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TOM TAT

Téng quan: Bénh dong mach vanh la nguyén
nhan giy t& vong hang dau trén thé giéi. Khang
aspirin da dugc bdo cdo trong bénh ly dong
mach vanh do anh huéng béi cic da hinh gen
Cyclooxygenase-1 (COX-1).

Muyc tiéu: Xic dinh ty 1é mot s6 da hinh gen
COX-1 thuong gip anh hudéng dén chuyén hoa
aspirin (C-1676T, C644A, G128A, CS0T, C22T)
va mdi lién quan v6i do ngung tap tiéu ciu trén
bénh nhén c6 bénh dong mach vanh.

Phuong phap: 54 bénh nhin mic bénh dong
mach vanh diéu tri bing aspirin hang ngay véi liéu
tir 75-100mg tSi thiéu trén 2 tuin dugc dua vao
nghién ctu. Hoat dong cua aspirin dugc danh gid
béng xét nghiém do d¢ ngung tap tiéu cdu (NTI'C)
qua chdt két tap ADP.

Két qua: Tan sudt cta cic da hinh C-1676T,
C644A, G128A, C22T lan luot 13 81,48%, 14,81%,
3,7% va 3,7%. Pa hinh C50T khong dugc tim thdy.
Bénh nhan mang da hinh C-1676T cho thdy d6
ngung tap tiéu cdu cao hon véi bénh nhén khong
mang di hinh gen COX-1 véi p= 0,02.

Két luin: Pa hinh C-1676T xuit hién nhiéu
nhat chiém 81,48% trong nhém bénh nhan c6 bénh
dong mach vanh. Syxuéthién caa dahinh C-1676T
chiing minh lam giam dap ting ctia aspirin bang xét
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nghiém do d6 ngung tép tiéu cau.
Tukhoa: Aspirin, do NTT'C, da hinh gen COX-1.

DAT VAN DE

Ty 1é bénh tim mach tang manh trong hai thé ky
qua. Theo WHO, bénh dong mach vanh la nguyén
nhan hang d4u gay ti vong, ganh ning bénh tat trén
thé gi6i [1]. Aspirin véi tac dung chéng ngung tap
tiéu cau (NTT'C) c6 vai trd trung tAm trong diéu tri
cung nhu du phong bénh dong mach vanh [2]. Tuy
nhién, cdc bdo cdo gan day vé viéc tiép tuc xudt hién
cic bién c6 thuyén tic mach méi trén bénh nhan
diéu tri bang aspirin dang lam d4y 1én nhiéu nghi
ngo vé hiéu qua stt dung cta thuéc. Khing aspirin
dugc dua ra nhu mot 16i gidi thich hop Iy cho sy tai
dién cdc bién c6 mdi trén bénh nhan dang diéu tri.
Ty 1é khang aspirin dao dong rat I6n tir 5-60% theo
tiing nghién ctiu. Nhiing bénh nhan dap tng dudi
ngudng véi aspirin da dugc chiing minh lam tang
nguy co tai dién cic bién c¢6 mach mau bat lgi véi
OR =3,85; 95%CI = 3,08-4,80, p< 0,001 [3]. C6
nhiéu yéu t6 lam giam dép ting cua aspirin da dugc
chiing minh nhu giéi nd, tudi cao, cic yéu té nguy
cd ctia bénh tim mach do xc vita, mét s6 da hinh
gen chuyén héa thuéc [3],[4]. Trong d6, da hinh
gen COX-1 da chi ra khuynh huéng ting cao ty 1¢
khang aspirin trong nhiéu nghién cttu. Gen COX-
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1 dugc tim thdy trén nhanh dai nhiém sic thé s6
9 tai vi tri 9932-q33,3, phat hién bsi Yokoyama va
Tanabe nam 1989, gen c6 chiéu dai 22 kb bao gém
11 exon [S]cyclooxygenase. Gen quy dinh tong
hgp enzym cyclooxygenase -1 ¢6 vai tro chinh trong
quad trinh chuyén hoa axit arachidonic mang thanh
thromboxan A2 qua d6 giy giai phong va két tip
tiéu cau. Aspirin bat hoat khong héi phuc enzyme
COX -1 béng cach gin vao goc Ser & vi tri 529,
ngin chin qud trinh chuyén déi acid arachidonic
thanh prostaglandin H2 (PGH2) réi tao thanh
thromboxan A2, dan dén tc ché qua trinh ngung
tap tiéu cdu. Vi tiéu cdu khong c6 nhan, khong thé
téng hop thém COX-1 méinén sy tic ché nay khong
thé ddo ngugc, dién ra trong sudt doi s6ng cua tiéu
cdu tit 7 dén 10 ngay [6]. Téng hop tit cic nghién
ctu, S da hinh cta gen COX-1 gom C22T, CS0T,
GI128A, C644A, C-1676T thdy ro sy phd bién va
ndi troi vé tinh khéng aspirin [7],[8],[9],[10],[11]
male gender and Helicobacter pylori (HP. O Viét
Nam hién chua cé nghién ctiu vé loai da hinh nay.
Xudt phét tir nhu ciu thyc tién trén, nghién ctu
dudgc tién hanh vé6i hai muc tiéu:

1. X4c dinh ty 1é mot s6 da hinh gen COX-1
phd bién bao gom C22T (rs1236913), CSOT
(1s3842787), G128A (1s3842788), C644A (1s5788),
C-1676T (rs1330344).

2. Xac dinh mdi lién quan gitia cac da hinh gen

COX-1v6i do NTI'C qua chét két tip ADP.

DOI TUONG VA PHUGNG PHAP NGHIEN CUU
Tiéu chudn lya chon bénh nhin

Bénh nhén c6 bénh dong mach vanh da dugc
chup dong mach vanh qua da hodc chup cit 16p vi
tinh dang st dung aspirin liéu thdp 70-100 mg/ngay
it nhit trén 2 tuln.
Tiéu chuin loai tru

Céc yéu t6 anh hudng bai xét nghiém mau:
Thiéu mau (Hb duéi 80 g/L), s6 lugng tiéu cau bit

thuodng dudi 100 G/L hodc trén 450 G/L. Bénh
nhan mic cic bénh lién quan réi loan déng mau:
x0 gan, bénh ly tay xuong, bénh ly huyét hoc khéc
anh hudng dén chtic ning ti€u cau ... Bénh nhan cé
diéu tri phéi hop véi mét thude chéng ngung tip
tiéu cdu khac ngoai aspirin. Bénh nhan dang diéu tri
heparin hodc c6 phau thuét 16n gan d4y. Bénh nhéin
khong dong y tham gia nghién ctu.
Thiét ké nghién ciiu

MO ta cat ngang.
C& mau va phuong phap chon mau

Chon mau thuén tién, lién tiép c6 54 bénh nhan
du diéu kién tham gia nghién ctu.
Dia diém thyc hién nghién ciiu

Vién Tim mach Viét Nam, Bénh vién Bach Mai.
Ky thuit sit dung trong nghién cifu

Ky thudt gidi trinh ty gen: Phuong phép
Sanger [12]

Mau mau dugc ldy 2mL vao ng nghiém chéng
dong bang EDTA luu & -20°C cho dén khi dugc st
dung dé€ tich chiét va phan tich DNA. DNA dugc
tich chiét theo kit DNA-express (Lytech-Nga,
IVD). Kiém tra chét lugng DNA béing phuong phap
do mét do quang bang mdy quang phé Nanodrop
2000 tai cac budc song OD260/0D280, DNA
dugc goi la tinh sach khi ty s6 OD260nm/280nm=
1,8-2. DNA dugc khuéch dai biang phan ting PCR
v6i S cap moi dugc khuéch dai S da hinh. Cac cip
moi dugc thiét ké theo NCBI va bang phin mém
Primer 3 dya theo vi tri gen trén NCBI. San phdm
PCR dugc tinh sach bing kit GeneJET PCR. Giai
trinh tu gen bang hé théng mdy giai trinh ty ABI
3500. Két qua giai trinh ty gen phén tich dya trén
phén mém BioEdit.

