NGHIEN CUU LAM SANG

Budc dau nghién ciru img dung tinh da hinh gen
dot bién khang thudc chéng ngung tap tiéu cau
clopidogrel trong diéu tri cac bénh nhan sau dat
stent dong mach vanh qua da
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TOM TAT

Co s6 khoa hoc: Clopidogrel la thudc khing
ngung tap tiéu cdu dugc st dung phé bién trong liéu
phap chéng ngung tap tiéu cau kép va dugc chuyén
héa bsi CYP2C19. Da hinh gen CYP2C19 anh
hudng dén chuyén héa Clopidogel.

Muc tiéu: Nghién ctiu chung t6i nham danh gia
anh huéng tinh da hinh gen dét bién khing thuéc
chéng ngung tap tiéu cau Clopidogrel trong diéu tri
céc bénh nhan sau dit stent dong mach vanh qua da.

Phuong phap: Chung t6i tuyén chon 30 bénh
nhan da dugc dit stent dong mach vanh qua da va
dugc dung Clopidogel, xac dinh kiéu gen CYP2C19
va danh gid tic dung ctia da hinh gen CYP2C19 Ién
do6 ngung tap tiéu ciu & giai doan sém va mudn sau
dung thudc.

Két qua: C6 10/30 bénh nhan (33,4%)
kiéu gen CYP2C19*1/*1, 18/30 ca (60%) kiéu
gen CY2C19*1*2, 1/30 ca (3.3%) kiéu gen
CY2C19*1*3,1/30ca(3.3%) kiugen CY2C19*2%2.
Do ngung tap ti€u cau ¢ nhiing bénh nhan kiéu gen

Vién Tim mach Viét Nam*
Dai hoc Y Ha Noi**

CY2C19*1*1 trung binh 1a 19.2+13.6%; & cic bénh
nhan c6 kiéu gen CY2C19*2*2 1a 58% tai thoi diém
lac trude khi lam xét nghiém gen va dugc dung
Clopidogrel 7Smg/1 ngay, and 6% 30 ngay sau khi
chuyén sang ding 90 mg Ticagrelor 2 l4n/1 ngay.
Do ngung tip tiéu cdu ¢ nhing bénh nhan c¢6 kiéu
gen CY2C19*1*2va CY2C19*1*31a 33.5+ 8.7% trudc
khi Jam xét nghiém gen dung 75 mg Clopidogrel
moi ngay, va 19.5+£5.9% 30 ngay sau khi tang liéu
Clopidogrel én gép 314n (225mg/1 ngay).

Két luan: Cé sy anh huéng gitta kiéu gen
CYP2C19 va tic dung caa Clopidogrel. X4c dinh
dugc kiéu da hinh gen CYP2C19 gitp ich danh
gid dugc tic dung lén d6 ngung tip tiéu ciu cta
clopidogrel trong diéu trj .

T khéa: Pa hinh gen CYP2C19, khing
Clopidogrel.

DAT VAN BE
Dit stent dong mach vanh qua dala métky thuat
can thiép tim mach tich cyc. Tuy nhién, sau khi dit
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stent van c6 mot ty 1¢ ddng ké bénh nhan bj tai hep
do cdc mang xo vita phét trién vao long stent. Do do,
viéc diéu tri duy tri bing thuéc chdng két tip tiéu
cdu la liéu phap bit budc d6i véi cac bénh nhén dit
stent dong mach vanh. Clopidogrel la thuéc chéng
két tap ti€u cau dugc chi dinh dé du phong huyét
khéi ciing nhu cic bién ¢6 tim mach khéc cho ngui
bénh sau can thiép stent mach vanh [1].

Clopidgrel la mot tién thudc chua c6 tic dung,
sau qud trinh chuyén hoa bsi CYP2C19 & gan,
clopidogrel sé dugc chuyén hoéa thanh chit co6
tac dung chong két tap tiéu cau, ngin ngtia cuc mau
dongva giam hinh thanh huyét khéi. O nhiing ngusi
c6 kiéu gen CYP2C19 chuyén héa binh thudng
hoic siéu nhanh, st dung liéu clopidogrel 75mg/
ngay, ding hang ngay véi thai gian téi vu 1 ndm ¢
thé lam gidm dédng ké céc bién c6 tim mach [1,2].
Tuy nhién, 6 nhiing ngudi c6 kiéu gen CYP2C19
chuyén hoéa cham hodc trung gian thi can phai ting
liéu clopidogrel hoac chuyén thuéc khic méi cé téc
dung [1],[2].

