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MOI LIEN QUAN GIU'A CAC DOT BIEN GEN NAT2 VA GSTPl 
Vai VO SINH NAM NGUYEN P H A T VA STRESS OXY HOA 

Vu Thi Huyen*, Nguyen Thi Trang*, Tran Diic Phin* 

TOM TAT 
Dat van de; Dot bien gen chuyen hoa 

xenobiotie(gen GSTPl va NAT2) la mot trong nhiJng 
nguyen nhan gay vo sinh d nam gidi. Stress ox/ hoa 
eung la mpt trong nhu'ng yeu to anh hu'dng tdi kha 
nang smh san. De tai tien hanh vdi muc tieu mo ta 
mot so dot bien gen NAT2 va GSTPl 6 nam gidi vo 
smh npuyen phat va moi lien c|uan giuS dot bien gen 
nay vdi mire do stress oxy hoa d nam gidi vo sinh 
nam nguyen phat. Phu'dng phap nghien cu'u: DNA 
ciia 200 doi tuUng nghien cihj (100 nam gidi vd smh 
nguyen phat va'lOO ngu'di binh thu'dng) dUcfc xac dinh 
dot bien gen bajig ky thuat ARMS - PCR. Chon ngau 
ntiien 35/lOO^mau tinh dich ciia nam ^idi binh thu'dng 
va 35/100 mau tinh dich ciia nam gidi co ft nhat mgt 
dot bien eiia hai gen NAT2 va (hoac) GSTP de xac 
dinh mire do stress oxy hoa bang kit Oxysperm. Ket 
qua nghien cufu: Cac kieu gen CT + TT ciia gen 
NAT2 (481C>T), (OR, 95% O: 3,12, 95% (O): 1,72-
5,58, p<0,001) va GA + AA ciia NAT2 (590 G>A)), 
(OR, 95% a : 2,34, 95% (a) : 1,27-4,31, p<0,001). 
Kieu gen GA + AA ciia gen GSTPl (313G>A), (OR, 
95% CI: 5,25, 95% (CI): 2,71-10,19, p<0,001) va CT 
+ TT ciia gen GSTPl (3410T), (OR, 95% Q: 12,36, 
95% (D): 4,19 - 36,49, p<0,001) co nguy cd cao gay 
vo sinh nam. Mire do stress oxy hoa tang cao d benh 
nhan mang dot bien cac gen nay, Ket luan: Cac da 
hinh gen GSTPl (313G>A va (3410T); gen NAT2 
(481C>T) va (590 G>A) co lien quan vdi vo smh nam 
nguyen phat va tang miTc do stress oxy hoa. 

Td khoa: GSTPl, NAT2, xenobiotics, vd sinh 
nam, dot bien, stress oxy hoa. 

SUMMARY 
IDENHFICATION OF POLYMORPHISM OF 

NAT2, GSTPl GENES AND FRIMARY 
INFERTILE MEN, OXIDATIVE STRESS 
Introduction: (Mutation of GSTPl and NAT2 gene 

could reduce xenobiotics metabolism, which increases 
oxidation and causes chronic diseases including 
infertility. Oxidative stress is a common pathology 
seen in approximately half of all infertile men. This 
study aimed to describe some of the mutations of the 
NAT2 and GSTPl genes and the association between 
this mutations and the oxidative stress level in primary 
male infertility. Material and Methods: A total 200 
DNA samples (100 infertile patients and 100 fertile 
men) were genotyped for the polymorphisms by ARI*1S 
- PCR. Randomly selected 70 samples of seminal 
plasma (35 samples of infertile men and 35 samples of 
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normal men) from 200 subjects were studied to 
determine the level of oxidative stress with Oxysperm 
kit (Haloteeh, Spam). Results: There was a significant 
association between the NAT2 variant genotypes (CT 
+ TT (NAT2 (4810T)), (OR, 95% CI: 3,12, 95% 
(CI): 1,72-5,68, p <0,001)) and GA + AA (NAT2 (590 
G>A)), (OR, 95% CI: 2,34, 95% (Q): 1,27-4,31, p 
<0,001) and or NAT2 vanant genotypes (GA+AA) 
(GSTPl (313G>A), (OR, 95% CI: 5,25, 95% (Q): 
2,71-10,19, p<0,001))and CT + TT (GSTPl (C341T)), 
(OR, 95% CI: 12,36, 95% (CI): 4,19 - 36,49,-
p<0,001)) with idiopathic infertility risk. Our findings 
also rate the significance of the effect of GSTPl and/or 
NAT2 in modulating the risk of male infertility in males 
from Viet Nam. The level of oxidative stress is high in 
patients carrying these mutations. Conclusions: This 
pilot study found, as far as is known for the firS time, 
that the polymorphisms GSTPl (313G>A) and 
(3410T); NAT2 (4aiC>T) and {590 G>A)) werej 
some novel genetic markers for susceptibility to, 
idiopathic male infertility, but the nsk is potentiated by 
exposure to various environmental oxidants. 

