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_ PACPIEM DA HINH RS1333040 GEN ANRIL ' NGU'O'T BENH
NHOI MAU CO TIM CAP TAI BENH VIEN PA KHOA HOAN MY CU’U LONG

Tran Thi Thu Lan!, Pham Thi Ngoc Nga2, P Hoang Long?,
Trinh Thi Hong Cia?, Huynh Vo Hoai Thanh3, Dwong Hong Quan*

TOM TAT

P&t van dé: ba hinh don nucleotide rs1333040
gen ANRIL ducc blet dén co lién quan vdi mot s6 dac
diém lam sana, can [&m sang o} ngu‘d| bénh nh6i mau
cd tim (NMCT) cdp. Muc tiéu: Khao sat dic dlem da
hinh rs1333040 gen ANRIL & ngudi bénh nhdi mau co
tim cdp tai Bénh vién ba khoa Hoan My Cuu Long. Doi
tugng va phucng phap nghlen citu mo ta cat
ngang, co phan tlch trén 80 nger| bénh. NMCT cap
dugc chan doan va diéu tri tai Bé&nh vién Pa khoa
Hoan M§ Cau Long. Két qua: doi tugng nghlen ctru
cd tubi trung binh 66, 8+10,47; nam gidi ch|em 58,8%.
Tang huyet ap (83, 8%) va rdi loan lipid mau (80, 0%)
la cac yéu to nguy cd bénh mach vanh thu’dng gap
nhat 55,0% ngudi bénh thudc nhom nh6i mau cg tim
cap khong ST chénh 1&n. D3c diém da hinh rs1333040:
kieu gen TT, TC, CC lan lugt la 58,8%, la 33,7 %,
7,5%, kiéu alen T vGi 75,6%, alen C 24,4%. Ngh|en
clu chua ghi nhan sy’ khac biét mang y nghia thong
ké gilta ty l& 3 kiéu gen TT, TC va CC vai cac dac
diém: tudi, gidi tinh, thé lam’ sang va mdt s& yéu t6
nguy cd t|m mach. Két luan: Khao sat da hinh
rs1333040 G 80 ngerl bénh NMCT c8p tai Bénh vién
ba khoa Hoan My Clru Long ghi nhan kiéu gen TT va
alen T chiém ti Ié cao nhat. Can nghién clru véi c&
mau I6n hon d& tim hiéu méi lién quan giita ty 1& da
hinh véi cac nguy ca tim mach.
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SUMMARY
CHARACTERISTIC OF THE rs1333040
POLYMORPHISM OF THE ANRIL GENE IN
HUMAN AMERICAN MISCELLANEOUS AT THE

HOAN MY CUU LONG GENERAL HOSPITAL

Background: Single nucleotide polymorphism
rs1333040 ANRIL gene is known to be associated with
some clinical and subclinical features in patients with
acute myocardial infarction. Objectives: To
investigate the characteristics of rs1333040 ANRIL
gene polymorphism in patients with acute myocardial
infarction at Hoan My Cuu Long General Hospital.
Materials and methods: a cross-sectional
descriptive study with analysis on 80 patients with
acute myocardial infarction diagnosed and treated at
Hoan My Cuu Long General Hospital. Results: The
study subjects had an average age of 66.8+10.47;
Men accounted for 58.8%. Hypertension (83.8%) and
dyslipidemia (80.0%) were the most common
coronary heart disease risk factors. 55.0% of patients
were in the non-ST-segment elevation acute
myocardial infarction group. Characteristics of
polymorphism rs1333040: genotype TT, TC, CC were
58.8%, 33.7%, 7.5%, respectively, T allele with
75.6%, C allele 24.4%. The study had not recorded a
statistically significant difference between the rates of
three genotypes TT, TC and CC with the following
characteristics: age, sex, clinical forms and some
cardiovascular risk factors. Conclusion: Surveying
polymorphism rs1333040 in 80 patients with acute
myocardial infarction at Hoan My Cuu Long General
Hospital recorded the highest percentage of TT
genotype and T allele. Further studies with larger
numbers of patients are needed to determine the
association of polymorphism rates with cardiovascular
risks. Keywords: Acute myocardial infarction, ANRIL,
rs1333040.
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I. DAT VAN DE