C6 thé ndi viéc xac dinh dugc kiéu gen CYP2C19
c6 vai tro rit quan trong trong tién lugng dap ting
thudc, dic biét nhiing thudc chiu sy chuyén hoéa qua
enzym nay nhu clopidogrel. M6t s6 huéng dan diéu
tri vé can thiép tim mach thdm chi da dé cip dén viéc
can lam xét nghiém gen CYP2C19 trudc khi chi dinh
dung clopidogrel [ 1]. Vi mong muén gép phan ning
cao hiéu qué diéu tri chéng nguing tip tiéu ciu ¢ ngudi
bénh sau dit stent dong mach vanh qua da, gidm bién
chiing va nang cao chat lugng cudc séng ngusi bénh,
chiing t6i thuc hién dé tai: “Buidc ddu nghién ciiu iing
dung tinh da hinh gen dot bién khdng thuéc chong
ngung tdp tiéu cdu Clopidogrel trong diéu tri cdc
bénh nhdn sau dit stent dong mach vanh qua da”.
Dé tai dugc tién hanh véi 2 muc tiéu sau:

1. Ty 1¢ mang dot bién gen khing Clopidogrel
trong nhém bénh nhén nghién ctiu

2. Ung dung hiéu chinh liéu Clopidogrel & cic

bénh nhén c6 mang gen khéng Clopidogrel nay.

DOI TUONG VA PHUONG PHAP NGHIEN CUU
Tiéu chuin Iya chon bénh nhin

T4t ca cac bénh nhén sau dat stent dong mach
vanh qua da, tinh trang 6n dinh c¢6 chi dinh dung
Clopidogrel dong y lam xét nghiém gen tim dot
bién khing Clopidogrel trong théi gian tir thang
10/2016 — thang 10/2017.

Dia diém nghién ciiu

Vién Tim mach Viét Nam - Bénh vién Bach Mai.
Tim dot bién gen khing Clopidogrel tai BO mén Y
sinh hoc di truyén - Pai hoc Y Ha Noi.

Chon mau nghién ctiu

- C3 mau: 30 bénh nhan mach vanh da dugc dat
stent.

- Tat ca cdc mau nghién ctiu déu dugc xéc dinh
cac da hinh gen CYP2C19 bing phuong phap
Real-time PCR: Phan ting PCR dugc thuc hién
bai bo kit Realtime DNA - express Cardiogenetics
(CYP2C19), Lytech, Nga (IVD).

Thu thap va xit Iy mau

Thu thap mau: 3 ml méu ldy tu tinh mach bénh
nhan dugc chda vao 6ng chuyén dung chita san
EDTA chong dong, dam bao khong bi nhiém ban
va khong bi lan cdc mau véi nhau. Mau dugc bao
quéan trong diéu kién -20°C cho dén khi dugc st
dung. Ong chita mau phai c6 day da thong tin: ma
bénh nhén, tén, tudi, ngay ldy mau.

Xt li va phén tich s6 liéu

Dua trén kiéu gen da dugc xac dinh thong qua
phuong phép Real - time PCRtién hanh phan tich
va xdc dinh tinh da hinh dya trén cic thong sé:

- Tan s6 kiéu gen: dé tinh tan s6 kiéu gen cua
mot locut gen, ta tinh s6 ca thé mang kiéu gen can

tinh r6i chia cho téng s6 c4 thé trong quan thé.

