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Tém tit: CYP2C19 1a mét trong nhimng enzyme chu yéu tham gia vao qua trinh hoat dong thude
chong ngung tap tleu cau v6i bénh nhan nhdi mau co tim cap. Kleu gen khdc nhau gy ra dap ung
trc ché ngung tap tiéu cau khac nhau. Chinh vi vay chung toi tién hanh nghién ctru danh gia moi
lién quan gitra da hinh gen CYP2C19 va d6 ngung tap tiéu cau (NTTC) trén bénh nhan nhdi mau
co tim cap. Nghién ctru dugc thyc hién theo phuong phap mé ta cét ngang cac ngudi bénh dugce
chin doan nhdi méau co tim cép xét nghiém da hinh gen CYP2C19 va d6 NTTC. Két qua trong 64
nguoi bénh, ty 18 kiéu gen tac dung giam va kém la 59,3%, binh thuong 40,7%. D6 NTTC trung
binh & nhom gen chuyén hoa (giam, kém) va binh thuong 1an lwot 14 29,79+13,6 va 23,27+11.6, ¢b
d6 twong ddng cao giita 2 nhom gen chuyén hoa. B6 NTTC trung binh & gen chuyén hoa (kém,
giam) va binh thuong cua nhom dung Clopidogrel lan lugt 14 26,2£10,5 va 29,9x13,6 (p>0, 05), gia
trj trung binh nay nhom Ticagrelor lan luot 13 10,8+6,5 va 18,4+8,7 (p>0,05). So v6i nhom diéu tri
bang Clopidogrel, nhém Ticagrelor c6 do NTTC thap hon (p<0,01). Pay 1a két qua budc dau hét
strc quan trong cho cac nghién ctru tiép theo vé mbi lién quan giita da hinh gen CYP2C19 va do

NTTC trén bénh nhan nhdi mau co tim cap tai Viét Nam.
Tir khéa: Nhdi mau co tim cap, Pa hinh di truyén gen, CYP2C19, D ngung tap tiéu cau.

1. Dit van dé

Nhéi méau co tim cdp (NMCTC) dugc hiéu
la do su téc nghén hoan toan mot hoac nhiéu
nhanh dong mach vanh gy nén thiéu mau co
tim dot ngdt va hoai tr ving co tim dugc tudi
mau bdi nhanh dong mach vanh d6. Thi pham
¢ day chinh la mang xo vita dong mach. Tri€u
chtng 1am sang chinh cta bénh 14 con dau that
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nguc dién hinh, kho thd, danh tréng nguc, budn
ndn. Can thi¢p dong mach vanh qua da (PCI) la
mot trong nhitng phuong phap chinh dugc st
dung dé tai luu thong dong mach vanh bi tic, tuy
nhién dat stent co thé 1am ting kha ning huyét
khéi, tac stent tr6 lai [1]. Su kich hoat va ngung
tap tiéu cau co Va1 trd quan trong trong su Xuét
hién va phat trién ciia cac bién ¢o tim mach cia
bénh nhan NMCTC va sau can thi¢p PCI. Do do,
d6i v6i bénh nhan NMCTC duoc diéu tri bang
PCI thi viéc ap dung cac thudc chdng ngung tap
tiéu cau 1a rat can thiét dé lam giam cac bién
chimg huyét khdi tic mach sau phau thut [2].
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Clopidogrel 1a chat dbi khang thu thé
P2Y12 thé hé thi hai, c6 vai tro quan trong
trong diéu tri (NMCTC), nhung né c6 kha
nhiéu nhugc diém. Clopidogrel 1a mot tién chat
khéng hoat tinh (prodrug), doi héi dugc chuyén
hoa thanh dang hoat dong ¢ gan trude khi tro
thanh chat c6 hoat tinh chong ngung tap tiéu
cau. Do d6, thoi gian khoi phat tac dung va hét
tac dung dai. Hon nita, enzym chuyén hoa, dac
biét 1a sy da hinh di truyén cua CYP2C19 c¢6
thé din dén su khac biét dang ké dén tac dung
chéng ngung tip cua Clopidogrel, c6 khoang
30% bénh nhan khong dat dugc tac dung te ché
tiéu cau mong muon [3, 4]. Ticagrelor la mét
thudc chong ngung tip tiéu cau méi, c6 hiéu
qua cao dbi v6i cac bénh nhan NMCTC [5].

