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Tém tit: Da hinh di truyén (PHDT) gen CYP2C19 lién quan dén chuyén hoa thude clopidogrel
thong qua do d6 ngung tap tiéu cau (NTTC) & bénh nhan dau thit nguc khong 6n dinh. Nghién
ctru nham xac dinh tdn s§ phan bé da hinh gen CYP2C19 va anh huéng cua chung cing mot sb
yéu t6 khac 1én d6 NTTC. Nghién ciru tién hanh trén 54 bénh nhéan theo phwong phap mé ta cit
ngang. Két qua tan s kiéu gen CYP2CI9*1/*1, *1/%2, *1/*3, *2/%2 va *2/*3 1an luot 1a 44,4%,
33,3%, 7,4%, 11,1% va 3,8%. Ty 1€ tac dung gen chuyén hoa thude binh thuong, giam va kém
lan luot 1a 44,4%, 40,7% va 14,9%. DPHDT gen CYP2C19 c6 anh hudng lén d60 NTTC. Vi alen
CYP2C19%2, 6 NTTC ciia kiéu gen GA cao hon kiéu gen GG (p=0,016). B6 NTTC c6 su khac
biét giira nhom tic dung chuyén hoa binh thuong va (giam+kém) (p=0,027). Trong nghién ctru
nay, tan s alen CYP2C19*2 kha cao trong khi tan s6 alen CYP2C19*3 tuong ddi thap. Hon nira,
alen *2 ¢ tac dong rd rét dén @6 NTTC. Tuy nhién, nghién ctru chua thiy sy anh hudng cia yéu
t6 phi di truyén 1én do NTTC.

Tir khoa: Da hinh di truyén CYP2C19, dau thit nguc khong 6n dinh, clopidogrel, do ngung

tap tiéu cau.

1. Pit van dé

Pau thit nguc khong on dinh (BTNKOD)
¢6 co ché bénh sinh hét stc phirc tap, trong do
nguyén nhén chinh & do sy nat vd cua céac
méang Xo vira gay ra huyét khdi 1am tic mach
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mau din dén cac bién cb tim mach [1]. Do do, ti
16 nguoi mic bénh va tir vong ngdy cang gia
tang, tr¢ thanh ganh nang thyuc sy cho nganh y
té. Vi vay, dé giam cac bién cb tim mach cho
bénh nhan PTNKOD thi mét trong nhitng diéu
tri cot 15i 1a chéng hinh thanh huyét khdi thong
qua tc ché hoat dong tleu ciu [2]. Hién nay,
liéu phap khang tleu ciu kép bao gdm
clopidogrel va aspirin van 13 lya chon dau tay
trong diéu tri wc ché ngung tip tiéu cau
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(NTTC), tuy nhién hi¢u qua didu tri cua cac
bénh nhan khong giéng nhau [3]. Nhiéu nghién
clru da chi ra rang, khoang 30% bénh nhan c6
dap Ung kém hodc khong dap Umg voi
clopidogrel dan dén tac dung wc ché NTTC
khong nhu mong mudn [4-5]. Nguyén nhan chu
yéu 1a do da hinh di truyén. Ngoai ra, cac yéu to
khac nhu tién sit bénh mach vanh, tudi, tuong
tac thude, ting huyét ap (THA), rdi loan chuyén
hoa lipid (RLCH lipid), hut thubc 14, dai thao
duong (DTD)...cling anh huong dén dap tng
diéu tri v6i clopidogrel [6].

Clopidogrel 13 mét tién chit khong co hoat
tinh. Dé tro thanh chit c6 hoat tinh chéng
NTTC, chung phai dugc chuyén hoa tai gan
thong qua hé théng cytochrome P450 (chu yéu
la CYP2C19). CYP2C19 la enzyme c6 tinh da
hinh cao véi khoang 25 alen da duoc xac dinh,
trong d6 CYP2C19*2, CYP2C19*3 la hai alen
quan trong nhit, quy dinh enzym giam hodc
mat hoat tinh chuyen hoéa thube [7]. Tuy nhién,
tan sb cua cac alen nay lai c6 sy khac nhau gitra
cac quoc gia va chung toc [8].