KET QUA NGHIEN CUU

DPic diém chung cac bénh nhan nghién ctiu
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Bdng 1. Bdc diém chung cdc bénh nhdn nghién ciu:

Cacdac diém X+SD (n=30)
Tuéi (nam) 63,1£92
Nam/Ni (n,%) 27/3(90%/10%)
Chiéu cao (cm) 1598 +3,3
Cannang (kg) 592+75

Nhdn xét: Tudi trung binh nhém nghién ctu la
63 (16n nhit 72, nhé nhit 54); ty 1é Nam chiém dén
90%.
Dac diém phin bé kiéu hinh gen CYP2C19

Bdng 2. Ddgc diém phdn bo kiéu gen CYP2C19 va tdn
50 cdc allens

Ki¢ugen CYP2C19 N %
11 10 334

172 18 60

13 1 33

i) 1 33

Alleles n %

1 39 65
2 20 333

3 1 1,7

Nhdn xét: Da s6 la dang da hinh di hop ta kiéu
Cyp2C19*2 (chiém dén 60%; chi c6 1 trudng hop
da hinh di hop ta kiéu CYP2C19 *3; 1 trudng hop
da hinh déng hop tu).

Hinh anh cic da hinh gen CYP2CI19 theo
phuong phap Realtime PCR

30 mau nghién ctiu dugc tién hanh xac dinh da
hinh gen CYP2C19 bing b¢ kit Realtime - PCR
ctia hang Lytech, Nga. Tit ca 30 mau déu cho két
qua véi hinh adnh r6 nét, khong c6 duong o hay
duong nhiéu.

Hinh dnh két qud Real - time PCR ciia mét s6 mau

nghién ciiu

Amplification

Moi binh
thudng

Moi da
hinh

Biéu do 1. Két qud Real — time PCR vdi kiéu gen dong
hop tix binh thuong CYP2C19

Amplification

2000
1500 1
Moi binh
thudng
L 1000 1
Moi da
o hinh
0 ; =
0 s 10 15 20 % 0 35

Biéu d6 2. Két qud Real — time PCR mang kiéu gen dj
hop tit da hinh CYP2C19

Amplification

Moi da
hinh

© 1| Moibinh
thuong

Cytles

Biéu do 3. Két qud Real - time PCR mang kiéu gen
dong hop tix da hinh vi gen CYP2C19

Dap ting d6 ngung tip ti€u ciu trén cic nhom
gen CYP2C19
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Bdng 3. So sdnh d¢ ngung tdp tiéu cdu giiia nhém CYP2C19 binh thudng va nhém da hinh dj hgp tit CYP2C19

Agonists Pa hinh di hgp t CYP2C19 Gen CYP2C19 binh thuong P
ADP 33.5+£87 192+136 0.03
Ristocetin 5875+2127 S1.5+28.19 021

Nhdn xét: Vé chit lugng tiéu ciu ctia 2 nhém 1a nhunhau (danh gi4 theo Ristocetin khic nhau khong cé
y nghia théng ké). Nhém da hinh di hgp tt CYP2C19 c6 d6 nguing tap tiéu ciu cao hon cd y nghia théng
ké so v6i nhém gen CYP2C19 binh thudng (p = 0,03).

Badng4. So sdnh do ngung tap tiéu cdu trudc va sau khi tang liéu thudc Clopidogrel nhém da hinh di hop tit CYP2C19

Agonists Dihgp ti CYP2C19liéu 75 mg/ngay | Dihop ti CYP2C19liéu 225 mg/ngay P
ADP 33.5+8.7 19.5+£59 0.01
Ristocetin 58752127 60.25+38.03 0.53

Nhdn xét: Nhom sau tang liéu Clopidogrel 1én 225 mg/ 1 ngay c6 d6 ngung tap ti€u thdp hon hin co y
nghia théng ké so véiluc dau (p =0,01)
Bdng S. So sdnh d ngung tap tiéu cdu nhom da hinh dj hop tit CYP2C19 sau khi tang liéu Clopidogrel véi nhom
CYP2C19 binh thuong

Agonists Dihgp ta CYP2C19 liéu 225 mg/ngay Gen CYP2C19 binh thuong p
ADP 19.5+59 192+13.6 0.81
Ristocetin 60.25+38.03 51.5+28.19 0.54

Nhdan xét: D6 ngung tap tiéu cdu cdu nhom da hinh di hop tit CYP2C19 sau khi ting liéu Clopidogrel
thdy khong c6 su khdc biét gi véi nhém CYP2C19 binh thudng (p = 0,81).