Pia diém thyc hién: B mén Y Sinh hoc - Di
truyén, Pai hoc Y Ha Noi.

Ky thuit phan tich d¢ ngung tip ti€u ciau:
Phuong phép Born- Obrien [13].

Mau mdu dugc ldy 2mL vao 6ng nghiém chéng
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dong bang natri citrate 3,8%, sau d6 dugc ly tim véi
t6c do 800 vong/phut trong 10 phut dé c6 dugc
huyét tuong giau tiéu cu, tiép theo la ly tam 3000
vong/phut trong 10 phut dé thu dugc huyét tuong
nghéo tiéu cau. Ngung tip tiéu cdu dugc xdc dinh
dua vao do ngung tap tdi da MA% stt dung chat két
tap ADP SuM véihoa chét va mdy ctia hang Chono-
Log Corporation. Chi s6 NTI'C & ngudi binh

bia diém thyc hién: Trung tim Huyét hoc va
truyén mdu, Bénh vién Bach Mai.
Thong ké xi'ly s6 liéu

S6 liéu dugc xti Iy bang phan mém SPSS 20.0.
Phén tich x> va ANOVA dugc st dung & nhiing
truong hop phi hop, p< 0.05 dugc coi la cé ¥ nghia
thong ké.

thuong véi chit két tap ADP suM1a 47+5% [14].  KET QUA NGHIEN CUU

Bdng 1. Ddc diém chung ciia doi tugng nghién ciiu
Dicdiém Thong sé
Tuéi (nim) 634+7,6
Giéi (nam/nit) 41/13
Hut thudcla 29/54(53,7%)
Tang huyét ap 50/54(92,6%)
Dii thio duong 15/54(27,8%)
Réiloan lipid mau 40/54 (74,1%)
Béophi” 21/54(38,9%)
Tién sti gia dinh™ 12/54 (22,2%)
Can thi¢p dat stent 41/54(7593%)
Hemoglobin (g/1) 139,65+ 14,2
S6 lugng tiéu cau (G/L) 264,69 + 68,54

**: BMI>23 (IDF-Asian 2005).

*:LDL >2,6 mmol/L, HDL < 1 mmol/L, Cholestrrol toan phan >5,2 mmol/L, Triglicerid >2,3 mmol/L (NCEP-ATPIII).

***: Tang huyét &p, bénh dong mach vanh, dot tir do tim mach.

Tudi trung binh ctia nhém nghién ctiu la 63,4+7,6. Tang huyét ap, ting m& mau, hat thudc 13, dai thdo

dudng la cac yéu t6 nguy co hay gip nhét trén bénh mach vanh.

Bdng 2. Tan sudt phdn b6 mot s6 da hinh gen COX-1

L L Nam Nu Tong cong
Ki€ugen Kiéugen
(N=41) (N=13) (N=54)
T BT 8 (14,8%) 2(3,7%) 10(18,5%)
C-1676T CT DHT 24 (444%) 11(20,4%) 35(64,8%)
cC PHT 9(16,7%) 0 9(16,7%)
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GG BT 35 (64,8%) 11(20,4%) 46 (85,2%)
GI28A GA DHT 4(74%) 2(3,7%) 6(11,1%)
AA DHT 0 2(3,7%) 2(3,7%)
CotaA CC BT 39(72,2%) 13(24,1%) 52(96,3%)
TA DHT 2(3,7%) 0 2(3,7%)
- AA BT 13(24,1%) 39(72,2%) 52(96,3%)
CT DHT 2(3,7%) 0 2(3,7%)
Cs0T T BT 41 (759%) 13 (24,1%) 54 (100%)
p>005S
BT: Binh thuong, DHT: Di hop ti, PHT: Péng hop tu

Da hinh C-1676T xudt hién véi ty 1é cao nhét 81,5% véi 64,8% thé di hop tir va 16,7% thé déng hop tur.
Tiép theo la da hinh G128C 14.8% trong d6 dong hop tiila 3,7% va di hop tila 11,1%. Hai da hinh C644T va
C22T déu xudt hién véi ty 1é 3,7% & dang di hop ti. Khong tim thdy da hinh CSOT trong nhém nghién ctiu.

