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TAN SUAT KIEU GEN CUA BIEN THE AGTR1 A1166C
O’ BENH NHAN NHOI MAU CO’ TIM CAP

TOM TAT

Muc tiéu: xac dinh tin suét kiéu gen cua bién
thé gen AGTR1 A1166C & benh nhdn nhGi mau cd tim
(NMCT) cap Doi tugng va phuong phap nghlen
clru: bay la nghlen clu cdt ngang, mo ta tren cac
bénh nhan NMCT cap tai Khoa NOi Tim Mach va Khoa
Tim Mach Can Thlep, Bénh vién Chg Ray tir 01/2020
dén 09/2020. Kiéu gen clia bién thé AGTR1 A1166C
dugc xet nghlem bang phan u‘ng chuoi polymerase
Két qua Nghlen clru c6 305 bénh nhan NMCT cap lan
dau véi tudi trung binh 63, 3+119 va 69,5% bénh
nhan nam. RGi loan lipid mau (89, 8%) va tang huyét
ap (79,0%) la cac yéu t6 nguy cd bénh mach vanh
thuGng gap nhat. Nghlen ctu co 64,6% trerng hgp
NMCT cap ST chénh lén va 76,7% do I theo phan loai
Killip. Ti & kiu gen AA, AC va CC cla bién thé AGTR1
A1166C lan Iuat la 90 2%, 9,5% va 0,3%. Két ludn:
Kiéu gen CC c6 tan suat thap nhat trong bién thé gen
AGTR1 A1166C cla bénh nhan NMCT cap.

Tu’ khoa: kleu gen, bién thé gen, AGTR1 A1166C,
nh6i mau cd tim cap

SUMMARY
GENOTYPE FREQUENCY OF AGTR1 A1166C
POLYMORPHISM IN ACUTE MYOCARDIAL

INFARCTION PATIENTS
Objects: to determine the genotype frequency
of AGTR1 A1166C polymorphism in patients with acute
myocardial (AMI). Subjects and methods: This was
a cross-sectional and descriptive study in patients with
AMI at the Department of Cardiology and Department
of Interventional Cardiology, Cho Ray Hospital
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between January 2020 and September 2020. AGTR1
A1166C genotypes were determined by polymerase
chain reaction at the Center for Molecular
Biomedicine, University of Medicine and Pharmacy at
Ho Chi Minh City. Results: There were 305 patients
with AMI with the mean age of 63.3 £+ 11.9 years and
69.5% were men. Dyslipidemia (89.8%) and
hypertension (79.0%) were the most common
coronary risk factors. There were 55.0% of cases with
ST-segment elevation myocardial infarction 76.7% of
cases with Killip I class. The proportion of AA, AC, and
CC genotypes of AGTR1 A1166C polymorphism were
90.2%, 9.5%, and 0.3%, respectively.
Conclusions: CC genotype accounts for the lowest
frequency in patients with AMI. Keywords: genotype,
genetic  polymorphism, AGTR1  A1166C, acute
myocardial infarction

I. DAT VAN PE

Nh6i mau cg tim cap la mot van dé sirc khoe
cdng dong, gay ra nhiéu tinh trang bénh tat khac
nhau va de doa tinh mang cta bénh nhan. NMCT
la mot bénh ly da yéu t6 vdi cd ché bénh sinh
phirc tap gom 16i s6ng, d3c diém di truyén ca thé
va cac yéu t6 nguy cd méi trudng. Tuy nhién, co
ché clia NMCT van con chua hoan toan sang to
cho dén thdi diém hién tai. Trong nhitng thap
nién qua, nhiéu nghién cu phat hién cac bién
thé gen co thé la ddu &n tiém nang lién quan Vi
nguy co va tién lugng cia NMCT cap [1], [2],
51,171

Thu thé angiotensin II gém hai loai: AT1 va
AT2. Thu thé AT1, vi tri tdc ddong gdy bénh chu
yéu cla angiotensin 1I, la mot thanh vién cua gia
dinh thu thé bt c3p protein G dudc biéu hién &
hau hét cdc md. Hoat héa thu thé AT1 dan dén
co mach, & mudi nudc, tang sinh va phi dai té
bao cd tron mach mau [1]. Thu thé AT1 biéu
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hién chu yéu & t€ bao cd tran mach mau va do
vai trd sinh ly quan trong clia thu thé AT1 trong
hé tim mach, gen AGTR1 ma hoéa phan ti nay la
mot U'ng cUr vién tiém nang vé nguyén nhan va
tién lugng clia cac bénh tim mach ndi chung va
NMCT ndi riéng.