Bdng 6. So sdnh d ngung tdp tiéu cdu trudc va sau khi ting liéu thudc Clopidogrel nhom da hinh dong hop tiv
CYP2C19:

Agonists Donghgp ta CYP2C19 liéu 75 mg/ngay Db ong hgp ti CYP2C19 thay thudc
ADP (%) $2 6
Ristocetin (%) 13 27

Nhgn xét: Nhom sau thay thuéc khic c6 d6 ngung tap tiéu thap hon hin so véiliuc ddu (vi chi c6 01 case
nén so sanh trugc tiép két qua do ngung tap tiéu ciu)
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BAN LUAN
Pic diém chung cia d6i tugng nghién ciu

Trong nghién ctiu ctia chiing t6i, tudi trung binh
ctia d6i tugng nghién ctu la 63,1 + 9,2 khong co su
khac biét vé tudi trung binh cua hai giéi. Nam 2006,
theo s6liéu thong ké 6 Anh, nghién ctiu trén 71. 470
bénh nhén, ghi nh4n tudi trung binh ctia bénh nhan
mach vanh 12 62,9 + 8,6 [3]. Nghién ctiu ctia Quach
Hiiu Trung (2014) ciing chi ra d9 tudi trung binh
clia cdc bénh nhan mach vanh 1a 66,2 + 10,1 [4].
Do tudi tr 39 — 79 phu hgp véi tudi mic cdc bénh
tim mach va bénh chuyén héa theo cic nghién ctiu
trong nudc va trén thé gidi.

Phén b6 theo gidi tinh cta nghién ctu thi ty 1é
bénh nhin nam chiém da s6 so v&i bénh nhan ng@,
v6i 90 % la bénh nhén nam. Theo nhiéu nghién ctiu
trong nudc va trén thé gidi thi bénh mach vanh cing
hay gdp ¢ nam giéi hon la ni gi6i.

Vé tinh trang khang clopidogrel

Nhiéu nghién ctiu da chi ra sy dé khang véi
clopidogrel, lam gidm hiéu qué diéu tri. Theo nghién
ctiu ctia Boris T. va cs (2009), ty 1é khong dép ving
véi clopidogrel 6 - 25% [ S]. O Viét Nam, D6 Quang
Huan (2013) khi khio sit 174 bénh nhian mach
vanh théy ty 1é khong dép ting clopidogrel la 26,4%
[6]. Tu nhiing yéu cdu dit ra trong thyc hanh lam
sang cang nhu két qua cua cac nghién cttu di trudc
cho thdy viéc tim hiéu vé cc yéu t6 lién quan dén
su dé khang clopidogrel, dic biét yéu t6 di truyén
1a rit can thiét trong viéc phong va diéu tri bénh
mach vanh.

Tylé cac da hinh gen CYP2C19

Tinh trang chuyén héa thudc dugc phéan loai
dua trén ki€u gen CYP2C19 véi cdc allele *2, *3
va *17. Nhiing ngudi mang 2 allele *2 hoic 2 allele
*3 hoic phéi hop allele *2 va *3 (kiéu gen *2/%2,
*2/*3 hoic *3/*3) dugc phan loai 1a chuyén héa
kém (poor metabolizers), nhiing ngudi c6 1 allele
* 2 hodc * 3 (*1/*2 hoic *1/*3) dugc phan loai la

chuyén héa trung gian (intermediate metabolizers)
va nhiing ngudi khong mang allele *2, *3, hoac *17
(kiéu gen *1/*1) dugc phan loaila chuyén hod nhanh
(extensive metabolizers). Nhiing nguidi mang it nhét
mot allele *17 (*1/*17 hoic *17/*17) dugc phan
loai 1a chuyén héa siéu nhanh (ultra - metabolizers).
Nhiing nguoi mang kiéu gen *2/*17 hoac *3/*17
dugc coi la chuyén héa chua 16 rang (unknown -
metabolizers).

Trong nghién ctiu ctia ching t6i, c6 63,3% s6
BN c6 mang it nhit 1 alen CYP2C19 lam gidm kha
ning chuyén héa clopidogrel (CYP2C19*2 hoic
CYP2C19*3). Két qua nay tuong d6ng véi nghién
ctiu ctia Liu Mao va cong su (2013): c6 khodng 55%
ngudi Chau A mang it nhdt 1 alen lam giam hoat
tinh cia enzym CYP2C19 [7]. Trong d6, chu yéula
céc bénh nhan c6 kiéu gen di hgp CYP2C19*2 (18
bénh nhan - 60%) va di hgp td CYP2C19*3 (1bénh
nhan - 3,3%). Nhu vy, kiéu gen chuyén héa & miic
trung gian clopidogrel chiém ty1¢ tuong d6il6n.