O Viét Nam, cac nghién ciru truge day chu
yéu tap trung vao hiéu qua diéu tri, it chu y t6i
anh hudng cua da hinh di truyén CYP2C19 1én
kha ning dap ung voi clopidogrel. Vi vay,
chung t6i tién hanh nghién ctru nay véi hai muc
tiéu: 1. Xac dinh tin sd phan bd kiéu gen
CYP2C19*2, CYP2C19*3 trén bénh nhan
DTNKOD 2. Mbi lién quan giita d6 ngung tap
tiéu cau voi kleu gen CYP2C19*%2, CYP2C19*3
va mot s6 yéu t6 khac trén bénh nhan dau that
nguc khong on dinh. Két qua nghién ctu s&
cung cép nhitng thong tin co ban vé kiéu gen
CYP2C19*2, *3 va dinh huéng cho cac nghién
ctru tiép theo nham dwa ra phac do diéu tri phu
hop cho bénh nhan DPTNKOD tai Viét Nam.

2. P6i twong va phwong phap nghién ciru

2.1. Péi twong va phuwong phdp nghién ciru

Nghién ctru dugce thiét ké theo phuong phap
mod ta cat ngang, st dung phuong phap chon

mau thuln tién. 54 bénh nhan duogc chin doan
DTNKOD, c6 diéu tri khang tiéu ciu kép vao
ngdy thtr 3 sau khi nhap vién véi lidu duy tri
clopidogrel 75 mg/ngay két hgp aspirin 100
mg/ngdy va ddéng ¥ tham gia nghién ciu.
Nghién ctru thyc hién tai: Vién Tim mach Viét
Nam. Thoi gian nghién cuu: tur thang 1/2017
dén thang 1/2018. Nghién ctru tuan thu theo
quy dinh va duoc thong qua tai Hoi dong dao
dtrc Khoa Y Dugc, PHQG Ha Noi.

2.2. Phuong phap nghién cuu

2.2.1. Phuong phap phdn tich do ngung tdp
tiéu cau

4ml mau tinh mach cia bénh nhan ly vao
ngay thir 4 duge cho vao dng chira chat chéng
dong citrat natri 3,8%. Mau mau dugc ly tim
nhe véi tée do 500 vong/phut trong 10 phut de
¢6 huyét tuong gidu tiéu cau (sd lwong tiéu cau
tur 200- 400 G/L), sau d6 chung t6i thu huyét
tuong nghéo tiéu cAu bang cach tiép tuc ly tim
manh véi toc d6 3000 vong/phut trong 10 phut.
Do NTTC dugc danh gia duya vao d6 ngung tap
t6i da MA% (Maximum aggregation) sir dung
chét kich tap ADP 5 uM.

2.2.2. Phuwong phap phan tich gen

4ml mau tinh mach cta bénh nhan cho vao
ong chia chit chéng doéng EDTA.
E.ZN.A.®Blood DNA Mini Kit (Omega Bio-
Tek, M¥) duoc sir dung dé tach DNA tong so.
Kiém tra chat lugng DNA bang phuong phap
dién di trén gel agarose va do quang tai hai
budc song 260 va 280 nm. DNA thoa man yéu
cdu (chi s6 OD260/0D280 tir 1,6-2) duoc dung
lam khuén cho phan img PCR nham khuéch dai
doan gen chira CYP2CI19*2, *3. Kiéu gen
CYP2C19%*2, *3 duogc xac dinh br:ing ky thuat da
hinh d¢ dai doan cét gioi han va giai trinh ty
truc tiép.

