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khang ampicillin/sulbactam 75%, ceftazidin
62.5%. Nhay cam vGi levofloxacin  85.7%,
amikacin 75%, ertapenem va imipenem 71.4%.
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TOM TAT

Gen SPAG8 (Sperm associated antigen 8) la mot
trong nhiing gen tham gia vao qué trinh sinh tru’(’jng
va biét hda tinh trung ¢ nam g|d| ma vai tro cla nd
con chua dugc minh chimg rd rang Muc tiéu: danh
gla mu‘c do biéu hién mRNA cla gen SPAGS ¢ nam
gldl v sinh. Dai tugng va phu’dng phap 50 mau
mau ngoai vi (25 mau clia bénh nhan vo sinh nam, 25
mau cta nhém cerng) Su dung ky thudt RT- qPCR de
khao sat bleu hién mRNA cua gen SPAGS. Két qua:
Mirc d biéu hién mRNA trung binh clia gen SPAG8 &
nhém bénh = 0,8205+1,316 (0 091 - 3,977). Murc d6
biéu hién MRNA trung binh cla gen SPAG8 & nhom
chiing =1,418+1,115 (0,306 — 3,464). M(c dd biéu
hién MRNA cla gen SPAG8 cua nhém vd smh nam
thap hon & nhom cerng su khac biét cd y nghia
théng ké véi p<0,05. K&t luan: Nghién cru budc dau
da chi ra mirc do biéu hlen cua gen SPAG8 trong mau
ngoai vi trén bénh nhan vo sinh nam th&p hon so Véi
nhém ching, ggi y mai lién hé cta gen nay véi bénh
v0 sinh & nam gidi.

Tur khoa: Vo sinh nam, mRNA, RT - qPCR, SPAG8

SUMMARY
EVALUATING THE mRNA EXPRESSION LEVEL

1Truong Dai hoc Y Ha Noi

2Bénh vién Pai hoc Y Ha NGi

3Bénh vién Pa Khoa Medlatec

Chiu trach nhiém chinh: Vi Thi Ha
Email: vuthiha@hmu.edu.vn

Ngay nhan bai: 6.01.2023

Ngay phan bién khoa hoc: 22.2.2023
Ngay duyét bai: 8.3.2023

56

OF SPAG8 GENE IN MALE INFERTILITY

The regulation of spermatogenesis and sperm
differentiation is controlled by different types of gene.
SPAG8 (sperm associated antigen 8) is a gene
involving in the regulation process but the role of this
gene remains unclear. Objectives: Evaluating the
mRNA expression level of SPAG8 gene in blood
samples from infertile males. Material and
methods: total RNA from 50 peripheral blood
samples (25 samples of infertile males, 25 samples of
control group) were extracted. The mRNA expression
level of SPAG8 gene were determined using RT-qPCR
assay. Results: The average mRNA expression level
of SPAG8 gene in infertile males = 0.8205+1.316
(0.091 - 3.977). The average mRNA expression level
of SPAG8 gene in the control group = 1,418+1,115
(0.306 — 3.464). The mRNA expression level of the
SPAG8 gene of the male infertility group was lower
than the control group, the difference was statistically
significant with p<0.05. Conclusion: Initial study has
shown that the expression level of SPAG8 gene in
peripheral blood is lower in male infertility patients
than in control group, suggesting a correlation
between this gene and male infertility.

Keyworlds: Male infertility, mRNA, RT-gPCR,
SPAG8

I. DAT VAN DE

VO sinh la tinh trang mot cap vg chong trong
dd tudi sinh dé, cd sinh hoat tinh duc binh
thudng trén mot ndm va khéng dung bién phap
trdnh thai nao ma khéng thé cé thai.! Theo TG
chlrc Y t€ Thé gidi, trong sd cac cap vg chong &
dd tudi sinh san gap van dé vé viéc sinh con thi
30 - 40% do nam gidi, 40% do nir giGi, 10% do
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ca nam va nit, 10% khong rd nguyén nhan.! Vo
sinh & nam giGi do nhiéu nguyén nhan gay nén,
moi nguyén nhan cé nhitng cach diéu tri khac
nhau. D& diéu tri hiéu qua va cd thai do xu ly
ding dan, tu van di truyén, chdn dodn nguyén
nhan gay vo6 sinh nam gidi la hét sirc can thiét.