Bén canh d6, nghién ctiu ctia chung t6i cing ghi
nhan c6 1 bénh nhan (chiém tilé 3,3 % s6 bénh nhan
nghién ctiu) c6 kiéu gen déng hop CYP2C19*2 va
donghop CY2C19*3 - kiéu gen chuyén héa kém.

Theo két qua mot s6 nghién citu cho thdy, bién c6
tim mach hay gip hon & cic bénh nh4n mang allen
gidm chiic nang chuyén hoa, dic biét nhiing ngusi co
bat ky 2 allen nao trong s6 cic allele ma héa enzym
CYP2C19 khiém khuyét (*2, *3, *4, *S) c6 tan sudt
céc bién ¢6 tim mach nang sau 1 nam cao hon rét c6
y nghia so v6i nhiing ngudi khong mang allen nao
trong s6 nay (21,5% so véi 13,3%). Khao sat riéng &
1535 bénh nhén da dugc can thiép mach vanh qua
da trong thoi gian ndm vién cho thdy nhiing nguoi
c6 bitky 2 allen nao trong s6 cic gen ma hoa enzym
CYP2C19 khiém khuyét c6 nguy co bi cac bién c6
tim mach ning ting gip 3 lan (p =0,005) [8].

Trong mét nghién ctu tai Hoa Ky, Mega va
cong sy tién hanh theo hai phan. G phan dau cic
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tic gia tim hiéu méi lién quan gitia cic kiéu gen
ma hda enzym CYP véi néng do huyét tuong cta
chat chuyén hoa c6 hoat tinh cuaa clopidogrel va d¢
két tap ti€u cau bai clopidogrel 6 162 ngudi tinh
nguyén khoe manh. Trong phén sau, cic tic gia
khao sat méi lién quan gitia cac kiéu gen ma héa
CYP véi tan sudt cc bién ¢6 tim mach ning (chét
do nguyén nhan tim mach, nhoi méu co tim, dot
quy) & 1477 bénh nhan hoi chiing mach vanh cdp
tham gia vao thit nghiém TRITON-TIMI 38 (Trial
to Assess Improvement in Therapeutic Outcomes
by Optimizing Platelet Inhibition with Prasugrel
— Thrombolysis in Myocardial infarction — 38)
dugc diéu tri bang clopidogrel. Két qua phan dau
chi ra so v6i nhiing ngudi khong mang gen allele
CYP2C19*2, nhiing ngudi mang gen niy (chiém
30% quén thé nghién ctiu) cé ndng do huyét tuong

ctia chit chuyén héa c6 hoat tinh ctia clopidogrel

thap hon 32,4% (p < 0,001) va miic tic ché tiéu cdu
t6i da thidp hon 9% (p < 0,001). O phan sau, cic tic
gid nhén thdy trong s6 nhiing bénh nhé4n hoi chiing
mach vanh cdp tham gia TRITON-TIMI 38 dugc
diéu tri bang clopidogrel, nhiing nguoi mang gen
allen CYP2C19*2 c6 tan sudt ti vong do nguyén
nhén tim mach, nhéi mdu co tim hodc dot qui
cao hon so véi nhitng nguoi khéng mang gen nay
(12,1% so v&i 8,0%, p = 0,01). Tan sudt huyét khéi
gdy tic stent cia ngudi mang gen CYP2C19*2 ciing
cao hon & rét (2,6% so v6i 0,8%, p =0,02) [9].

Theo khuyén cdo caa Hoéi dugc li lam sang va
diéu tri Hoa Ky (ASCPT) nim 2013 vé st dung
thudc chéng ngung tip tiéu cau dua trén kiéu gen
CYP2C19 [1], thi céc bénh nhan c6 kiéu gen
CYP2C19 chuyén hoa trung gian hodc chuyén hoa
kém cadn xem xét ting liéu clopidogrel hoic diéu tri
thay thé prasugrel, ticagrelor...