2.2.3. Phuwong phdp xir Iy va phdn tich s6 liéu

i S6 litu duge xu ly, phan tich bz"mg ph?m
mém SPSS 20.0. Phan tich c6 ¥ nghia thong ké
khi gia tri p<0,05.
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3. Két qua nghién ctru

3.1. Két qua da hinh gen CYP2C19

Bang 1. Két qua kiéu gen va tan s6 alen CYP2C19*2 va CYP2C19*3

Alen S6 luong kiéu gen trén timg alen (%) Tan s6 alen

GG GA AA G A p-value
CYP2C19*2 28 (51,9%) 20 (37%) 6(11,1%) 0,70 0,30 0,41
CYP2C19*3 48 (88,9%) 6(11,1%) 0(0%) 0,94 0,06 0,67

Bang 1 thé hién kiéu gen va tan sb alen
CYP2C19%2 va *3. V&i CYP2C19*2: Kiéu gen
GG chiém ti 18 cao nhit 1a 51,9%, kiéu gen GA
chiém 37%, trong khi kiéu gen AA chi chiém
11,1%. Véi alen CYP2CI9*3, phan 16n cac
bénh nhén c6 kiéu gen GG (chiém 88,9%), con
lai 12 11,1% kiéu gen GA va khong thiy c6 su

xuét hién ciia kiéu gen AA. Kiém dinh Chi-square
voi mau nghién cru cho thdy cac alen
CYP2C19*%2, *3 tuan theo dinh luat Hardy-
Weinberg, mau nghién ctru ¢6 tinh dai dién cho
quan thé bénh nhan PTNKOD ¢ nguoiViét Nam,
voi tan s6 alen da hinh cia CYP2CI19*2 chiém ti
1é cao hon tan sb alen da hinh cua CYP2C19*3.

Bang 2. Tan s6 phan bd cac kiéu gen CYP2CI9 ciia nhém nghién ctru

Kiéu gen Tong (N=54) Nam (N=45) Nit (N=9)
CYP2CI9 N % N1 % N2 %
*1/¥1 24 44,4 19 42,2 5 55,6
*1/%2 18 33,3 16 35,6 2 22,2
*1/%3 4 7.4 4 8,9 0 0,0
*2/%2 6 11,1 4 8,9 2 22,2
*2/*3 2 3.8 2 4,4 0 0,0
p 0,541

Bang 2 cho thidy sy phan bd kiéu gen
CYP2C19 trong d6: kiéu gen *1/*1 (kiéu dai)
chiém ti 18 cao nhat (44,4%). Cac kiéu gen
*1/%2, *2/%2 va *1/*3 chiém ti 1¢ giam dan véi
33,3%; 11,1% va 7,4%. Kiéu gen *2*3 chiém ti
1¢ rat nho véi 3,8%. Ngoai ra khong thiy su
khac biét vé ti 16 kiéu gen ¢ hai gi6i (p>0,05).

Bang 3. Tan s alen ctia gen CYP2C19

Alen SO luong Ty 1€ (%)
*1 (kiéu dai) 70 65

*2 (c.681G>A) 32 29

*3 (c.636G>A) 6 6

Két qua cho thay alen *1 chiém ti 1& cao nhit
Vo1 65%, theo sau 1a *2, *3 véi 29% va 6%.

3.2. Ti I¢ phan logi theo mirc tac dung dwoc 1y do kiéu gen quy dinh

Béng 4. Ti I¢ phan loai theo murc tac dung duoc ly do kiéu gen quy dinh

Kiéu gen CYP2C19 Tong (N= 54) Nam (N=45) N (N=9)

N % N % N %
Tac dung binh thudng 24 444 19 422 5 55,6
Tac dung giam 22 40,7 20 444 2 22,2
Tac dung kém 8 14,9 6 13,4 2 222
P 0,447

Béng 4 cho thiy su phan bd clia cic nhom
gen theo tac dung dugc ly voi tac dung binh

thuong (*1/*1), tdc dung giam (*1/*2, *1/*3)
va tac dung kém (*¥2/*2, *2/*3). Chiém ti 1€ cao
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nhét 12 nhom tac dung binh thuong véi 44,4%,
theo sau 1a nhéom tac dung gidm véi 40,7%.
Chiém ti 1¢ thip nhat trong tong s6 bénh nhan
nghién ctu 1a nhom tac dung kém véi 14,9%.