Hién nay, 6 Viét Nam, cac nghién ctru trudc
day chu yéu tap trung vao viéc so sanh hiéu qua
gitra 2 thudc, it co su cha y dén su uc ché
ngung tap tiéu cau va tham chi con it chi y dén
da hinh di truyén ciia gen CYP2C19. Vi thé
chung t6i tién hanh nghién ctru nay voi hai muc
tiéu: 1. Xac dinh tin s6 phén bb kicu gen
CYP2C19 ¢ nguoi bénh nhdi mau co tim cap
tai mot sd bénh vién ¢ Viét Nam. 2. Budc dau
danh gia mdi lién quan gitta da hinh gen
CYP2C19 v6i d6 ngung tap tiéu cau ¢ bénh
nhan nhdi mau co tim cip.

2. Déi twong va phwong phap nghién ciru

Déi twong va phwong phdp nghién ciru:
Nghién ctru dugce tién hanh theo phuong phap
mo ta cit ngang. Phuong phap chon mau thuin
tién dugc st dung trong nghién clru nay cho
dén khi dt ¢& mau can thiét. 64 bénh nhan dugc
chan doan nhdi méau co tim cip c6 dicu tri
khang kép tiéu cau va dong ¥ tham gia dugc thu
mau tai hai bénh vién: Vién Tim mach Viét
Nam, Trung tam Tim mach Bénh vién Pai hoc
Y Ha noi. Thoi gian lay miu tir 8/2015 dén
02/2017. Nghién ctru tuan thu theo quy dinh va
dugc thong qua boi Hoi dong dao dirc cua Khoa
Y Duogc, PHQG Ha Noi.

Phuwong phdp phén tich d) ngung tip tteu
cau: Dé xac dinh do ngung tip tiéu cau

(NTTC), 4ml mau tinh mach duoc 14y vao ngay
thtr 4 sau khi bénh nhan nhap vién va duogc
dung liéu phap khang tiéu cau kép (lidu duy tri
100 mg aspirin+ 75 mg clopidogrel/ngay). Mau
mau duoc thu nhan vao éng nghiém chtra natri
citrate 3,8%, sau d6 dugc ly tam nhe voi tbe do
800 vong/phut trong 10 phut dé co dugce huyét
tuong gidu TC (can phai c6 sb lugng TC 200 —
400 G/1), tiép theo dem ly tim manh véi toc do
3.000 vong/phut trong 10 phut dé thu duge
huyét twong nghéo TC. P ngung tap tiéu cau
duogc xac dinh dua vao do ngung tap t6i da MA%
st dung chat kich tip ADP 5 pM (Maximum
aggregation: 1a chi s6 NTTC & nguoi binh
thuong véi chét kich tip ADP nong d6 10 pM
1a 67+5%)

Phuwong phap phén tich gen: Mau méu
dugc lay 4 ml vao ong chbng déng bang EDTA,
luu & -20°C cho dén khi duoc st dung dé tach
chiét va phan tich DNA. DNA tong s6 duoc
tach chiét sir dung E.Z.N.A.®Blood DNA Mini
Kit (Omega Bio-Tek, M§). Chat lwong DNA
dugc kiém tra bang phuong phap do quang pho
tai cac budc song 260 va 280 nm, cac miu co
cung chi s6 0OD260/0D280 tur 1,6-2 s€ duoc
dung lam khudn cho phan tmg PCR tiép theo
nham khuéch dai doan gen chira SNP quan tam.
Kiéu gen ciia SNP dugc xac dinh bing hai
phwong phap: k¥ thut da hinh do dai doan cit
gi6i han va giai trinh tu tryc tiép.

Phwong phdp thong ké xiv Iy so liéu: SO
lidu duoc nhip vao phin mém Epidata va phan
tich bang phan mém SPSS 20.0. Phan tich
ANOVA va chi-square dugc st dung ¢ nhiing
noi phu hop. p<0,05 duoc coi la sai khac co y
nghia thng ké.

3. Két qua nghién ctru
3.1. Két qua ddnh gié da hinh gen CYP2C19

Enzym CYP2C19 c6 tinh da hinh cao, tuy
theo su Xuét hién cua cac alen dot bién trong
kiéu gen s& quy dinh biéu hién hoat tinh
enzyme khac nhau.
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Béng 1. Tan s6 phan b cac kiéu gen CYP2C19 ctia nhém nghién ctru

Kiéu gen Tongsé6 Nam Nir Tong cong
CYP2C19 NI % N2 % N %
*1*] 26 20 769% 6 23,1% 26 40,6%
*1%2 28 23 82,1% 5 17.9% 28  43.8%
*1%3 3 3 100% 0 0% 3 4,7%
*2%) 2 1 50% 1 50% 2 3,1%
*2%3 5 5 100% 0 0% 5 7,8%
Tdng sb 64 52 812% 12 188% 64  100%
p 0,484