NhGi mdu cd tim cdp la nguyén nhan hang
dau gay tr vong & cac qubc gia phat trién va la
ganh nang bénh tat ngay cang gia tdng & cac
nudc dang phat trién. O Viét Nam, NMCT cép
dang cd xu hudng tdng nhanh. NMCT cé thé di
truyén, ngay cang co nhiéu bdng ching cho thady
tinh da hinh di truyén trong cac gen ung vién c6
lién quan dén nguy cd NMCT [1]. Nhiém sic thé
9p21.3 la mét vi tri c6 nguy co mac bénh dong
mach vanh. Khoang gen nay kéo dai 58kb chi(ra
mot gen cho RNA khong ma hda dai (IncRNA)
dugc goi la ANRIL (RNA khéng ma hoda antisense
trong locus INK4). Nhiéu nghién clu da chiing
minh rdng cac da hinh gen ANRIL c6 lién quan
dén rdi loan mach mau, dang chd y la bénh dong
mach vanh, dugc coi la yéu t6 nguy cd gay ra cac
su kién de doa tinh mang nhu nhGi mau cd tim va
dét quy [2]. Cac da hinh trong vung khdi dong
INcRNA ¢4 thé tu thay d6i hoat ddng phién ma va
do dé l1am thay ddi mdc dd biéu hién clia nd. Mét
s6 da hinh nhat dinh cia ANRIL nhu rs4977574,
rs1333040, rs1333042 va rs10757274 cb lam tang
nguy cd NMCT. Alen rs1333040 T la mot chi so vé
tinh nhay cam di truyén d6i véi NMCT, dac biét la
G ngusi chau A [3]. Nghién cltu cta chdng toi
dugc thuc hién véi muc tiéu: Khdo sat dic diém
da hinh rs1333040 gen ANRIL & nguoi bénh nhoi
mau co tim cap tai Bénh vién Pa khoa Hoan My
Cuu Long, nam 2022-2023.

Il. BOI TUQNG VA PHU'ONG PHAP NGHIEN CUU

2.1. Poi tugng nghién ciru:

D67 tuong: 80 ngudi bénh NMCT cap dugc
chdn doan va diéu tri tai Bénh vién Da khoa
Hoan My Clru Long tur thang 12/2022 dén thang
5/2023. i

Tiéu chudn chon mau: ngudi bénh dugc
chan doan NMCT cdp (gébm NMCT khdng ST
chénh 1én va NMCT ST chénh Ién) theo tiéu
chudn clia Hdi Tim mach Hoa Ky/Trudng mén
tim mach Hoa Ky 2016 (AHA/ACC) va dong y
tham gia nghién ctru.

Tiéu chuan loai tri: ngudi bénh bénh ung
thu giai doan cudi; ngudi bénh hon mé va ngudi
bénh NMCT th(r cap.

2.2. Phuong phap nghién ciru:

Thiét ké nghién cau: mo ta ct ngang, ¢
phan tich. _

C6 mau: 80 ngudi bénh.

Néi dung nghién cuu:

- D4c diém cla ddi tugng nghién clu: tudi,
gidi tinh, thé 1am sang, yéu t6 nguy cd tim mach
(hat thudc 13, thira can, béo phi, tién s gia dinh

mac bénh tim mach, tdng huyét ap, dai thao
dudng, rdi loan lipid mau).

- P3c diém da hinh rs1333040 gen ANRIL: tan
s& alen C va T va ty Ié ki€u gen TT, TC, CC, su
phan ly doc lap cla cac alen co tuan theo trang
thai can bang theo dinh ludt Hardy-Weinberg.