Ngoai ra, khong co su khac biét mang y nghia
thong ké gitra tdc dung gen do ki€u gen quy
dinh trong hai giéi (p>0,05).

3.3. Méi lién quan gitta d6 NTTC véi kiéu gen va kiéu tac dung dwoce 1y do kiéu gen quy dinh

Bang 5. Do NTTC gitta cac kiéu gen trong mdi alen CYPCC19%*2, *3

CYP2C19*2 (681G>A) GG (N=28) GA (N=20) AA (N=6) p
D6 NTTC (%) (X + SD) 27,29410,59  35,55+12,16  35,83+9,30 0,029
CYP2CI9*3 (636G>A) GG (N=48) GA (N=6) AA (N=0) p
Do NTTC (%) (¥ £ SD) 30,73£11,06  35,83+1621 - 0,317
70] Y™ Bing 6. Do NTTC giita céc kiéu tac dung dugc 1y do
s B e, Tl kiéu gen quy dinh
O , , Do NTTC (%)
5 50 Tac dung dugc ly N (X +SD)
e - Tac dung binh 24 2742+11,11
o thuong
5 - Tac dung gidm 22 32,18+10,40
& 207 Téc dung kém 8 40,50+12,19
10] - 1 Tdng s6 54 31,30+11,66
ca GA AA P 0,018
CYP2C19%2

Hinh 1. D6 NTTC giita cac kiéu gen trong
CYP2C19%2.

Két qua bang 5 va hinh 1 cho thay, vé6i alen
*2, c6 su khéc biét gitra dd NTTC vdi céac kiéu
gen (p=0,029). Cu thé 13, kiéu gen di hop da
hinh GA ¢6 d6 NTTC cao hon so véi kiéu dai
ddng hop GG (p=0,016). Tuy nhién, véi alen
*3 d0 NTTC chua c6 su khac biét gilra cac
kiéu gen.

Két qua bang 6 cho thiy, c6 mdi lién quan
gitta @6 NTTC vdi tac dung duogc 1y do kiéu gen
quy dinh (p=0,018). V6i nhom tac dung dugc ly
(giam+kém), 40 NTTC cao hon so v6i nhom tac
dung duogc ly binh thuong (p=0,027). Tuy nhién,
khong c6 su khac bi¢t gitta nhom tac dung gidm
va kém (p=0,074). Vi viy, chiing t6i gdp nhom
tac dung duogc 1y giam va kém thanh 1 nhém va
nhém tic dung binh thudong 1a 1 nhom khi phan
tich cac yéu t6 khac anh huong lén do NTTC.

3.4. Méi lién quan giita d6 NTTC véi mét sé yéu té khdc

Béng 7. Mbi lién quan gitra 6 NTTC véi mot s6 yéu td nguy co

Tac dung binh thuong (N=24)

Tac dung (giam+kém) (N=30)

Yéuto N DONTTC (%) (X+SD) p N Do NTTC (%) (X £SD) p
C6 hit thudc 16 253849,0 o1 21 3357189 0550
Khong hut thube 8 31,50+14,25 ’ 9 36331024 ’
C6 RLCH lipid 9 27,89+11,01 o766 AL8EISTT 0071
Khong RLCH lipid 15 27,13+11,54 ’ 24 32,54+9.46 ’
Co DTD 5 31,0046,75 a3 1 33295690 0772
Khong TP 19 26,47+11,96 ’ 23 34.74%1247 ’
Co THA 17 27,53+11,56 oz 20 3600£12,06 0281
Khong THA 7 27,14+1081 ’ 10 3120:941 ’
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Bang 8. Mdi lién quan giita @6 NTTC véi mot sé yéu t6 can 1am sang

Tong s6 (N=54)

Tac dung binh thuong (N=24)

Tac dung (giam+kém) (N=30)

Yéu to

(X£SD) r p r p
RBC (T/L) 4,63+0,54 -0,206 0,334 -0,034 0,863
WBC (G/L) 8,13£2,6 -0,089 0,678 -0,106 0,592
PLT (G/L) 255,87466.56 0,098 0.649 20,019 0.925
MPV (fL) 9,17+1,16 0,02 0,926 -0,09 0,649

RBC- S6 lugng hong ciu, WBC- S6 lugng bach cau, PLT- S lugng tiéu cau, MPV- Thé tich trung binh tiéu

Két qua bang 7 cho thdy, v6i ¢& miu trong
nghién ctru nay, ching t6i chua thay c6 mdi lién
quan gitra d0 NTTC voi cac yéu t6 nguy co: hut
thudc 14, THA, RLCH lipid va DTP.