Bang 1 cho thidy sy phan bd kiéu gen
CYP2C19, trong dé: kiéu gen *1*2 chiém ti 18
cao nhat (43,8%) trong d6 nam chiém 82,1%,
nir chiém 17,9%. Kiéu gen *2*2 chiém ti 1¢
thip nhat (3,1%) trong d6 nam chiém 50%, nit
chiém 50%. Khong c6 sy khac biét gitra nam,
nit quan sat dugc & cac nhom, p= 0,484

Bang 2. Ty 1¢ phan loai theo mirc tac

3.2. Ty I¢ phdn logi theo murc tac dung dwoc ly
do kiéu gen quy dinh

Dua vao két qua phan tich kiéu gen tir mau
mau, cac bénh nhan duogc chia thanh 2 nhom:
Nhom tac dung binh thuong (kiéu gen
CYP2C19 *1*1) va nhém tadc dung kém va
giam (kiéu gen CYP2C19 *1%2, *1%*3, *2%2,
*2%3 va *3*3).

dung duoc 1y do kiéu gen quy dinh

Tac dung gen Tong Nam Nir Tong cong

sb N % N2 % N %
Tac dung kém 38 32 84,2% 6 15,8% 38 59,3%
va giam
Tac dung binh 26 20 769% 6 23,1% 26 40,7%
thuong
Tdng sb 64 52 81,2% 12 18,8% 64 100%
p 0,463

3.3. Két qua dé Ngung tdp tiéu cau theo tdc
dung gen cua nhom nghién cieu

Béng 3. Mbi lién quan giita d6 NTTC
voi tac dung gen

Tac dung gen Do ngung tip tiéu
cdu (NTTC) (%)
X SD
Tac dung chuyén 27,79 13,517
héa kém va giam
Tac dung chuyén 2327 11,557
hoéa binh thuong
p 0,169

Bing 3 thé hién trung binh do NTTC sir
dung chat kich tap ADP giira hai nhom tac dung

b

gen. Trong d6 do0 NTTC cua nhém tac dung
chuyén héa binh thudng (23,27+ 11,557) c6 xu
huéng thap hon so voi nhom tic dung chuyén
héa giam, kém (27,79+ 13,517). B6 NTTC giira
hai nhém tac dung gen c6 do tuong dong kha
cao (p=0,169).

Trong nghién ctru ctia chung t6i, cac bénh
nhan nh6i mau co tim cip dugc didu tri theo 2
nhom thudc: nhom ding thude Clopidogrel va
nhom dung thudc Ticagrelor. Hai nhom thuoc
nay déu c6 tac dung 1a chbéng ngung tip tiéu
ciu, tuy nhién mic d6 tic dung giita hai thude
nay 1a khac nhau. B NTTC cua hai nhom diéu
trj thubc dwoc thé hién ¢ bang 4.
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Bang 4. Mbi lién quan d6 NTTC véi tac dung gen theo phan loai thube

b6 NTTC(%) )
Clopidogrel = Ticagrelor Tong Giatri P
Tac dung gen
TD Binh thuong 26,2 + 10,5 10,8 + 6,5 23,3+11,6 0,005
TD Giamva kém 299 £13,6 184 +8.,7 27,8 £13,5 0,041
Téng 284 +£12,5 153 £8,5 26 £129 0,01
Gia tri P 0,303 0,13 0,169

Bang 4 thé hién gié tri trung binh d6 NTTC
0 hai nhom tac dung gen khi st dung hai loai
thudc kha nhau 1a Clopidogrel va Ticagrelor.
Gia tri P<0,05 thi sy khac biét gitra 2 nhom c6 y
nghia thong ke.

So voi nhém diéu tri bang Clopidogrel,
nhom Ticagrelor ¢c6 46 NTTC thdp hon (15,3+

3.4. Cac yéu to nguy co nhoi mdu co tim cap
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8,5 so voi 28,4 £ 12,5) véi khac biét nay co6 y
nghia thong ké (p= 0,01). Ngoai ra, ¢ NTTC
cua hai nhom tac dung gen trong nhom
Ticagrelor thdp hon c¢6 ¥ nghia thong ké so véi
nhom Clopidogrel (p < 0,05). Tuy nhién, khong
¢6 su khac biét vé 6 NTTC giira hai nhom tac
dung gen trong ting nhém thubc (p>0,05).