Bdng 3. Tdn s alen trong cdc da hinh gen COX-1

Tan s6 alen
DPahinh
Alen binh thuong Alen da hinh
C-1676T (rs 1330344) C=49,1% T=509%
G128A (rs3842788) G=90,7% A=93%
C644A (rs5788) C=98,1% A=19%
C22T (rs1236913) C=98,1% T=19%

Da hinh C-1676T c6 tan s6 alen da hinh cao hon alen binh thuéng.
Bdng 4. Ty 1¢ t6 hop cdc da hinh ciia gen COX-1

T6 hop dahinh Tylé
DBong hop tubinh thuong ca S da hinh khao sat 12,9%
Di hop tii C-1676T 48,1%
Dihopti C22T 1,9%
Mang 1 dihop tit da hinh
Dj hop tit C644A 1,9%
Di hop tii G128A 1,9%
Dj hop tit C22Tva C-1676T 1,9%
Mang 2 di hgp tirda hinh Dihop ti: C644T va C-1676T 1,9%
Di hdp tt G128AvaC-1676T 9,2%
Dbonghop ta G128A va dihop t C-1676T 3,7%
Mang déng hop ti da hinh
DBénghgp t C-1676T 16,6%
Tong 100%
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Ty 1¢ t6 hop gen gip nhiéu nhit 1a di hop ti da hinh C-1676T (48,1%). Pa hinh C-1676T ciing luén

xudt hién cting cic t6 hgp doi.

Bdng S. Két qua do d ngung tdp tiéu cdu vdi chdt kich tgp ADP

Chatkich tap Tong Nam N P

ADP (%) 39,24+12,63 40,85£12,06 34,15+13,55 0,096

Do NTI'C gitta 2 nhém nam va nit khong c6 sukhdc biét véi do tin ciy 95.

Bdng 6. Méi quan hé giita d0 NTT C vdi cdc yéu td nguy co bénh tim mach

ADP
Yéuto _ P
N (X+SD)
Cé hut thusc 29 39,24+10,8 100
Khong hit thuce 25 39.24+14,72 ’
C6 THA 50 38,88+12,67
0463
Khéng THA 4 4375+12,95
C6DTD 15 3920+12,82
0,988
Khong DTD 39 39.26+12,73
C6RLLP 40 37441183
0,07
Khong RLLP 14 44,5+13,82
C6 béo phi 21 39,90+12,71
0,761
Khong béo phi 33 38,82+12,76
C6YTGD 12 41,92+14,10
0411
Khong YTGD ’5) 3848+12,26

Khong tim thdy su khéc biét vé 0 NTI'C véi chit két tdp ADP gitia cdc nhém bénh nhdn mang yéu t6
nguy co ctia bénh tim mach do xo viza.

Bdng 7. Méi quan hé giiia da hinh gen COX-1 vdi d0 NTTC

ADP
Dahinh — p
N (X+SD)
Binh thuong 7 2545+12,45

C-1676T 44 40,89+11,53 0.02
GI128A 8 45,25+84 0,05
C644T 2 39,5+24,75 0,276
C22T 2 37,5+2,121 0,234
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Nhom bénh nhan mang da hinh C-1676T c6
do NTI'C cao hon nhém khoéng mang da hinh gen
COX-1 véi d9 tin cdy 95%. Cac da hinh khac gom
G128A, C644T, C22T khong tim thdy mdi lién
quan v6i do NTI'C.