Két qua bang 8 cho thiy, cac chi s6 can 14m
sang néu trén déu c6 mdi lién quan yéu véi do
NTTC & ca 2 nhom tac dung binh thuong va tac
dung (giam+ kém).

4. Ban luian

Tan sd kiéu gen trong ting alen cta gen
CYP2C19 & nghién cuu cua ching t6i co6 su
khac biét kha 16n so véi nghién ctru cua J.F.
Marchini (2017) trén bénh nhan can thi€ép mach
vanh qua da ¢ Brazil. Véi alen CYP2C19%2,
theo J.F. Marchini cho ti 1& GG (74%), GA
(23,7%), AA (2,4%) so voi nghién clru cua
ching t6i la GG (51,9%), GA (37%), AA
(11,1%). Véi alen CYP2C19*3, theo J.F.
Marchini cho ti 16 GG (100%), khong thdy co
su xuét hién cua GA va AA, trong khi nghién
ctru cua chung t6i cho ti 1€ GG (88,9%) va GA
(11,1%). Tir day ta c6 thé thdy dugc anh huong
ctia ching toc 1én sy phan bd alen trén timg
kiéu gen CYP2C19%2 va CYP2C19%3 [9].

Trong nghién ciru cua chung t6i, alen kiéu
dai *1 chiém ti 1¢ cao nhat véi 65%, cac alen
con lai *2, *3 chiém ti 1& thap hon lan luot 1a
29% va 6%. Céac alen nay déu phan bd theo
dinh luat Hardy-Weinberg, do d6 nhom mau
nghién ciru dai dién cho quan thé PTNKOD &
Viét Nam. Trong da hinh alen CYP2CI9 ¢
ngudi chau A thi alen CYP2C19%2 1a da hinh
phé bién nhét [10]. Nghién ciru cta ching toi
ciing cho két qua tuong ty. Khi so sanh sau
thém, chung t6i thiy ring, & cac nudc Viét

Nam, Malaysia, Myanma (khu viuc Dong Nam
A) khong thiy co su khac biét vé tan s6 phan bd
3 alen ctia gen CYP2CI9 gilta cac nudc nay
[11-12]. Tuy nhién, & khu vuc Béc A, ti 1é alen
*3 ¢ Han Qudc va Nhat Ban c6 xu huéng cao
hon so v6i cac nuée khu vuc Pong Nam A
[13], trong khi & Dong Au va My gbc Phi lai
thdy co ti 1& rit nho hay khong c6 cia alen *3
[14]. Tu viée so sanh trén, chung to1 nhén thay
tan s phan bd alen trong nghién ctru cia chung
t6i kha twong dong vé6i cac nude Dong Nam A
nhung c6 su khac biét voi cac nude thudc khu
vuc khac ciling nhu ching toc khac. Viéc dua ra
két qua nay khong chi giup ich duoc cac béac si
lam sang biét duoc ti 16 da hinh gen CYP2CI9
clia quan thé Viét Nam ma con giup xac dinh
dugc nguyén nhan khang thude, tir d6 gitp ca
thé héa diéu tri.