VO sinh nam thugng la mét roi loan da nhan
t8, gay khé khan cho ching ta khi tim hi€u vé cac
nguyén nhan di truyén. Tuy nhién, cac nghién ciiu
di truyén hoc da phat hién ra mét s6 gen bi anh
hudng & nhitng nam gidi v6 sinh véi cac bat
thudng vé gen, gép phan dinh hudng cho can
thiép va diéu tri. Han nira, cac m6 hinh chudt bién
ddi gen da cung cap cac thong tin cd gid tri vé cac
gen quan trong can thiét cho cac qua trinh biét
hoa té bao mam dan boi nhu’ gen SPAGS.2

Gen SPAGS8 (Sperm associated antigen 8) ma
hdéa cho protein cung tén, la mét trong nhirng
protein d3c hiéu cua tinh hoan dugc biéu hién
trong qua trinh biét héa t€ bao mam.3> Mot so
nghién ctu trén thé gidi da chirng minh chirc
nang quan trong ctia SPAG8 trong qua trinh sinh
tinh & m6 hinh chudt va ¢ ngudi. Piéu nay da
md& ra mot hudng nghién clru mdéi vé vai tro cua
SPAGS trong vO sinh nam, dong thdi cé thé gép
phan thu hep ti 1€ nhédm nguyén nhén vé sinh
chua dugc hiéu biét rd.

Hién nay tai Viét Nam cling nhu trén thé
gidi, vai trd cu thé cla SPAGS8 trong qud trinh
sinh tinh chua dugc chirng minh rd rang, do vay
ching t6i thuc hién dé tai nay véi muc tiéu:
Panh gid mdc dd biéu hién mRNA cla gen
SPAG8 & nam gidi v0 sinh bdng ky thudt RT-
quantitative PCR.

II. OI TVONG VA PHUONG PHAP NGHIEN CU'U

2.1. DOi tugng nghién ciru: 50 mau mau
ngoai vi chia thanh 2 nhém: Nhédm bénh gém 25
mau dugc thu thap ti bénh nhan nam trong do
tudi sinh san (20 - 55 tudi), vd sinh chua ro
nguyén nhan va nhom chirng gom 25 mau mau
ngoai vi, dugdc thu thap tUr ngudi nam binh
thudng trong dd tudi sinh san va da cb it nhat
mot con.

2.2. Phuaong phap nghién ciru

- Phuong phap mé ta cdt ngang.

- Th@i gian nghién clru: tir thang 6/2021 dén
thang 8/2022.

- Pia diém nghién clru: Trung tdm Di truyén
ld&m sang va Hé gen, Bénh vién Dai hoc Y Ha Noi,
Trung tdm Gen-Protein, Trudng Pai hoc Y Ha NGi.

- Quy trinh thuc hién: 3

+ Tach chiét mRNA: mRNA tr mau mau
dugc tach chiét bang bd kit Qiagen

+ Tong hgp cDNA: mRNA thu dugc vdi dd
tinh sach dat chudn dugc chuyén thanh cDNA
bang bd kit RevertAid First Strand cDNA Synthesis
(Thermo Fisher Scientific, USA). St dung 5ul RNA
ly trich va 15ul RevertAid First Strand cDNA
Synthesis mix, dung méi Oligo (dT)1s v&i chu trinh
nhiét: 42°C - 60 phdt, 72°C - 5 pht.

Kiém tra chat lugng cDNA d& téng hgp bdng
cach thuc hién phan &ng PCR véi gen ndi chudn
GAPDH. Thanh phan phan 'ng gom cé Master
mix 2x, cap moi GAPDH F/R, cDNA, nudc cat.
Chu trinh nhiét cGa phan (ng: 94°C - 3 phdt, 35
chu ki (94°C - 30 giay, 58°C - 30 giay, 72°C - 45
gidy), 72°C - 5 phut. Sau dé6 mau dugc bao quan
d 4°C. San phdm PCR dudc chay trén gel
agarose 1% dé kiém tra.

+ Bi€u hién mNRA bdng ky thudt gPCR:
cDNA sau khi dugc téng hop s& dudc khuéch dai
nham phat hién gen SPAG8 va gen GADPH. Su
hién dién cta 2 gen nay dudc xac dinh bang ky
thuat realtime - PCR vdi chat mau huynh quang
la SYBR Green.