Keywork: GSTPl, NAT2, xenobiotics, infertile 
men, mutation, stress oxidatives. 

I. Oi?kT VAN DE 
Vd sinh la tinh trang benh ly gap d 12%-15% J 

cap vd chong trong dp tuoi sinh san. Vo sinh ndit 
chung va vd sinh nam gidi ndi rieng ngay cang^ 
anh hu'dng Idn tdi ehat lu'dng cude song. 
Xenobiotics ia cac chat khdng ed nguon goc tir 
sinh vat, trong do cd nhieu chat ed hai vdi su'c^ 
khde con ngu'di, cd the la nguyen nhan gay vo 
sinh. Glutathione S transferase PI (GSTPl) va N-
aeetyl-transferase 2 {NAT2) la cae gen ma hda 
cho enzym cd vai trd quan trpng trong ehuyen 
hoa, dao thai xenobiotics, ehuyen hda xenobitic 
d giai doan I I thanh dang khdng dpc de dao thai 
ra ngoai[l]. Stress oxy hda (Oxydative Stress, 
OS) la hau qua eiia si/ mat can bang giO^ siT 
hinh thanh cae goe iii do ed oxy (Reactive 
Oxygen Species, ROS) va cd che chdng oxy hda 
eiia ed the. Opt bien cac gen GSTPl va NAT2 
lam cho qua trinh chuyen hda xenobiotics khong 
tot, gay tang goc tiT do va tang stress oxy hoa. 
Vi vay nghien ciru mdi lien quan giu^ cac gen 
chuyen hda xenobiotics vdi stress oxy hda la can 
thiet dae biet cd y nghTa de cd bien phap dieu tri 
thfeh hdp [2]. Muc tieu nghien cdu: 

1. Mo ta mpt so dot bien gen NA T2 va GSTPl 
d nam gidi vo sinh nguyen phat 

2. Xac djnh mdi lien quan glda mpt so dot 
bien gen f3AT2 va GSTPl vdi vo sinh nam va 
mdc dp stress oxy hoa. 

mailto:drhuyenvu@gmail.com


TAP CHi Y HOC VIET NAM TAP 463 - THANG 2 - SO 1 -2018 

II. 001TUQIMG VA PHLTOTNiG PHAP NGHIEN CLTU 
2.1^ Odi tddng nghien cdu: Benh nhan 

nam vd sinh khdng ro nguyen nhan trong dp tuoi 
sinh san da lam xet nghiem tinh dich dS tai 
Trung tam tu' van-Di truyen, tru'dng Oai hoe Y Ha 
ndi tir nam 2015-2017. 

Ti iu chuan iuTa chon: 
Nhom benh: 100 nam gidi vd sinh khdng cd 

hnh triing hoac ft tinh triing (<15 tneu, V\/HO 2010). 
Nhom chu'ng: 100 nam gidi khde manh da 

cd ft nhat mot con. 
Tieu chuan ioaidd: Nam gicfi vd sinh ch ket qua 

tinh dieh dd binh thu'dng, do viem ed quan sinh 
due, gian tJnh mach bnh, tae nghen du'dng sinh 
due, mat doan nhd tren NST Y, nhiem sac do bat 
thu'dng, bj cac benh ung ttiu', cap tinh, tam than... 

2.2. Phu'cfng phap nghien cu'u: Mau DNA 
du'dc tach chiet tir mau ngoai vi (chdng dong 
EDTA) bang kit tach DNA Express (Lytech, Nga). 
Sir dung ky thuat ARMS-PO? de xac dinh cae da hinh 
gen GSTPl (34ic>T (A114V), 313 G>A (I105V)) va 
NAT2 (4810T (L161L), 590G>A (R197Q)) vdi frinh 
tir moi du'dc san xuat b^ bd kit thu'dng mai. 

Ki thuat ARMS - PCR thi/c hien vdi the tfch 50 
pi phan ufng ed chil'a 5pl (50-100 ng) ADN di 
truySn, trong moi dng (alien binh thu'dng hoac 

alien dot bien) 17,5pl dem PCR, 2,5pl primer mix 
(moi binh thu'dng hoac mdi dot bien), 0,2 Taq 
DNA polymerase va 25pl dau khoang (Lyteeh, 
Nga) vdi ehu trinh luan nhiet: gs^C-l phiit; 35 
chu ki (93°C - 10s, 64°C - 10s, ITQ. - 20s), 72''C 
- 10 philt. San pham PCR sau dd du'dc dien dl 
tren thach agarose 3% de xae djnh kieu gen ciia 
cac ddi tu'dng nghien ciTu. 

