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Tén d8 tai luan an: “Nghién ctu méi lién quan gitra kiéu gen giam chirc ning
CYP2C19 (ALLELE 2,3) va tién lugng ¢ bénh nhan dugc can thiép dat stent
do6ng mach vanh c6 diéu tri CLOPIDOGREL”
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Nghién ctru doan hé thuc hién trén 650 bénh nhan can thiép dat stent dong mach
vanh c6 diéu tri clopidogrel, tir thang 8/2012 dén thang 12/2015 tai bénh vién
Pai hoc Y Duoc thanh phd H6 Chi Minh, theo dai trong 12 thang.

1. Ti I kiéu gene va kiéu hinh CYP2C19 *2, *3:

C6 5 kiéu gene voi ti 1& phan bd nhu sau: CYP2C19 *1/*1 (40%),
CYP2C19 *1/*2 (42,2%), CYP2C19 *1/*3 (6%), CYP2C19 *2/*2 (3,2%),
CYP2C19 *2/*3 (8,6%). Tir 5 kiéu gene d6, c¢6 3 nhoém kiéu hinh véi ti 16: nhém
chuyén héa binh thudng: 40 %:; nhém chuyén hoa trung gian: 48,2 %; nhém
chuyén hoa kém: 11,8 %.

2. Mi lién quan giira kiéu hinh CYP2C19 *2, *3 véi c4c bién cd tim mach:

- Bién ¢6 tim mach chinh (MACE). MACE trong 30 ngay: nhém chuyén hoa
kém 1a 3,9%, nhdm chuyén hoa trung gian 1a 4,1% va nhom chuyén hoéa binh
thuong 1a 0%, sy khac biét c6 y nghia véi p = 0,0008. MACE trong 1 nim:
nhom chuyén hoa kém 1a 15,6%, nhom chuyén héa trung gian 12 12,7% va nhém
chuyén hoa binh thuong 1a 4,2%, sy khac biét c6 y nghia véi p = 0,0002.

- Tir vong do moei nguyén nhan. Trong 30 ngay: tir vong & nhdm chuyén hoa
kém l1a 2,6%, nhom chuyén hoa trung gian 1a 1,9% va nhém chuyén héa binh
thuong 1a 0%, su khac biét co6 ¥ nghia vai p = 0,0234. Trong 1 nam: t& vong ¢
nhom chuyén héa kém 1a 11,7%, nhém chuyén hda trung gian 1a 4,5% va nhom

chuyén héa binh thuong 1 1,2%, sy khac biét ¢6 ¥ nghia vai p = 0,0003.



- Huyét khéi stent. Trong 30 ngay: Huyét khéi stent caa nhém chuyén hoa
kém 14 2,6%, nhom chuyén héa trung gian 1a 1,3% va nhém chuyén héa binh
thuong 1a 0%, su khac biét khong c6 y nghia vai p = 0,052. Trong 1 nam:
Huyét khéi stent cua nhdm chuyén hda kém 1a 6,5%, nhém chuyén hoa trung
gian 1a 2,9% va nhdm chuyén héa binh thuong 13 0,8%, su khac biét c6 y nghia
Vi p = 0,013.

- Kiéu gene giam chitrc ning CYP2C19 12 yéu to6 dw doan doc Iap cac bién cb
tim mach. So v4i nhom khong dot bién gene (c6 chuyén hda binh thuong), nhém
BN mang gene giam chtrc nang CYP2C19 *2, *3 ¢6 nguy co MACE cao hon
3,4 lan (p < 0,001), nguy co tir vong cao hon 5,1 1an (p = 0,01) va nguy co huyét
khdi stent cao hon 4,9 lan (p = 0,039).
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SUMMARY OF NEW FINDINGS

This cohort study included 650 patients undergoing intracoronary stent
implantation treatment with clopidogrel from August 2012 to December 2015 at
Ho Chi Minh City University of Medicine Center with 12 months follow-up.

1. The rate of genotype and phenotype CYP2C19 * 2, * 3:

There are 5 genotypes with the following distribution ratios: CYP2C19*1/* 1
(40%), CYP2C19 *1/*2 (42.2%), CYP2C19 *1/*3 (6%), CYP2C19 *2/*2 (3.2%),
CYP2C19 * 2 / * 3 (8.6%). Accordingly, 40 % were phenotyped as normal
metabolizers (NMs), 48.2% were intermediate metabolizers (IMs) and 11.8 % were
poor metabolizers (PMs).

2. Relationship between the CYP2C19 *2, *3 phenotype with cardiovas-
cular events:

- Major cardiovascular events (MACE). MACE in 30 days: the PMs group was
3.9%, the IMs group was 4.1% and the NMs group was 0%, the difference was
significant with p = 0.0008. MACE in 1 year: the PMs group was 15.6%, the
IMs group was 12.7% and the NMs group was 4.2%, the difference was
significant with p = 0.0002.

- Death all causes. In 30 days: mortality in the PMs group was 2.6%, the IMs

group was 1.9% and the NMs group was 0%, the difference was significant with



p =0.0234. In 1 year: mortality in the PMs group was 11.7%, the IMs group was
4.5% and the NMs group was 1.2%, significant difference with p=0,0003.

- Stent thrombosis. In 30 days: Stent thrombosis of the PMs group was 2.6%, the
IMs group was 1.3% and the NMs group was 0%, the difference was not
significant with p = 0.052. In 1 year: Stent thrombosis of the PMs group was
6.5%, the IMs group was 2.9% and the NMs group was 0.8%, significant
difference with p = 0.013.

- The CYP2C19 loss-of-function polymorphisms is an independent predictor of
cardiovascular events (multivariate analysis). Compared with normal metabolizers
group, the group of patients with an allele with reduced function of CYP2C19
*2, *3 had 3.4 times higher risk of MACE (p <0.001), 5.1 times higher risk of
death (p = 0.01) and 4.9 times higher risk of stent thrombosis (p = 0.039).

Ho Chi Minh city, December 29", 2020.
SUPERVISOR PH.D. CANDIDATE

PROF. TRUONG QUANG BINH TRAN HOA

PRESIDENT