Trinh tu cap m6i dac hiéu cho gen SPAGS da
dugc mo ta trudc day:>6

F - CAAGCATGCAGGATGGCTCT

R - ATGGCTTCACGCTTCCCTCG.

Chu trinh luan nhiét gom 3 giai doan: giai
doan 1 gobm 2 budc 50°C - 2 phdt, 95°C - 10
phut; giai doan 2 (PCR) 40 chu ki (95°C - 15
gidy, 60°C - 1 phut), doc tin hiéu huynh quang &
budc 60°C; giai doan 3 (melt curve) gom 3 budc
95°C - 15 gidy, 60°C - 1 phdt, 95°C - 1 gidy.

2.3. Pao dirc nghién ciru. Cac s6 liéu va
thong tin nghién clfu hoan toan chinh xac, trung
thuc, khach quan va dudc chap thuan béi cc sé
nghién clru. Cac thong tin cad nhan s€ dugc dam
bao bi mat va chi phuc vu cong tac nghién clru.

Il. KET QUA NGHIEN cUU
3.1. Dic diém cha doi tugng nghién ciru
Bang 1. Pac diém cua déi tuong nghién ciiu

Nhom bénh Nhém chirng
(n=25) (n=25
Tudi trung| Trung binh | SD | Trung binh| SD
binh 31,88 6,864 30,44 |5,21§
Matdo |Vo tinh (0/ml) 16
tmh(:gung Th|(e<u1;|nh . >15 tridu/ml
lwvgng/ml)| triéu/ml)

3.2. Két qua danh gia mirc do bi€u hién
mRNA

3.2.1. Két qua sao ma nguoc cDNA tiur
mRNA
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Mau bénh nhén Mau chimg

2 3 4 5 6 78 9 10 11 12

13 14

Hinh 1. Hinh anh dién di khuéch dai gen
GADPH tir cDNA

M: Thang chuén 100bp

S1, S2: san pham PCR cua mau bénh nhan

C1, C2: san phdm PCR clia mau ching

Sau khi khuéch dai cDNA cia gen GADPH &
2 mau bénh nhan va 2 mau chiing, két qua dién
di cho thdy tat c& cdc mau déu xu&t hién bing
dién di kich thudc khoang 496bp. Két qua hinh 1
cho thay chat lugng mRNA cla cac mau tot, dam
bao tiéu chudn cho phan (g, dong thdi khdng
c6_su khac biét vé lugng mau da si dung trong
moi phan U'ng PCR.

3.2.2. Mic dé biéu hién mRNA cua gen
SPAG8 J nam gidi vé sinh (Biéu dé 1)

SPAGS
]
*

[ OO I T S

Mire dd bicu hién mRNA cia gen

==

1

o

B Nhom vé sinh nam [ Nhom chirng

Biéu db 1. Mit db biéu hién mRNA trung binh cda
gen SPAG8 trong nhom bénh va nhom chunhg
Bang k¥ thuat gPCR, nghién cliu da xac dinh
dugc mic do biéu hién mRNA cla gen SPAGS &
nhém bénh (0,8205+1,316 ) thap han cd y nghia
so vGi nhdm chiing (1,418+1,115) vdéi p=0,03.
3.2.3. Moi lién hé giia biéu hién cua
MRNA cua gen SPAGS8 vdi mat dé tinh
trang (Biéu dé 2)

- in N

Mire 66 biéu hign mRNA cla gen SPAGS

e} ‘
Nhém vé tinh Nhom thiéu tinh

Biéu db 2. Mic dé biéu hién mRNA
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trung binh cua gen SPAGS8 trong nhom
bénh nhén vé tinh va thiéu tinh

Trong 25 bénh nhan v6 sinh nam, mdc do
bi€u hién mRNA trung binh cta gen SPAGS trong
nhom bénh nhan vo tinh = 1,7926 + 0,7916.
M{c d6 bi€éu hién mRNA trung binh cla gen
SPAG8 trong nhém bénh nhan thi€u tinh =
0,3593 + 0,2245. Tuy nhién khéng cé su khac
biét cd y nghia gilta hai nhém (p=0,54).

