 8(22.86)

2.6 P2Y1EA{AE 5 H iS4 KBRS
P2Y L HURTL BT 2B, P2Y 1 11 24> 2 25 AV A5 1) LA Y
315 S AR KU TE B R G, 22 R E AT R X
(P>0.05),1# W56,
F6 P2Y1BMRE S H I H4E KB
Tab 6 The association of P2Y1 haplotype with bleeding

events
A BUH RS AR OR(9S%CD) P
P2YI(cSTC>T, 786A>G)  CA 0.800 0.768 104 )
G 0.180 0.198  122(0.73,2.04) 0441
TG 0.013 0025 2.18(059,8.01) 0.241
3 iTig
B, KRBT e TR 2B s a7 5 A

J& MACE & AE FYSZ M, 10 A0 AT W58 i 28 6] H I =44 7y 5 i
H R PR IC Y Ok 7 B S T

P2Y 12 3R Z2 2 e 509 BB AT PCLAR J5 42 32 B ] DG
RGNS T LM/ IMITIRYT J5 X MACE & A= (5% 1 451

T HA T, AU RN, P2Y 12 JEH 225 MR S s &

P I/ AT 2 5 (AT RIS AN SRR R ST 1
P48 FLE 0 BIFSE & B, P2Y T 3 R — N3 LS 57 (A 1622G)
L5 ADP Fl3#UE M/ SR AR S0, BFSE IR KB, P2Y L
FE P Y H WL AR 5 (C893T) 5 Bl vl VC ARHKHT A B 25 L BK,
Kim KA ZEU 9858 B8, P2Y 12 5L 22 854 5 ADP Hilii s ii/)s
WA R RAG 5, M P2Y 1 N LM S Z JoK. Cayla G55
8 K, ITGB3 L33P HE [ 2 251 5 PCIA )5 152 28 9 i 44
T4 56, T Simon TZEUFE 2 208 451 210 JUURITFE 14 56 0o
HFE PRI R R P2Y 12 FIITGB3 FE K28 55 5 MACE A 56,

ABFFREE R BIR 520 1 B35 h 21 829% S U3 1, 40 % Sy Wi
M 5 B AF G I R G T v B, MACE J& AE XU AH
X5 HR (95%CI 43 5124 1.03(1.00,1.06) . 3.15(1.46,6.78)
F12.78(1.51,5.10) 5 FFWE IR T3 I o 1 JXURS: , Al ACE 411
90 7T 20 1 I XU , OR (959% C1) 43311y 1.94(1.14,3.33) Fl
0.51 (0.30, 0.84) , P2Y12 c.-15+742C>T. P2Y1 ¢.57C>T.
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