- Lién quan ty 1é ki€u da hinh rs1333040 gen
ANRIL véi cac ddc diém cla ddi tugng nghién
clru, bao goém: tudi, gidi, thé bénh va mét sd yéu
t6 nguy co tim mach. Lién quan mang y nghia
thong ké khi p <0,05.

Phuong phap thu thap va xi’' ly sé liéu:
da hinh gen dugc xac dinh bang ky thut PCR-
RFLP tai phong sinh hoc phan tir, trudng Dai hoc
Y Dugc Can Tha. Tat ca cac so liéu dugc thu
thap va x& ly bdng phan mém SPSS 20.0. Kiém
dinh can bang Hardy-Weinberg da dugc ap dung
dé€ xac nhan su phan ly doc 13p cla cac alen
(tudn theo trang thai can bang dinh ludt Hardy-
Weinberg khi p>0,05). Kiém dinh Fisher’s exact
test d€ tim su’ khac biét (c y nghia théng ké khi
p <0,05).

Pao dic nghién cau: nghién ciu dugc
chdp thuan cua HG6i dong dao duc trong nghién
cltu Y sinh hoc, Pai hoc Y t€ cong cong, sO
225/2023/YTCC-HD3 ngay 10/5/2023, ma soO
023-225/DD-YTCC.

Il. KET QUA NGHIEN cUU
3.1. Déc diém cua doi tugng nghién ciru
Bang 1: Pac diém chung cua déi tuong

Pac diém chung S;I’;a(:) 1(-!/5_
Dudi 60 tudi 20 | 25,0
Tudi TU 60 tudi trd 1én 60 | 75,0
Trung binh 66,8+10,47
GigGi Nam 67 | 58,8
tinh NI 33 | 41,2
Thé NMC'[:cé“p S-II—(rfhénhSIén 36 | 45,0
n NMCT cap khong ST
benh chénh Ién 44 1550
Hut thudc 13 40 |50,0
Thua can - Béo phi 11 13,8
~ .~ | Ti€n s gia dinh mac
nYi“ tg o bénh tim mach 2 2,5
guy Tang huyét ap 67 |83,8
Pai thao dudng 27 33,8
R&i loan lipid mau 64 | 80,0

Nhdn xét: tudi trung binh ctia ngudi bénh la
66,8+10,47, ty 1& mic bénh & nhém tudi tir 60
tudi tré 18n. Nam gidi chiém ty 1é cao hon nit
(58,8%). Trong 2 thé& bénh, ngudi bénh NMCT
cap khong ST chénh Ién chiém ty I€ cao han
(55,0%). V& mot s6 yéu to nguy cd, NMCT cdp
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c6 tang huyét ap chiém ty Ié rat cao 83,8%, roi
loan lipid mau la 80,0%, ding th( ba la dai thao
dudng chiém ty 1€ 33,8%. Ty & ngudi bénh hit
thuéc 1a 1a 50,0%, thira can-béo phi chi€ém
13,8%, tién sir gia dinh mac bénh tim mach
chi€ém ty |é rat thap la 2,5%.

3.2. Pac diém da hinh rs1333040 gen
ANRIL va mot so yéu td lién quan

- Tan sd ki€éu gen rs1333040 gen ANRIL
trong nghién clru G trang thai can bang Hardy-
Weinberg (x2 = 0,57, P = 0,45).

- ba hinh rs1333040 gen ANRIL

Bdng 2: Pac diém da hinh rs1333040

gen ANRIL
Péc diém da hinh Tanso | Tylé
rs1333040 gen ANRIL (n) | (%)

. CC 6 7,5
Kiéu gen TC 27 33,7
TT 47 58,8

C 39 24,4

Alen T 121 | 75,6
R .| TT+TC 74 92,5
MO hinh troi cc 6 75
R N CC + TC 33 41,2
MO hinh lan Bl 47 58.8

Nhén xét: ti 1é ki€u gen TT chiém cao nhét la
58,8%; ti 18 ki€u alen chiém nhiéu nhét la kiéu alen
T vGi 75,6%; mo hinh tr0i TT+TC chiém ti 1€ cao
nhat 92,5%, mo hinh 1an TT chiém ti Ié 58,8%.