Bang 5. Cac yéu té nguy co

Yéu to Téc dung Téac dung binh Tong p
kém, gidm thuong
NI % N2 % N %
Béo phi 3 50% 3 50% 6 100% 1
Hut thudc 14 23 69,7% 10 30,3% 33 100% 0,035
THA 25 61,0% 16 39% 41 100% 0,211
RLCHLipid 7 58,3% 5 41,7% 12 100% 0,774
bai thao duong 8 571% 6 429% 14 100% 0,791
Tién sir NMCT 6 66,7% 3 333% 9 100% 0,508
Tién sir bénh mach vanh 9 75% 3 25% 12 100% 0,146
Tién sirt CTDMV (PCI) 7 77,8% 2 222% 9 100% 0,180

Bang 5 thé hién ty 1& phan trim cia cac yéu
td nguy co nhu béo phi, hat thudc 14, THA,
RLCHLipid, Péi thio duong, Tién st NMCT,
Tién st mach vanh va PCI trong cac nhom tac
dung gen.

Vé&i nhém ngudi hat thude 14, ty 1¢ nguoi
bénh ngudi bénh c6 kiéu gen chuyén hoa giam,
kém (69,7%) cao hon so v6i nhom c6 kiéu gen
chuyén hoa binh thuong (30,3%), su khac biét
nay c6 y nghia thong ké (p=0,035).

Cac yéu t6 nguy co khac nhu: béo phi, rdi
loan chuyen hoa lipid, THA, dai thao duong,
tién str nhdi mau co tim, bénh mach vanh, tién
st can thi€p PCI thi su khac biét gitta 2 nhém
khong c6 ¥ nghia thong ké (p>0,05).

4. Ban luan

Trong nghién ctru ciia ching toi, tan sé gap
cao nhét 1a kiéu gen *1%*2 chiém 43,8% ty 1€
nay cao hon so vé6i két qua nghién ctru PLATO
(17%); *1*1 chiém 40,6%; tin s6 xuit hién *3
trong nghién cuu cua chung tdi (12,5%) cao
hon so v&i ty 18 xuét hién alen nay & chau 4 (2-
9%) va so voi chau Au va My (<1%) theo
nghién ctru cua Scott [6]. Ti 1& nguoi bénh theo
mirc d6 tac dung dugc 1y do kiéu gen quy dinh
cling c6 d6 tuong ddng cao véi cac nghién ciru
trén thé gidi. Vi 59,3% nguoi bénh tac dung
giam, kém so véi ty 1¢ nay trén thé gioi 1a
(20-60%) trong d6 15-17% & nguoi da trang va
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chau Phi con & chau A 1a 44-50% thép hon so
voi ti 1€ trong nghién ctru clia chung toi. 40,7%
nguoi bénh tac dung binh thuong so véi trén thé
gioi 1a (35-50%) [6].

Méi lién quan véi cac yéu t6 ‘nguy co: tién
sir hiat thudc 1a & bénh nhéan c6 kiéu gen chuyén
hoa giam va kém (69,7%) cao hon so véi cac
ngudi bénh c6 kiéu gen chuyén hoa binh
thuong (30,3%), su khac biét nay co y nghia
thong ké (p=0 ,035). Cac yeu t6 nguy co khac
nhu: béo phi, roi loan chuyen hoéa lipid, THA,
dai thao duong, tién stt nhdi mau co tim, bénh
mach vanh, tién sir can thi€ép PCI thi sy khac
biét giita 2 nhom khong c6 ¥ nghia thong ké
(p>0,05).

So v6i nhom chuyén hoa giam va kém, do
ngung tap tiéu cau ctia nhom chuyén hoéa binh
thuong c6 xu hudng thap hon (23,3 £11,6% so
v6i 27,8 + 13,5%) phu hop véi nghién ctru cia
Xinchun Yang va cong sy[7]. Tuy nhién sy
khac biét nay chua dat mic y nghia thong ké
(p=0,169 >0,05). Nguyén nhan mot phan 1a do
c& miu nghién ciru con kha it (n=64) chua du
dé cho két qua théng ké co y nghia.

Ticagrelor 12 mot loai thudc khang tiéu cau
méi. So sanh véi Clopidogrel, né ¢6 nhidu wu
diém hon nhu tac dung nhanh hon, higu qua
cao, va hoi phuc nhanh sau khi ngung thuoc
Ticagrelor la thudc we ché ngung tap tiéu cu
duy nhat chimg minh gidm ty 1& tr vong tim
mach so vai Clopidogrel [8]. Trong nghién ctu
ctia chung t6i, 46 ngung tap tidu cau ciia nhém
bénh nhéan dung thudc Ticagrelor (15+8,5) thap
hon so voi nhém didu tri bang Clopidogrel
(28,4+12,5), su khac biét nay la c6 y nghia voi
p=0,001.