AGTR1 A1166C la bién thé gen dugc nghién
cu nhiéu nhat cia gen AGTR1 & bénh nhan
NMCT cap. Muc tiéu clia nghién cliu nay la xac
dinh t& sudt kiéu gen cua bién thé gen AGTR1
A1166C & bénh nhan NMCT cép dé gop phan vao
dir liéu di truyén & dan so6 Viét Nam.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. D6i tugng nghién ciru: Nhitng bénh
nhan NMCT cap nhap Khoa No6i Tim Mach va
Khoa Tim Mach Can Thiép, Bé&nh vién Chg Ray tUr
thang 01/2020 dén 09/2020.

% Tiéu chuén chon vao

e Bénh nhén > 18 tudi

« Bénh nhan dudc chin doan xac dinh NCMT
cap theo dinh nghia toan cau lan thfr 4 nam
2018 [6].

e Bénh nhan dong y tham gia nghién cru

% Tiéu chuén loai tro

e Tién st nhdi mau cd tim, can thiép mach
vanh qua da va ph3u thuét b&c cdu mach vanh.

e DOng mach vanh binh thudng trén chup
dong mach vanh can quang.

« Khéng du dir liéu nghién cru dé thu thap

2.2. Phuong phap nghién ciru

Thiét ké nghién cdu: nghién clu cét
ngang, mo ta

Quy trinh nghién ciu: Cac bénh nhan
NMCT cép du tiéu chudn chon vao va khdng cé
tiéu chuén loai trir dugc dua vao danh sach d6i
tugng nghién ctru. Bénh nhan nhap vién dugc
hoi bénh si, tién sir, khdam lam sang va xét
nghiém céc can lam sang d€ chan doén xac dinh
NMCT cap, ghi nhan vao mau thu thap dir liéu
soan san thong tin v& cac ddc diém nhén tric
hoc, cac yéu t6 nguy cd tim mach ddc diém lam
sang va can lam sang.

Xét nghiém ASO-PCR xéc dinh ki€u gen cla
bién th€ gen AGTR1 A1166C dugc thuc hién tai
Trung tdm Y Sinh Hoc Phan T, Dai hoc Y Dugc
Thanh phd HO6 Chi Minh. Ba moi dac hiéu dugc
sir dung dé khuéch dai doan gen cé chlra dot
bi€n va nhan dién nucleotide ¢ ving 3'-UTR cla
gen AGTR1, 13 diém da hinh dudc thiét ké bang
phan mém CLC main workbench dua vao trinh tu
gen AGTR1 cla ngudi tir Genebank (NG_008468)
(Bang 1). Chu trinh ludn nhiét cho PCR dudgc
thuc hién trén may Mastercycler@Pro S
(Eppendorf Pirc). San phdm PCR dugc kiém tra
bang dién di trén gel agarose 2% va nhudm
bang Diamond™ Nucleic Acid Dye (Promega, Hoa
Ky). Két qua dién di san phdm ASO PCR dugc
phan tich: Ba b6 mo6i WT nhéan dién alen A, ba bd
moi dot bién nhan dién alen C vGi cach thiét ké
khac nhau, két hop. ca hai alen tur méi WT va dot
bién sé& xac dinh ki€u gen clia mau DNA.

Bang 1. Poan moi va théng so ' lién quan xét nghiém AGTR1 A1166C

Tén Trinh tu moi Chiéu dai (bp) | Tilé m6i | Tm (°C)
AGTR1-F2 5'- GCCATGCCTATCACCATTTG -3’ Chifna ndi: 544 1 54,3
AGTR1-R2 5'- AAAGCAGGCTAGGGAGATTG -3’ Aleﬂ A:3. 4 1 54,6

AGTR1-5186A-R2 | 5'- TTCAATTCTGAAAAGTAGCTCAT -3’ ' 1 50,3
AGTR1-F2 5'- GCCATGCCTATCACCATTTG -3’ Chifna ndi: 544 1 54,3
AGTR1-R2 5'- AAAGCAGGCTAGGGAGATTG -3’ Aleﬂ C:3. 4 1 54,6

AGTR1-5186C-R2 | 5-TTCAATTCTGAAAAGTAGCTCAG -3’ ' 1 51,0

Xur ly s6' liéu: SG liéu dugc xUr ly bang phan
mém SPSS 22.0. Bién dinh lugng dudgc kiém tra
s phan phéi chudn dua vao phép kiém
Kolmogorov-Smirnov. Cac bién s6 dinh lugng
dugc trinh bay dudi dang trung binh + d6 léch
chudn néu phan phdi chudn hodc trung vi (phan
vi thir 25 — 75) néu khéng c6 phan phdi chuén.
Cac bién sb dinh tinh dudc trinh bay dudi dang
tan so va ty 1€ phan tram.

Pao dirc trong nghién ciu: Bé cuong
nghién cttu da Hoi Pong Dao Dirc trong Nghién
ctiu Y Sinh hoc, Pai hoc Y Dugc Thanh phd HO
Chi Minh chdp thuan (Quyét dinh s6 550/DHYD-
HDDD).