BAN LUAN

St dung thudc chong ngung tap tiéu cau la mot
bién phdp quan trong d€ diéu tri cing nhu dy phong
bién c¢6 thuyén tic mach trong bénh dong mach
vanh. Dép ting véi liéu phép khang ti€u cau c6 thé rat
khéc nhau gitia tting ca thé. Ngay ca véi aspirin, mot
loai thudc chéng ngung tap tiéu cau thong thuong,
déi khi diéu tri cang khéng mang lai hiéu qua. Bén
canh nhiing tién bo vé phét trién cic thudc chdng
ngung tap tiéu cdu mdi thi tinh trang khéng aspirin
ngiy cang dugc quan tim trén lam sang. Khai niém
vé sy thay d6i dap ting ctia aspirin cha yéu duya trén
céc co ché sinh ly bénh, dugc dong hoc, dugc luc hoc
cta thude [15]. Nam 2009, nhém cong tic vé huyét
khéi cia Hiép hoi Tim mach chau Au (Working
Group on Thrombosis of the European Society of
Cardiology) da cong bé mét béo cdo vé sy bién déi
dép ting cua thudc chéng ngung tap tiéu ciu dudng
udng trén tiing ca thé, trong dé khing aspirin dugc
phan loai thanh khang lam sang va khang trong
phong thi nghiém. Khdng aspirin trén lam sang lién
quan dén sy xuét hién cic bién c6 tim mach mdi trén
bénh nhén dang diéu trj bing aspirin, khing aspirin
trong phong thi nghiém dugc biéu hién qua hangloat
céc xét nghiém danh gid chong ngung tép ti€u cau
khong dédy du ctia aspirin [16].

Nghién citu chung t6i tién hanh trén 54 bénh
nhan hep ddng mach vanh do xo vita gdm 41 nam va
13 n@t. Ty 1é bénh nhan can thiép dit stent 1 75,93%.
Céc yéu t6 nguy co trén bénh tim mach do xo viia
dugc khao st trong d6 ty 1¢ bénh nhén ting huyét
ap chiém cao nhit trén 92%, cic yéu t6 khic bao

gom rdi loan lipid mdu, hat thudc 14, dai thdo dudng

ciing xudt hién véi ty 1é cao trong bénh Iy dong mach
vanh. Diéu nay phti hop véi dich té bénh dong mach
vanh tai Viét Nam ciing nhu trén thé gi6i [1]. Khio
sat mdi lién quan gitia cic yéu t6 nguy co ctia bénh
tim mach do xo vita véi d6 ngung tip tiéu cdu qua
chét két tap ADP, ching t6i khong tim thdy sy khac
biét doc lap nao vé6i p>0,05. Nghién ctiu ctia Ly Tuan
Khai (2011) vé khang aspirin trén bénh nhan bénh
mach vanh, chi ra cé sy lién quan gitia chi s6 khéi co
thé (BMI), ty s6 vong mong (WHR), gidi nit dén sy
khang aspirin [4]. Tuy nhién nghién cttu ciing khong
tim thdy tinh khang aspirin lién quan dén cic yéu t6
nguy co ctia bénh tim mach do xo vita khéc bao gém
tang huyét ap, dai thio dudng, réiloan lipid mau, hut
thudc 14 hay tién st gia dinh.

Gen ma hoa cho protein cyclooxygenase-1 gom
599 axit amin, day 13 enzym chu chét trong sinh
téng hop prostaglandin [S]. Su da hinh cta gen
COX-1 da dugc nghién ctiu tirlau. S6 Iugng da hinh
don nucleotid (SNP) ctia gen COX-1 dugc cip
nhat tai NCBI lién tuc tang va dat 400 da hinh, tuy
nhién, chi c6 72 trong s6 d6 nam trong ving ma héa
ctia gen, con lai ndm & vung S'va 3’ khong ma hoa
va ving intron [17]. Ndm 2007, Lee va cong sy da
xdc dinh dugc 45 da hinh & gen COX-1 khi nghién
ctiu 92 ngudi khée manh (24 ngudi chau Phi, 24
ngudi chau A, 24 ngudi chiu Au va 20 ngudi 4n
danh) [22]. Van con nhiéu tranh cai va chua c6 mot
nghién ctiu nao khing dinh dugc vai tro chinh xac
ctia da hinh gen COX-1 nao lién quan t6i sy khéng
aspirin. Nghién cttu 14n nay chung t6i tip trung vao
5 da hinh phd bién sau khi téng hop tir nghién ctu
bao gom C-1676T, G128A, C644T, C22T va C50T
véi ty 1é dugc tim thdy lan luot 1a 81,5%, 14,8%,
3,7% va 3,7%. Da hinh CS0T khong quan sat thdy
trong nghién ctiu ctia chuing t6i. Ty 1é nay cting kha
tuong quan véi cac nghién ciiu khac trén thé giGi
nhu nghién cttu ctia Arisawa (Nhat Ban), Li Fan, Lei
Zhao, Mei Xue (Trung Quéc) [11],[12],[13],[14].
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Exon 1 2 3 4 5