IV. BAN LUAN

Khi hoat dong, gen sao ma tao mRNA, tir
mRNA qua qua trinh dich ma tao thanh protein
quy dinh céc tinh trang cla cd thé, qua trinh nay
con dudc goi 1a bi€u hién gen. Biéu hién gen la
qua trinh rat phic tap, trai qua nhiéu giai doan
va phu thudc vao rat nhiéu yéu t&. D& phan tich
mic dé bi€u hién bénh, viéc nghién clu & san
phdm mRNA sé truc tiép hon so véi nghién clru
thay déi DNA, tuy nhién nghién ctu san pham
mRNA khdé hon so véi nghién ciru d DNA. VGi
viéc tach chiét va dinh lugng mRNA cua gen
SPAG8 thanh céng, nong d0 mRNA tach chiét
dugc & ca bénh nhan va nhdom ching déu dat
ndng dd cho phép dé tién hanh cdc phan (ng
ti€p theo la rat quan trong d€ nghién clu
nguyén nhan, cd ché clia vo sinh nam lién quan
dén gen SPAGS.

Nghién cru cua Li va cong su® cho thay gen
SPAG8 da ngan chan su’ gia tang cla cac té bao
CHO-K1 bdng cach kéo dai giai doan G2 / M.
SPAGS8 tri hodn tién trinh chu ky t€ bao bdng
cach diéu hoa trang thai phosphoryl hdéa cua
cdc2. Su kich hoat cdc2 / cyclin B déng vai tro la
yéu t0 khdi dong cho qua trinh di vao nguyén
phan. Cdc2 chi hoat déng & giai doan chuyén
ti€p G2 /M va bi bat hoat khi cac t€ bao di vao
giai doan ki sau cGa qua trinh nguyén phan.®
Ngoai ra, nghién cltu cling cho thay trong chu ki
té bao, qua trinh hinh thanh cau tric vi 6ng cua
thoi vd sdc va su xudt hién cua SPAG8 cd mdi
guan hé chat ché véi nhau, day la cdu tric can
thiét cho qua trinh sinh tinh dé& bién déi tién tinh
trung thanh tinh trung trudng thanh.®> Vi vay, &
nhém c6 bi€u hién SPAGS cao han, thdi gian cho
cac té bao budc vao qua trinh phan chia bi kéo
dai so vGi nhodm khéng biéu hién SPAG8 gay
chdm tré cho qua trinh nguyén phén hay giam
phan cla t€ bao.> Do do, trong qua trinh sinh
tinh, su biéu hién cao clla SPAG8 c6 thé dan dén
giam mat do tinh trung.

Ném 2010, nghién clu cla Hong Wu va
cdng su' cho thdy SPAG8 cd thé déng vai trdo nhat
dinh d6i v8i mdi lién két gilta CREM (cAMP
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response element modulator) va ACT (activator
of CREM in the testis).* CREM la chat hoat hoa
phién ma chinh trong qua trinh sinh tinh, lam
trung gian cho qua trinh phién ma cla nhiéu gen
sau giam phan. Qua trinh sinh tinh & nhiing con
chudt thi€u CREM dirng & tién tinh trung, khi dé
cac t€ bao trai qua cd ché chét t€ bao theo
chufdng trinh (apopt05|s), dan dén vo sinh.* ACT
6 thé kich hoat CREM ma khdng can phosphoryl
hda, qua dé kich hoat cac qua trinh phién ma
phu thudc. Ngoai ra, nghién ctu cling nhan thay
su' phan bé SPAG8 phan I6n trung lap v&i ACT
trong qua trinh phat trién tinh hoan. Hon nifa,
SPAG8 ddng vai tro tang cudng hoat hdéa phién
ma cla CREM qua trung gian ACT va lién két cua
ACT vdi CREM. Nhitng két qua nay chi ra rdng
SPAGS8 c6 thé tham gia vao con dudng diéu hoa
phién ma cua phiic hgp CREMT-ACT trong qua
trinh sinh tinh.* Nhu vay, theo gid thi€t nay,
SPAG8 c6 thé c6 méi lién quan chat ché dén s6
lugng tinh tring dugc san sinh.

SPAGS8 dugc tim thdy biéu hién & phan dau
va doan gilta cla dubi 6ng sinh tinh trudng
thanh ndi khdng c6 ACT biéu hién, cho thdy
SPAG8 c6 cac vai tro khac trong tinh trung
trudng thanh.* Theo tac gia Cheng va cong su,
thiéu SPAG8 c6 thé anh hudng dén phan (ng
acrosome va lién két gilta dau acrosome va
mang zona pellucida trén t€ bao trirng, dan dén
thu tinh khong thanh cong.’