- Lién quan gilta ty |é da hinh rs1333040 cua
gen ANRIL vdi mdt s6 déc diém cua déi tugng
nghién clru

Bang 3: Lién quan giiia ty Ié da hinh rs1333040 cua gen ANRIL vdi mét sé dic diém

Dic diém déi tugng o eugenn (o) _ p
= PR ACE Tar
ot L E e
CmEe TR

K St e
Thira can béo phi thaéng j((%%';)) 234((1818',19)) 461((1827'?2)) 0,331
Tién sif gia dinh Kr%éng 60(1(82)) 270((100)0) % Eg?}) 0,598
oitinass e s S
e . g
R&i loan lipid mau thaéng ‘;((3636,'37)) 252((1881,'55)) 398((189‘3'19)) 0,687

Nhan xét: chua ghi nhan su khac biét mang
y nghia thdng k& gilta ty 1& cac ki€u gen
rs1333040 clia gen ANRIL vGi cac dic diém cua
ddi tugng nghién clru: tudi, gidi tinh, thé 1am
sang va mot s yéu to nguy cg tim mach.

IV. BAN LUAN

4.1. Pac diém cua dbi twong nghién
clru. Trong téng s& 80 ngudi bénh NMCT cép,
dd tudi tir 60 tudi tré 1én chiém ti Ié cao han vi
tudi nay phl hgp vdi co ché& bénh sinh cta hién
tugng ldo hoda, xa vira va xd clrng mach mau do
qua trinh 130 hda theo tudi. Nam gidi mac bénh
nhiéu hon ni¥ giGi ¢ thé do I6i sBng nam gidi cd
hit thudc la va udng nhiéu bia rugu nén nguy cd
bénh tim mach nhiéu han & nit gidi. Két qua nay
tuong tu' nghién clu cua tac gia Nguyen Van Tin
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[4] trén ngudi bénh NMCT cap tuGi trung binh la
66,55+11,01, nam chiém 59,3%, nif chi€m 40,7%.

Cac yéu to nguy cd va bénh tim mach kem
theo & nguGi bénh NMCT cdp cd tdng huyét ap,
rGi loan lipid mau, va hat thudc & chiém ti |1é cao,
bén canh dé bénh dai thao dudng cling la yéu to
thuGng gap trong nhodi mau cg tim cap. Két qua
nay tuong dong vdi tac gia tac gia Tran Hoa [5]
tang huyét ap (68,8%), rdi loan lipid mau
(38,9%), hut thudc 1a (36,3%). Tugng tu, nghién
cttu ctia Abdul Ghaffar Memon [6], thi yéu t6 nguy
cd tang huyét ap chiém ty 1€ cao nhat 70,0%, ké
dén la hut thudc 1a (59,0%), con lai la dai thao
dudng (30,0%). Trong cac yéu to nguy cg lién
quan dén bénh tim mach thi c6 mét s6 yéu t6 cd
thé thay ddi dudc nhu (ting huyét ap, hat thudc
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13, r6i loan lipid mau, ché d6 an udng khong lanh
manh va cdng thang trong céng viéc), yéu t6
khong thé thay ddi dudgc (tudi, gidi tinh).