Nguyén nhan 1a do trong qua trinh trao ddi
chat, Ticagrelor duoc chuyén héa boi CYP3A4
va CYP2C19 khong tham gia vao sy trao ddi
chat nay. Theo nghién ciru cia Wallentin trén
10285 bénh nhén cho thay rang trong qué trinh
diéu tri, viée st dung cac thudc rc ché bom
proton ting dang ké muc d6 ngung tap tiéu ciu
trong nhom Clopidogrel, trong khi nhém
Ticagrelor cho thiy khong c6 su thay déi dang
ké. Hon nita trong mot nghién ctru cua Sorey
khing dinh rang cic da hinh cia thy thé P2Y12,

bao gdm ca dot bién cua P2RY12, P2RY1 va
ITGB3 khong anh huong dén tac dung wc ché
tiéu cau cua Ticagrelor.

Tuy nghién ciru ctia chiing t6i ¢& miu con
han ché, nhung nghién ctru cho thiy danh gia
budc ddu mdi lién quan d6 NTTC véi da hinh
di truyén gen CYP2C19 va mét sé yéu té nguy
co khac. Qua do, giup dinh hudng cho céc
nghién ctru trong tuong lai véi ¢& mau 1én hon
nham xac dinh & méi lién quan vé do NTTC
giita cac kiéu gen, qua dé gitip ca thé hoa diéu
tri bénh nhan dat hiéu qua hon.

5. Két luan

Tan s6 phan bd kiéu gen va tac dung gen ¢
ngudi bénh bi nhdi mau co tim cip & mot sb
bénh vién & Ha No6i kha tuong dong VvOi cac dé
tai nghién ctru trude d6 tai mot sd qudc gia.
Hon nira, trong nghién ctru cia ching t6i chi ra
rang, Ticagrelor c6 tac dung wc ché su ngung
tap tiéu cau tot hon so véi Clopidogrel. Tuy
nhién, d6 ngung tap tiéu ciu do duoc giira 2
nhém tac dung gen binh thudng va nhom téac
dung kém, giam khong c6 su khac biét vé mat
thong ké. Trén co ¢ do, ching toi muén cé
nhimg nghién ctru t1ep theo vé van dé nay dé
that su hiéu rd hon vé mdi lién quan giita da
hinh di truyén gen CYP2C19 va d6 ngung tap
tiéu cau.

Loi cam on

Chung t6i tran trong cam on sy tai trg cla
Khoa Y Duoc - Dai hoc Quéc gia Ha Noi cho
dé tai md s6 QG.15.32 dé thuc hién nghién ciru
nay. Xin chan thanh cdm on Vién Tim mach
Viét Nam, Trung tdm Tim mach-Bénh vién Dai
hoc Y Ha ndi dd cung cdp cic miu bénh pham
phuc vu cho nghién ctu.
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Abstract: CYP2CI19 is one of the principal enzymes involved in the antiplatelet prodrug in
patients with acute myocardial infraction. Different genotypes can cause various responses to platelet
aggregation inhibitors. Therefore, we conduct research to evaluate the relationship between CYP2C19
polymorphisms and platelet aggregation in patients with acute myocardial infraction. The study was
processed with a cross-sectional study of patients diagnosed acute myocardial infraction had blood
samples tested for the gene CYP2C19 and platelet aggregation. The results in 64 consecutive patients,
phenotypes based on genotypes: 59,3% poor and intermediate metabolizer, 40,7% extensive
metabolizer. The average platelet aggregation of (poor, intermediate) metabolizer and extensive
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metabolizer were 29,79+13,6 and 23,27+11,6, respectively, there was a high similarity between the
groups (p>0,05). The average platelet aggregation of (poor, intermediate) metabolier and extensive
metabolizer on the group with Clopidogrel were 26,2+10,5 and 29,9+13,6 (p>0,05), the average with
Ticagrelor were 10,846,5 and 18,4+8,7 (p>0,05), respectively. The group treated with Ticagrelor had a
lower platelet aggregation than the remaining one with Clopidogrel (p<0,01). The study got some
initial results that would be important for further studies on the relationship between CYP2C19
polymorphisms and platelet aggregation on Vietnamese patients with acute myocardial infraction.

Keywords: Acute myocardial infarction, polymorphisms, CYP2C19, platelet aggregation.