l

-16760>T 22C>T50C>T
R8W P17L

128G=A
Q41Q

6 7 8 9 10 11

644C>A 7T14C>A
G213G L237M

Hinh 1. Vi tri cdc da hinh gen COX-1 [9]

Da hinh C-1676T dugc phat hién trong nghién cttu ctia ching t6i kha cao chiém téi 81,5% vdi ty 1é
22,7% d6ng hop ttiva 77,3% di hop tti, két qua tuong quan véi cic nghién cdu trén quan thé ngudi chau A.
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Biéu do 1. Ty I¢ phdn bo kiéu gen cila da hinh C-1676T trén cdc nghién citu ciia qudn thé ngudi chiu A

Pa hinh C-1676T xdy ra ¢ ving diéu hoa
(promotor), vi tri gin mdt sé yéu t6 phién ma
(GATA-1, CdxA) ctia gen COX-1 [17]. Vi vy, da
hinh C-1676T anh huéng t6i mic d6 bi€u hién ctia
gen COX-1. Két qua cho thdy bénh nhan mang da
hinh C-1676T lam gidm tic dung ctia aspirin do
lam ting d6 ngung tip tiéu cau véi ADP véi p =
0,02. Két qua nay phut hop véi nghién ctiu gop cta
Juesheng Yang (2018) khi téng hop trén 53 bio cdo,
chiing minh da hinh C-1676T lién quan déng ké véi
kha ning dap ding kém véi aspirin & ngudi chau A
v6i OR =0,43,95% CI10,25-0,74, p = 0,002. Nghién

ctiu cta Yi X nam 2016 va nghién ctiu ctia Li Fan
nidm 2013 cang dua ra két luan vé da hinh C-1676T
lam tang nguy co bién c6 mach mau bat lgi trén
bénh nhan st dung aspirin [12],[15].

Da hinh G128A la da hinh xudt hién phd bién
thi 2 trong nghién ctiu lan nay véi 14,8%. Da hinh
xdy ra tai exon thit 3 ctia gen COX-1, da hinh khong
gay bién déi axit amin (Q41Q) [17]. Cau tra1i cho
tinh khdng aspirin c6 thuc sy lién quan dén da hinh
G128A hay khong thi van con nhiéu cau tra 16 trai
chiéu. Cac nghién ctiu trén trén thé giéi cing dua
ra nhiéu két qua khac nhau. Nghién ctiu ctia Ping
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2014, Zhang 2015 va Xue 2017 chi sy xudt hién cta
da hinh G128A lién qua t6i tinh dé khang aspirin
véi p<0,0S. Trong khi d6, nghién ctiu ctia Wang
2009, Cao 2014, Xu 2017 khong tim thdy méi lién
quan gitta khang aspirin va da hinh G128A [24].
Nghién cttu ctia Lei Zhao (2019) vé tuong tac mot
s6 da hinh gen COX-1 véi ty 1é mic dot quy do thiéu
méu nao trén 1981 dai tuong. Két qua cho thdy,
ngudi mang gen dong hop tit da hinh G128A lam
ting nguy co mic dot quy nao véi OR= 5,203, CI
95%: 1,519-5,159, p= 0,016 [9]. Trong nghién ctiu
ctia ching t6i khong tim thdy mdi lién quan gitia da
hinh G128A va d¢ ngung tap ti€u ciu v6i ADP trén
bénh nhén diing aspirin dai han.