4.2. Pic diém da hinh rs1333040 gen
ANRIL va mat s6 yéu to lién quan. Thuc hién
kiém dinh can bang Hardy-Weinberg da dugc ap
dung dé€ xac nhan su phan ly doc 1ap cua cac
alen Cva T, vdi gia tri 2 = 0,57 va P = 0,45 cho
thdy quan thé ngudi bénh NMCT cip tham gia
trong nghién c(tu dat trang thai can bang theo
dinh luat Hardy-Weinberg. K&t qua nghién ciiu &
bang 2 cho thay ti 1& ki€u gen TT chiém cao nhét
la 58,8%, ki€u gen TC thdp hon 1a 33,7% va ki€u
gen CC thdp nhat chi chiém 7,5%. Két qua nay
tuong doéng vdi nghién ciu cua Lin Hu [7]
(2019), nghién clu trén quan thé ngudi Chau A
ghi nhan kiéu gen déng hop kiéu dai rs1333040
TT chiém da s, tiép theo la kiéu gen dj hgp TC, va
chiém ti 1& thdp nhét la kiéu gen déng hop tir CC.

Nghién ctu vé mdi lién quan gilta da hinh
rs1333040 vd&i mot s6 dic diém va yéu t8 nguy
cd G nguGi bénh NMCT cap trong cong doéng
ngudi Han [8], Hua va cong su ghi nhan co su
lién quan gilta kiéu gen rs1333040 (TT, TC va
CC) v4i didc diém hat thubc > 20 diéu/ngay
(p <0,017); ki€u gen rs1333040 TT cé tuong
quan thuan véi nguy cd mdc NMCT. Cac yéu t6
nguy cd nhu: bénh ti€u dudng, huyét ap cao,
hat thudc, tudi tac va ki€u gen TC ¢ lién quan
chit ch& vSi nguy cd NMCT cép, kiéu gen
rs1333040 CC va tang lipid mau c6 tuang quan
nghich v8i nguy cd NMCT cap (p< 0,05). Tuy
nhién, két qua & bang 3 trong nghién clru cla
ching t6i chua ghi nhan su khac biét mang y
nghia théng ké gilra ty 1é cac ki€u gen rs1333040
cla gen ANRIL vGi cac déc diém cla ddi tugng
nghién cru: tudi, gidi tinh, thé 1dm sang va mot
s6 yéu t6 nguy cd tim mach (p>0,05). Nghién
cttu cua Khadijeh Golabgir Khademi [9] cling cho
két qua tuong tu khi tién hanh phan tich ki€u
gen cho da hinh rs1333040 & quan thé ngudi
bénh mac dong mach vanh & Tay Nam Iran.
Nhom tac gid nay khong ghi nhan mai lién quan
nao cua da hinh rs1333040 véGi cac dic diém vé
tudi tac, gidi tinh, bénh tiéu dudng va tdng huyét
ap (p >0,05).

DGi v6i da hinh gen, ban chat cla moi da
hinh sé dac trung cho chdng tbc, dia ly, moi
trudng sdng,...Dén thdi diém nay, nghién clu vé
da hinh rs1333040 gen ANRIL G ngudi mac bénh
NMCT cap ¢ 1€ la nghlen cltu dau tién & Viét
Nam. Va do han ché vé ¢ mau (chi c6 80 ngudi
bénh NMCT cdp) tuy két qua nghién clru chua
ghi nhan mai lién quan cé y nghia thng ké ty 1€

ki€u gen & ngudi bénh NMCT cdp nhung day
cling s& I3 tién dé ban ddu d€ trién khai nhiing
nghién clftu ti€p theo c6 cd mau I6n haon va
chuyén sau han.

V. KET LUAN

Khdo sat déc diém da hinh rs1333040 gen
ANRIL & 80 ngudi bénh nh6i mau cd tim cap tai
Bénh vién Da khoa Hoan My Clu Long, nam
2022-2023, két qua cho thdy tan suat alen T va
ki€u gen TT cla rs1333040 chiém ty I& cao hon
alen C va 2 ki€u gen TC cling nhu’ CC con lai. Két
qua nghién clfu chua ghi nhan su khac biét
mang y nghia théng ké gilta ty 1& ki€u da hinh
rs1333040 gen ANRIL vSi mdt s& ddc diém cua
ngudi bénh NMCT céap.
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