Il. KET QUA NGHIEN cUU
3.1. Pac diém nhén tric hoc. Trong thoi
gian nghlen clru, 305 bénh nhan NMCT cap thoa
tiéu chudn chon mau. Déc diém nhan trdc hoc
dudc trinh bay & bang 2. Tudi trung binh cua
bénh nhan la 63,3 + 11,9. Nhém tudi 45 — 60
chiém ti Ié nhiéu nhat. Nam gigi chi€m uu thé
han so vdi nir. !
Bang 2. Pac diém nhan trdc hoc
Tan so (Ti lé %) hoac Trung
vi (Phan vi thir 25-75)
(n=305)
Nhdm tudi

Pic diém
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< 45 19 (6,2) Trung vi (Phan vi
45 — 60 147 (48,2) thir 25—75) (n=305)
60 -79 113 (37,1) Hemoglobin (g/L) 130,8 + 17,5
> 80 26 (8,5) Nam 1354 £ 16,9
Gidi tinh N 122,0 (112,0 — 129,5)
Nam 212 (69,5) Creatinin huyét thanh _
NG 93 (30,5) (mg/dL) 09(08-11)
Can ndng (kg) 58,0 (52,5 — 64,0) D0 loc cau than udc doan _
Chiéu cao (m) 1,60 (1,55 — 1,65) C§1mll/r>h/1,|73 m? dr?“) 83,9 (61,9 -95.2)
Chi s6 khdi cd olesterol toan phan _
thé (ka/m?) 22,0 (20,0 — 24,0) (mg/dL) 175,0 (147,0 — 206,0)

3.2. Dic diém yéu té nguy co tim mach

RGi loan lipid mau va tang huyét ap la cac
yéu t8 tim mach phS bién nhit & bénh nhan
NMCT cap trong nghién clftu nay (Bang 3).

Bang 3. Cac yéu té nguy co tim mach

LDL-cholesterol (mg/dL)
HDL- cholesterol (mg/dL) | 35,0 (30,0 —42,0)
Triglyceride (mg/dL)  |146,0 (102,0 — 220,0)
3.5. Tan suit kiéu gen cua bién thé
AGTR1 A1166C. Ki€u gen AA chiém ti 1& cao

120,0 (89,0 — 149,5)

. m Tanso | Tile nhat va ki€u gen CC it gép nhéat trong dan s&
bac diem (n=305) | (%) nghién ctu nay (Bang 6)
R&i loan lipid mau 274 89,8 Bang 6. Tan sudt kién gen cua bién thé
Tang huy&t ap 241 790 | AGTR1A1166C
HUt thudc 13 116 38,0 Kiéu gen Tan so Ti 1é (%)
Dai thao dudng 81 26,6 AA 275 90,2
Béo phi 58 19,0 AC 29 9,5
Tién s(r gia dinh bénh 24 79 CC 1 0,3
mach vanh sém ! Tong 305 100,0
3.3. Dic diém lam sang. V& thé 1dm sang, IV. BAN LUAN

NMCT cap ST chénh Ién chiém uu thé. Phan do
Killip clia cac bénh nhan NMCT trong nghién clu
thuGng gap nhat la do I (Bang 4).

Bang 4. Bdc diém Idm sang

Trung vi (Phan vij thir
25 — 75) hodc Tan s6

Pic diém 3
(Ti 1& %) (n=305)

Tan so tim I4c nhap vién

(Ian/phtt) 80,0 (70,0 — 93,0)

Huyét ap tam thu ltic

nhap vién (mmHg) 120,0 (100,0 — 130,0)

Huyét ap tam truong ldc B
hhap vién (mmHg) 70,0 (60,0 — 80,0)

Thé 1am sang

NMCT cap ST chénh Ién 197 (64,6)
NMCT cap khong ST
chénh Ién 108 (35,4)
Phan do Killip

D6 1 234 (76,7)

Do 11 26 (8,5)

Do 111 16 (5,2)

Do IV 29 (9,5)

3.4. Pac diém can 1am sang

Két qua clia mot s6 xét nghiém thudng quy
@ bénh nhan NMCT cdp dudgc trinh bay & bang 5.

Badng 5. Pdc diém cdn 13m sang
Trung binh + Do
léch chuan hoac

Pic diém
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Pac diém dan s6 nghién cliru. Cic bénh
nhan NMCT cap trong nghién clftu cla chdng toi
6 tudi trung binh 13 63,3. K&t qua nay cao hon
nghién cru cta Tran Thanh Tuan vao nam 2008
(58,6) [8] va tugng dong vdi cac nghién cliu
khac trong thdp nién gan day [3],[4]. Su khac
biét nay cho thay dd tudi mac NMCT dang ¢d xu
hudng gia tang, phu hgp vdi tinh trang dan s6
ldo hdéa & nudc ta cung vdi nhifng ti€n bd trong
diéu tri gép phan kéo dai tudi tho & bénh nhan
NMCT ndi riéng va bénh tim mach ndi chung.