Véi myc dich thyc hién cac tht nghiém
duoc di truyén, dua vao kiéu gen cua cac alen
trén, chung t6i tién hanh phén loai thanh céac
hoat tinh chuyén hoa thubc cia enzym
CYP2C19 hay tac dung dugc ly cua enzym
CYP2C19 bao goém: tac dung dugc 1y binh
thuong (¥1/*1) voi 44,4%, tac dung dugc ly
giam (*1/*2, *1/*3) voi 40,7% va tac dung
dugc ly kém (*2/*2, *2/*3) véi 14,9%. Ti 1€
phan bd hoat tinh enzym CYP2C19 chuyén hoa
thuéc kém ¢ su khac nhau gitra cac khu vuc
v6i ti 1& & quan thé nguoi da tring 1a 2- 5%, &
chau Phi 13 4- 8% va ¢ chau A 1a 11- 23% [15].
Trong quén thé ngudi chiu A, ti 1émang enzym
hoat tinh chuyén hoa kém nay & Nhat Ban 13
18- 23%, ¢ Trung Qudc 1a 15- 17%, & Han
Qudc 1a 12- 16% [16] va & nghién ciru cua
ching t6i 1a 14,9%. Két qua cua ching toi kha
tuong dong voi cic nudc chau A nhung co su
khac biét voi quan thé ngudi da tring va chau
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Phi. T ddy, ta c6 thé thiy anh hudng rd rét cua
vi tri dia ly 1é€n su phan b tan sd céc alen.

Phu thudc vao su két hop cua cac alen
CYP2C19 khac nhau ma lam ting hay giam
hoat tinh chuyén hoa thude ciia enzym nay [17].
Bénh nhan c6 kiéu gen chira *2 (c.681G>A),
*3 (c.636G>A) s¢ lam giam hay mat hoat tinh
chuyén hoa cia enzym, din dén lam giam kha
ning chuyén clopidogrel thanh dang c6 hoat
tinh, do d6 giam hiéu qua khang tiéu cau 80 VOl
quan thé mang kiéu gen dai (*1) [18]. Diéu nay
cang tro nén quan trong, dac biét trong nhom
bénh nhéan DTNKOB vi dap mg giam hi¢u
quakhang tiéu cau co thé gay ra cac bién ching
huyét khdi dong mach bao gdm: nhdi mau co
tim, huyét khéi stent, huyét khéi dong mach
ngoai bién va dot quy [19]. Do d0, trong nghién
clru ndy, ching t6i tim hiéu méi lién quan gitta
do NTTC véi kiéu gen CYP2CI9 nhdm danh
gia hiéu qua diéu tri, dong thoi tién lugng céac
bién cb tim mach c6 thé xdy ra Vo1 cac bénh
nhin mang alen giygiam hodc mét hoat tinh
enzym. Két qua cho théy trong alen *2, trung
binh d6 NTTC véi kiéu gen di hop GA
(35,55+12,16%) cao hon so voi kiéu dai GG
(27,29+10,59%) (p=0,016). Trong khi do, ching
toi chua thay su khéc biét vé trung binh 4 NTTC
gitra cac kiéu gen trong alen *3. Co thé giai thich
didu nay 1a do ¢ miu trong nghién ctu cua
chiing t6i con han ché, trong khi tan sd xuét hién
cua alen dot bién trong kiéu gen *3 khong cao.
Diéu nay, mot 1an nira cho thay vai tro quan trong
cta alen *2 trong PTNKOD & quan thé nghién
clru ndy.

Nghién ctru cua Arima va cong su (2015)
cho thiy & bénh nhén mang alen CYP2CI9 quy
dinh enzym mét hoat tinh ¢6 hoat dong tiéu cau
va ti 1& cac bién cd tim mach cao hon so véi
nhitng nguoi khong mang alen nay (p<0,05)
[20]. Koichi Kaikita va cong su (2014) nghién
ciu trén 104 bénh nhan dugc can thi¢p dong
mach vanh qua da ciing cho thdy nhirng ngudi
mang alen CYP2C19 quy dinh enzym giam hoat
tinh c6 chi s6 phan tng tiéu cau va NTTC cao
hon so véi nhitng nguoi khdong mang alen nay
(p<0,05) [21]. Nghién ctru tuwong tu cua Yang J
va cong sy (2013) ciing chi ra ring & nhiing

ngudi mang 1 alen dot bién (*1/%2, *1/*3) va 2
alen dot bién (*2/%3, *2/%2, *3/*3) ¢6 d6 NTTC
t6i da voi ADP cao hon so v6i nhimng ngudi
mang kiéu dai (*1/*1) v6i p 1an lugt 14 0,002 va
0,0039 [22]. Tuy nhién, nghién ctru cua Zabalza
va cac cong su (2012) lai thiy rang nhing ca
thé mang alen quy dinh enzym mat hoat tinh
khong lam tang cac nguy co tim mach, ngoai
trir cac bién ¢ trong huyét khdi dat stent [23].