Bdng 7. Két qua mot s nghién ciiu da hinh gen CYP2C19 6 bénh nhdn mach vanh

Nguyén Thi Minh Ngoc | KavitaK.vacs Karin Badavievich XiangXie va cs
vacs (2017)[16] (2013) [17] | Mizaevvacs(2013) [15] (2013)[18]

Chungtoc Viét Nam AnDod Nga Trung Quoc
Comau 50 26 53 1068
Tui trung binh 62,92+9,29 51,0+ 10,0 66,0+ 10,2 59,46+ 11,04
Ky thuit sir dung phat _ .
hién dahinh Real — time PCR Multiplex PCR TagMan PCR PCR-RFLP
Tyl¢ dahinh CYP2C19*2 (G681A)
GG 54,0% 27,0% 66,7% 49,06%
GA 38,0% 61,5% 33,3% 43,54%
AA 8,0% 11,5% 0% 7,40%
Tan s6 alen da hinh 681A=0,27 681A=0423 681A=0,167 681A=0,292
Tylé dahinh CYP2C19*3 (G636A)
GG 90,0% 100% 93,3% 88,67%
GA 10,0% 0% 6,7% 9,36%
AA 0% 0% 0% 1,97%
Tan s6 alen da hinh 636A=0,05 636A=0 636A=0,033 636A=0,057
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Trong nghién ctiu ctia ching t6i, tin s6 allen
CYP2C19*2 1a 33,3% va tan s6 allen CYP2C19*3
12 1,7%.

Nghién cttu ctia Lee Sang Seop va cdng su (nam
2007) trén 165 ngudi Viét Nam va 377 ngudi Han
Qudc khoe manh cho thdy tin s6 phan bé cta cac
alen CYP2C19*1, *2 va *3 & ngudi Viét Nam lan
lugt 1a 69%, 24% va 5%. Tan s6 kiéu gen chuyén
héa kém (*2/*2; 2/*3; *3/*3 & ngudi Viét Nam
lan lugt 1a 4,2%; 2,4% va 0,6%). Khong c6 su khac
biét vé tan s6 alen va tin s6 kiéu gen chuyén hoa
kém gitta ngudi Han Qudc va ngudi Viét Nam (p
=0,074) [10].

Ngoai ra, dy én gidi ma 1000 gen ngudi (1000
Genomes Project) giai doan 3 phan tich tdt ca
cac gen trén nhiéu chung tdc, trong d6 c6 chung
toc ngudi Kinh séng & thanh phé H6 Chi Minh
(198 ngudi) cho théy tin s6 phan b6 ctia cac alen
CYP2C19*2,*3va *17 6 ngudi Viét Nam lan luot Ia
28%,4%va2% [11].

Cac nghién ctu trude déy trén quan thé ngudi
chau A, nhu nghién ctiu ctia Desta Z. (2002), Xie
H. G (2001)...chi raring tin s6 allen CYP2C19*2
la xdp xi 30% va tin s6 allen CYP2C19*3 la khoang
10%. [12],[13] hay nghién ctiu caa Yeong Y. H trén
cdc bénh nhan Han Qudc cing cho thdy tan s6
allen CYP2C19*2 va CYP2C19*3 lan lugt 12 28,6%
va 8,3% [14] , nghién cttu cta Xiang xie trén doéi
tugng bénh nhan Trung Qudc thi tin s6 allen
CYP2C19*2va CYP2C19*1229,2% va 5,7% [13].

Nhu viy c6 thé thdy két qua nghién ctu cta
chung t6i la phtt hgp véi cac nghién ctu trude do.
Dic biét c6 sy tuong dong gitta cic nghién ciu
trén d6i tugng bénh nhéin Viét Nam véi nghién
ctiu ctia Xiang Xie va cong su trén d6i tugng bénh
nhéan Trung Qudc nhit, c6 thé giai thich sy tuong
dong nay do dac diém chung tdc ngudi Viét Nam va
ngudi Trung Qudc khd gan gii.

Tén s6 allen CYP2C19*2 & ngudi da tring va

ngudi My g6c Phi lan lugt a 13% va 18%, con tan
s6 allen CYP2C19*3 & cac quan thé nay la it hon
1% [12],[13]. Theo nghién ctiu ctia Karin trén cac
bénh nhin Nga thi tin s6 allen CYP2C19*2 va
CYP2C19*3 1a 16,7% va 3,3% [15]. Nhiéu nghién
ctiu khdc cang chi ra ring céc allen CYP2C19 giam
chtic nang thuong gip & chung tdc chau A hon céc
chung toc khac.