Da hinh C644A xay ra & exon thit 6 gay bién déi
codon GGC > GGA, két qua khong lam thay déi
axit amin (G213G) [17]. La da hinh dugc tim thdy
phd bién nhit trén quan thé ngudi chau Phi véi ty
1 46% va it gap hon ¢ ngudi da tring va ngudi chau
A c6 cling ty 1¢ 4% trong nghién ctiu ctia Lee CR
(2008) [18]. Trong nghién ctiu cua chung téi, da
hinh C633A tim thdy véi ty 1¢ 3,7% déu mang kiéu
gen di hop tu. Két qua nghién ctiu cang khong tim
thdy méi lién quan gitta bénh nhan mang da hinh
C644A v6i do NTIC.

Da hinh C22T va CS0T cuing xéy ra tai exon
tht 2 cta gen COX-1. Hai da hinh nay thay thé
nucleotid C thanh T & vi tri 22 va 50 dan dén

thay thé axit amin Arginine va Proline thanh
Tryptophan va Leucin [17]. Nghién cttu cua Yi X
2017 trén bénh nhén dot quy diéu trj bing aspirin
ty 1é 2 loai da hinh nay xuét hién lan lugt 1a 10% va
20% [21]. Nghién ctiu cua chung t6i, ty 1¢ gip hai
loai da hinh nay kha thdp véi 3,7% da hinh C22T
va khong gap da hinh CSOT. Cang khong tim thay
mdilién quan gitia da hinh C22T dugc tim thiy véi
do NTIC.

KET LUAN

Nghién cttu trén 54 bénh nhan c6 bénh dong
mach vanh do xo vita bao gom 41 nam va 13 ng,
d6 tudi trung binh 63,4+7,6 dang dung aspirin liéu
thdp 75-100mg/ngay kéo dai nhu mét liéu phap
chéng ngung tap ti€u ciu duy nhit. Da hinh gen
COX-1 dugc xac dinh bing phuong phap giai trinh
tu gen Sanger. Panh gid hiéu qua st dung aspirin
dya vao xét nghiém do do NTI'C qua chat két tip
ADP:

« Tan suét phan bo S da hinh dugc nghién ctiu:
da hinh C-1676T gip phd bién nhit 81,5%; tiép
dén la G128A 14,8%; hai da hinh C644T va C22T
déuxudt hién véi ty 1é 3,7%. Khong quan sit thiy da
hinh C50T.

« Da hinh C-1676T chting minh lam giam tic
dung cua aspirin qua xét nghiém do d6 N'TI'C véi
p =0,02.

ABSTRACT

Polymorphism of the COX-1 gene and aspirin resistance in coronary artery disease

Background: Coronary artery disease (CAD) is an important cause of mortality in elderly patients

worldwide. Aspirin resistance has been well reported in CAD by polymorphism of the COX-1 gene.
Objective: The frequency and polymorphism of the COX-1 gene (C-1676T, C644A, G128A, CS0T,

C22T) for patients with CAD.

Methods: Fifty-four patients with CAD receiving daily aspirin therapy (75 - 100mg) over two
weeks were enrolled. Platelet aggregation was measured by light transmission aggregometry (LTA) using

adenosine diphosphat (ADP).
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Results: Frequencies of C-1676T, C644A, G128A, C22T were 81.48%, 14.81%, 3.7% and 3.7%, respectively.
C50T polymorphism was not observed in our sample. Additionally, patients with C-1676T polymorphism
showed significantly higher levels of platelet aggregation compared without this polymorphism (p=0.02).

Conclusions: C-1676T polymorphism appears the most with 81,48% for patients with CAD.
Importantly, a significant association with poor responsiveness to aspirin was observed for C-1676T by
platelet aggregation test.

Keywords: Aspirin resistance, polymorphism of the COX-1 gene, platelet aggregation.
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