Két qua & biéu dd 1 cho thdy, biéu hién cua
mRNA gen SPAG8 & nhém bénh thp hon biéu
hién & nhdm chdng, su khac biét c6 y nghia
thong ké véi p<0,05. K&t qua nay phu hgp vdi
gia thiét cho rang SPAG8 anh hudng dén lién két
CREM-ACT va c6 tac dong tich cuc dén qua trinh
sinh tinh, & nhom chiing, mMRNA clia gen SPAGS
bi€u hién cao hon cho thay ti 1& thuén véi mat do
tinh trung. Tuy nhlen két qua nay lai di ngugc lai
gia thiét cho rang SPAG8 anh hu’dng dén pha
G2/M, dan dén c ché sy phét trién cla t& bao.
DuGi gia thiét nay, nhdm ching phai c6 biéu
hién mRNA thap han so véi nhém bénh.

K&t qua & bi€u dd 2 khdng cho thdy mdi lién
hé cd y nghia nao gitta mét dd tinh tring va biéu
hién mRNA clia gen SPAGS8 khi so sanh bi€u hién
gitta 2 nhdm vo _tinh va thiéu tinh (p= 0,054).
Cho dén nay, van c6 nhitng gid thuyét mau
thuan khi cdc nha khoa hoc tién hanh nghién cru
trén cac dong té bao khac nhau va nhitng giai
doan khac nhau cla chu ky té€ bao. Do do,
huéng nghién ciu vé sy anh hudng cua gen
SPAGS8 trén bénh nhan nam gidi vd sinh cling
nhu cac bénh ly khac van con la hudng nghién

clfu md@. MGt s6 nghién cltu trén thé gidi cling da
phat hién su biéu hién tang cao cua SPAGS trén
mot s khoi w8 vi vay can ti€p tuc thuc hién
nghién clu mic dd bi€u hién mRNA véi cd mau
I6n hon va 8 cdc mod khac nhau, su biéu hién &
muc do protein va cac yéu t6 anh hu’dng dén
m{c do biéu hién cla gen. Mat khac, cling can
chu y réng két qua nay van con mau thuan, cd
mau nhd nén khong thé tranh khdi sai s6. Do dé
can tién hanh nhiéu nghién clu khac véi cac
phuong phap khac nhau dé khang dinh vai tro
clia SPAG8 vdi qua trinh sinh tinh va c6 thé la co
s@ cho viéc xac dinh nguyén nhan vé sinh nam,
dinh hudng cho qua trinh diéu tri va tu van di
truyén cho nhiing trudng hgp vo sinh nam, dac
biét v&i nhitng cap vg chong vo sinh khong r6
nguyén nhan.

V. KET LUAN

MUc d6 bi€u hién mRNA trung binh cta gen
SPAG8 & nhém bénh = 0.8205+1.316 (0,091 —
3,977). Mirc dd biéu hién mRNA trung binh cua
gen SPAG8 & nhom chirng = 1.418+1.115 (0,306
- 3,464). M(c dd biéu hién mRNA cla gen
SPAG8 clia nhém v6 sinh nam thap han & nhém
chirng, su khac biét cé y nghia thong ké vdéi
p<0,05.

Két qua nghién ctru phu hgp véi gia thiét cho
rang biéu hién cia gen SPAG8 anh hudng tich
cuc dén qua trinh sinh tinh. Dudi gia thi€t khac
cho rang SPAGS8 kéo dai va giam hiéu qua trong
qué trinh sinh tinh, nhém bénh phai cé dd biéu
hién cao han so v6i nhom chirng, do d6 da co6 su
mau thuan véi két qua thuc t€. Nghién ctu vé
SPAGS8 cd y nghia quan trong d&i véi viéc hiéu rd
dugc ban chat clia qua trinh sinh tinh, xa han co6
y nghia ¢’ng dung trong viéc chan doan va diéu
tri cho cac bénh nhan vo sinh nam.
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SIEU AM TIM O’ BENH NHAN POT QUY THIEU MAU NAO
PU’O'C TAI THONG MACH NAO TAI BENH VIEN PAI HOC Y HA NOI
Nguyén Thi An!, Nguyén Anh Tuén'?2, Hoang Bui Hail3