Bénh nhan nam chiém uu thé trong nghién
ctiu nay vai ti 1é 69,5%. Két qua nay tucng dong
vGi cac nghién clu khac trong va ngoai nudc
[11,[31,[41,[8]. Diéu nay cb thé do vai trd clia cac
yéu t6 nguy co tim mach & nam gidi phd bién hon
nii gidi nén nam gidi mac NMCT sém hon ciing
nhu yéu t6 bao vé tim mach cuia estrogen & nir gidi
nén nir gigi thuGng bi NMCT mudn hon nam.

Trong nghién clfu nay, cac yéu té nguy cd
tim mach thuGng gap la r6i loan lipid mau va
tdng huyét ap. Ti 1€ rGi loan lipid mau cta ching
téi tuong dong véi nghién clu cla Nguyen
Hoang Hai trén 326 trudng hgp hdi chirng mach
vanh cdp tai Bénh vién Nhan Dan Gia Dinh [4].
Ti 1€ rGi loan lipid mau trong cac nghién ctu khac
thdp han do khac nhau vé dinh nghia bién sG. Ti
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Ié tang huyét ap trong nghién clu khac dao
doéng trong khoang 50% - 80% [3],[8]. Tang
huyét ap thlc ddy qua trinh xd vita déng mach,
dan dén cac bénh tim mach do xg vifa, trong do
c6 NMCT cap.

Cac bénh nhan trong nghién clfu clia chdng to6i
cd 64,6% trudng hgp NMCT cap ST chénh Ién.
Phan do Killip cia cac bénh nhdn NMCT phé bién
nhat la d6 I (76,7%). Nghién clitu cia Ngbé Tuan
Hiép cling ghi nhan thé 1dm sang NMCT cdp ST
chénh |én va phan do Killip I chiém uu thé [3].

Tan suat kiéu gen cuia bién thé AGTR1
A1166C. Theo nghién clru cla ching t6i, ki€u
gen CC cla bién thé gen AGTR1 A1166C it gdp
nh&t. Dac diém nay tucng dong véi tat ca cac
nghlen cltu ¢ cac chang toc khac nhau, khong
chi riéng cac nghlen clfu & chau A. & An P9,
PullaReddy B va cs phét hién ki€u gen CC xuat
hién véi suat do thap nhat (8,4%) [5]. O chau
Au, ti 18 ki€u gen CC 1a 7,1% trong nghién ctiu
cla Tiret L va cs tai Phap [7] O chau My, Araujo
MA va cs nhan thady kiéu gen CC hiém gap nhat
(10,0%) & bénh nhan Brazil NMCT cap [1] o}
chau Phi, cac bénh nhan Tunisia NMCT cdp co ti
lé kiéu gen CC thdp nhdt (18,6%) [2]. Tuy
nghién, nghién clru cua chung toi ¢6 ti 1é ki€u
gen AA cao nhat. Két qua nay cling dugc ghi
nhan trong hau hét cac nghién clu khac, trong
khi nghién c(tu ctia Mehri S cho th3y kiéu gen AC
o ti |1é cao nhat [2].

V. KET LUAN

Ti & ki€u gen cla bién thé AGTR1 A1166C
[an lugt la 90,2% AA; 9,5% AC va 0,3% CC &
305 bénh nhan NMCT cap clia nghién cltu nay.
VI. LO1 CAM ON

Nghién clu nay dugc tai trg mot phan bdi

Quy Phat Trién Khoa Hoc va Cong Nghé cua Pai
hoc Y Dugc Thanh phG HO Chi Minh. Tran Cong
Duy dudc tai trg bdi Chuong trinh hoc bdng dao
tao thac si, tién si trong nudc cla Quy D&i méi
sang tao Vingroup (VINIF), ma sO
VINIF.2022.TS027.
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bat van dé: bat catheter tinh mach ngoai vi
(CTMNV) 13 mét thu thudt xam Ian phd bién trong
thuc hanh lam sang. Mot trong nhiing tai bi€n mudn
hay g3p nhat 13 tinh trang viém tinh mach sau dat va
luu CTMNV. Muc tiéu: Danh gla ky thuat dat catheter
tinh mach ngoai vi trén ngudi bénh cua diéu dudng
vién tai Bénh vién Phdi Trung uong, nam 2018.
Phu’dng phap Nghién cru mo ta cat ngang. Két
qua: 341 ngudi bénh dugc lua chon vao nghién cliu
vdi 403 Catheter tinh mach ngoai vi dugc quan sat. Ty
I€ viém tinh mach chung sau dat CTMNV danh gia
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