Nhiing két qua nghién ctiu trén cua ching toi
buéc dau cho thdy tilé mang da hinh gen CYP2C19
lam gidm kha ning chuyén héa clopidogrel ¢ nhém
bénh nhin mach vanh Viét Nam la tuong doi
16n, cdn cé sy quan tdm can thiét tu phia cic bac
s 1am sang trudc khi diéu tri phidc d6 chong két

tap tiéu cau.

KET LUAN

Ty 1é bénh nhin mang da hinh gen CYP2C191a
66,6% trong d6 chu yéulakiéu CYP2C19*2 (60%);
CYP2C19*3 (3,3%) va da hinh gen loai déng hop
tt (3,3%).

Ung dung hiéu chinh liéu Clopidogrel ¢ cac
bénh nhé4n c6 mang gen khing Clopidogrel:

- Clopidogrel 75mg/ngay theo khuyén cao
cho cic bénh nhéin c6 kiéu hinh gen CYP2C19
binh thuong, nghia 1a khong mang allen nao lam
mit chic ning caa CYP2C19 (CYP2C19 *1/*1).

- Tang liéu Clopidogrel 1én gip 3 lan thong
thuong (225 mg/1 ngiy) cho cic bénh nhan c6
kiéu hinh dét bién di hop tit gen CYP2C19, nghia la
nhiing ngudi nay mang 1 allen lam mdt chiic nang caa
CYP2C19 (CYP2C19*1/*2; CYP2C19 *1/*3).

- Db6i sang 1 loai thuéc chdng ngung tip tiéu
cdu thé hé ra sau Clopidogrel cho cic bénh nhéin
6 kiéu hinh d6t bién dong hop ti gen CYP2C19,
nghia la nhéing nguoi ndy mang ca 2 allens lam
mit chic ning ctia CYP2C19 (CYP2C19 *2/*2).
Nhém nay khong uéng dugc Clopidogrel nita vi
thudc sé bi lam mit tic dung hoan toan.

172 |TAP CHI TIM MACH HOC VIET NAM - SO 84+85.2018



NGHIEN CUU LAM SANG

SUMMARY

A study on the impact of genetic polymorphisms on the Clopidogrel Response in Patients with
Percutaneous Coronary Intervention

Background: Clopidogrel is a widely used antiplatelet agent for dual antiplatelet therapy and metabolized
by CYP2C19. Polymorphism of CYP2C19 gene affects the metabolism of clopidogrel.

Objectives: This study sought to evaluate the influence of the genetic polymorphisms on platelet
reactivity in patients with percutaneous coronary intervention (PCI) receiving antiplatelet therapy.

Methods: The study included 30 patients with PCI receiving clopidogrel. We determined CYP2C19
genotype, and evaluated the effect of CYP2C19 polymorphism on platelet reactivity at the early and late
phases of treatment using a conventional light transmission aggregometry.

Results: The study recorded 10/30 cases (33.4%) with genotype CYP2C19*1/*1, 18/30 cases (60%)
with genotype CY2C19*1*2, 1/30 case (3.3%) with genotype CY2C19*1*3, 1/30 case (3.3%) with geno-
type CY2C19*2*2. Platelet reactivity levels (PRL) in patients with CY2C19*1*1 was 19.2+13.6%. PRL of
patient with genotype CY2C19%2*2 was 58% with the use of 7Smg Clopidogrel daily, and 6% 30 days after
using 90 mg Ticagrelor bid. PRL in patients with genotype CY2C19*1*2 and genotype CY2C19*1*3 was
33.5+ 8.7% with the use of 75 mg Clopidogrel daily, and 19.5+5.9% 30 days after increasing Clopidogrel
dose to 225mg daily.

Conclusion: There was an association between CYP2C19 genotype and clopidogrel responsiveness. CY-
P2C19 polymorphisms might be a significant contributor to the variability in the platelet response to clopi-
dogrel therapy.

Key words: Polymorphism of CYP2C19 gene, clopidogrel resistance.
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