TOM TAT

Muc tiéu: Nghién cfu nhdm mé ta dic diém siéu
am tim & nhiing bénh nhan doét quy thi€u mau nao
dugc tai thong mach ndo va nhan xét két qua diéu tri
tai théng mach ndo & nhitng bénh nhan cé bat thudng
situ am tim. Phuwong phap nghién ciru: Mo ta cat
ngang trén 51 bénh nhan nhGi mau nao dugc tai
thong mach ndo tai bénh vién Dai hoc Y Ha Noi. Két
qua: 66,7% bénh nhan nam, 33,3% nif; tudi trung
binh la 64,2 + 13,6 tudi; Phuong phap diéu tri: 58,8%
bénh nhan dugc tiéu sgi huyét, 29,4% I3y huyét khoi
va 11,8% ca 2 phuang phap. Trong 51 bénh nhan dot
quy ndo dugc tai thong mach ndo, ti€n hanh siéu am
tim qua thanh nguc trong 24 giG phat hién bat thutng
¢ 10 trudng hgp chi€ém 19,6%. Nhitng bat thudng
phat hién dugc da lam thay doi diéu tri du phong gom
chdng dong va phau thuat, chiém 11,8%. Két luan:
Khong co su khac biét vé két qua diéu tri va ty I€ tai
phat dot quy & nhom cd va khong coé bat thudng siéu
am tim sau 3 thang theo doi.

Tur khoa: Sieu am tim, dot quy thi€u mau nao,
tai thong mach ndo

SUMMARY
ECHOCARDIOGRAPHYIN ISCHEMIC
STROKE PATIENTS RECEIVED
REPERFUSION THERAPY AT HANOI

MEDICAL UNIVERSITY HOSPITAL
The study aims to describe clinical, paraclinical
and echocardiographic characteristics in ischemic
stroke patients received reperfusion therapy and to
evaluate results of reperfusion therapy in patients with
any abnormalities in echocardiogram. Design of a
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cross-sectional descriptive study on 50 patients with
ischemic stroke received reperfusion therapy at Hanoi
Medical University Hospital. Results: 66.7% males,
33.3% females; average age is 64.2 = 13.6 years old.
Treatment: 58.8% of the patients treated with
intravenous  thrombolysis, 29.4% mechanical
thrombectomy and 11.8% both methods. In 51 stroke
patients received reperfusion therapy, there were 10
abnormal case, 19.6%.Abnormalities detected by
echocardiography changed preventive care in 6
patients, accounting for 11.8% of those receiving
echocardiography. There was no difference in
treatment outcome and recurrence rate between the
group with echocardiographic abnormalities and
normalities after 3-months follow-up.

Keywords: Echocardiography, ischemic stroke,
reperfusion

I. DAT VAN DE

Dot quy ndo la nguyén nhan gay tor vong
ding hang thr ba sau bénh tim mach, ung thu
va la nguyén nhan thudng gdp nhat gay tan phé
tai cac nudc phat trién. Cé nhiéu nguyén nhan va
yéu t6 nguy cc dudc biét dén gay nhdi mau nao,
trong dd co nhitng ton thudng tiém &n tur tim.
Bénh tim 1a ngudn cd thé gay tdc mach trong
20% dén 25% cac trudng hdp nhéi mau ndo.®
Siéu 4m tim qua thanh nguc (TTE) cé thé tim
thay nguyén nhan nh6i mau ndo trong 4% dén
10% trudng hgp.Mot nghién clfu vé vai tro cua
TTE trong tim nguyén nhan thuyén tac tir tim &
186 bénh nhan d6t quy ndo da xac dinh dugc
18,8% trong nhom doi tugng, diéu nay dan dén
sy’ thay d6i cach xU tri ¢ 10,8%, bao gom ca
khang dong hodc phau thuét G 5,4%.”

Bénh vién dai hoc Y Ha No6i da va dang thuc
hién quy trinh si@u am tim thuGng quy trong
vong 24 gi& k& tir khi nhap vién vdi tat ca nhitng
bénh nhan dét quy thi€u mau ndo dugc tai tudi
mau ndo nham phat hién nhitng nguy cd tiém an
tur tim gay doét quy, dong thdi du doan hiéu qua
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