Ngoai viéc danh gia tac dong cua yeu t6 di
truyén 1én do NTTC, chung t6i cling tlen hanh
danh gia cac yéu té phi di truyen bao gdm cac
yéu t6 nguy co va mot sb chi s6 can 1am sang
1én @6 NTTC. Tuy nhién, ching t61 chua thay
co m01 lién quan rd rang giita cac yéu té phi di
truyén véi dd NTTC (p>0,05).

5. Két luan

Chung t6i di mo ta thanh cong kiéu gen
CYP2C19%2 va CYP2C19*3 trén bénh nhan
DTNKOD tai Viét Nam, trong do tan sd alen
CYP2C19%2 chiém ti 1& cao. Piéu nay s& gitip
cac bac si lam sang xac dinh dugc nhitng bénh
nhan mang alen CYP2C19 giam hoat tinh dé tir
d6 dua ra phac do diéu tri phi hop nham cai
thién hi€u qua diéu tri cho bénh nhan. Hon nita,
da hinh gen CYP2C19*2 c6 méi lién quan chit
ché& nhat voi do NTTC. Do do, trong nghién ctru
ctia ching t61, yéu t6 di truyén 1a yéu to quyét
dinh sy khac nhau gitra cac ca thé trong ngung
tap tleu cau, chir khong phai 1a cac yéu to phi
di truyén.

Loi cam on

Chung t6i tran trong cam on d& tai khoa hoc
cong nghé cip PHQG mi sb QG.15.32 di cung
cap kinh phi cho chung tdi thyc hién nghién
ctru nay. Chung t6i cing xin chan thanh cam on
Vién Tim mach Viét Nam da cung cap cac mau
bénh pham phuc vu cho nghién ciru.
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The Relationship between Platelet Aggregation and
CYP2C19%*%2, CYP2C19*3 Genotypes with
Other Factors in Patients with Unstable Angina

Vu Thi Thom', Vu Phuong Thao', Nguyen Thi Thuy Mau', Vu Ngoc Trung?

"YNU School of Medicine and Pharmacy, 144 Xuan Thuy, Cau Giay, Hanoi, Vietnam
*Vietnam National University Hospital, 182 Luong The Vinh, Thanh Xuan, Hanoi, Vietnam

Abstract: The genetic polymorphism of CYP2CI9 is associated with clopidogrel metabolism
through the measurement of platelet aggregation in patients with unstable angina. This study was
aimed to determine the frequency of CYP2C19 polymorphism and the effect of CYP2C19 genotype as
well as other factors on platelet aggregation. The study was conducted on 54 patients by the cross-
sectional method. The genotypes proportion of CYP2CI19*1/*1, *1/*2, *1/*3, *2/*2 and *2/*3 were
44.4%, 33.3%, 7.4%, 11.1% and 3.8%, respectively. The results with CYP2CI9 phenotype were
44.4% of extensive metabolizers (EM), 40.7% of intermediate metabolizers (IM) and 14.9% of poor
metabolizers (PM). For CYP2C19*2, heterozygous genotype (GA) had higher platelet aggregation
than homozygous genotype (GQG) with significant difference (p=0.016). Platelet aggregation showed a
significant difference between EM and (IM+PM) (p=0.027). The study results show that the
prevalence of CYP2C19*2 allele was quite high while the rate of CYP2C19*3 allele was relatively
low. Moreover, CYP2C19*2 had a clear effect on platelet aggregation.

Keywords: CYP2C19 polymorphism, unstable angina, clopidogrel, platelet aggregation.