Mau tinh djch do ciia 35 benh nhan nhom 
benh (cd ft nhat 1 dot bien gen NAT2 va (hoac) 
GSTPl) va 35 benh nhan nhdm chimg khdng ed 
dot bien gen nao du'dc xac dinh mu'c dp stress 
oxy hda bang kit Oxysperm ciia hang Haloteeh. 
Ket qua xac djnh mu'c dp stress oxy hda ^xitc 
chia lam 4 mire: MuTc 1 (mau trang) - mu'c dp 
stress oxy hda thap; Mire 2 (mau hong)- mire dp 
stress oxy hda trung binh thap; Mu'c 3 (mau xanh 
tim) - mire dp stress oxy hda trung binh cao; Mdc 
4 (mau den) - miTc dp stress oxy hda cao. 

2.3. Xir ly so lieu: So lieu du'dc thu thap va 
xii li tren phan mem SPSS 16.0. 

2.4. Dao du'c nghien cu'u: benh nhan hoan 
toan t l / nguyen tham gia vao nghien eirli va cd 
quyen riit khdi nghien ciru khi khdng dong y. Benh 
nhan se dddc thdng bao ve ket qua xet nghiem 
gen. Cac thdng tin ca nhan du'dc dam bao bf mat. 

III. K^T QUA 
3.1 Ket qua phan tich dot bien gen NAT2 va GSTPl d nhom benh va nhom chu'ng 
Bang 1: Cac dot biin gen NA T2 d nhom be/jh va nhom chu'ng 

NAT2 \ Nhom vo sinh 
polymorphism I (/i = 100) 

Nhom ciiu'ng 
(n=100) X'(P) OR 9 5 % CI 

4 8 1 0 T (L161L) 
CC 
cr 
TT 

CT+TT 

49 (59%) 
51 (51%) 

0 (0%) 
51 (51%) 

75 (75%) 
25 (25%) 
0 (0%) 

25 (25%) 

14,35 (0,0008) 

14,35 (0,0002) 

0,32 
3,12 
1,0 

3,12 

0,18 - 0,58 
1,72 - 5,68 

0,02 - 50,89 
1,72 - 5,68 

590OA (R1970) 
GG 
GA 
AA 

GA+AA 
Bang 2; Cac c 

GSTPl 
polymorphism 

54 (54%) 
42 (42%) 

4 (4%) 
46 (46%) 

ot bien qen GSTP 
Nhom vo sinh 

(n = 100) 

66 (66%) 
24 (24%) 
0 (0%) 

24 {24%) 
[ d nhom benh v 

Nhom chu'ng 
(n = 100) 

9,61 (0,008) 

7,61(0,006) 
a nhom chii'ng 

x'(p) 

0,43 
1,99 
8,44 
2,34 

1 OR 

0,23 - 0,79 
1,08 - 3,68 

0,45- 158,99 
1,27 - 4,31 

9 5 % CI 

3 1 3 0 A (He 105 Vai) 
GG 
GA 
AA 

GA+AA 

50 (50%) 
36 (36%) 
14 (14%) 
50 (50%) 

84 (84%) 
16 (16%) 
0 (0%) 

16 (16%) 

30,32 (3 .10 ' ) 

26,14 (3 .10 ' ) 

0,19 
2,95 

33,69 
5,25 

0,10 - 0,37 
1,51 - 5,79 
1,98-573,16 
2,71-10,19 

341C>TAIall4Val 
CC 
CT 
TT 

CT+TT 

66 (66%) 
34 (34%) 

0 (0%) 
34 (34%) 

96 (96%) 
4(4%) 
0 (0%) 
4 (4%) 

29,24(5.10 ' ) 

0,08 
12,36 
1,00 

12,36 

0,03 - 0,24 
4,19 - 36,49 
0,02 - 50,89 
4,19 - 36,49 
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3.2. Ket qua danh gia mu'c dp stress oxy hoa d benh nhan nhom benh va nhom chu'ng 
Bang 3: Ket qua mu'c do stress oxy hoa d benh nhan nhom benh va nhom chu'ng 

Mi^c do stress oxy hoa 

Ml 
M2 

Stress oxy hoa tliap (M1+M2) 
Stress oxy hoa cao (M3+M4) 

Nhom benh (co it nhat 
1 dot bien gen) 

n 
0 
8 
8 

27 

% 0 
22,9 
22,9 
77,1 

Nhom chu'ng (ithong 
CO dot bien qen) 
n 

24 
11 
35 
0 

% 68,6 
31,4 
100 
0 

P 

p < 0,05 
p > 0,05 
p < 0,05 
p < 0,05 

p < 0,05 

IV. BAN LUAN 
Banh gia dot bien gen NAT2 (481C>T) d 

nhom benh vdi kieu gen dl hdp tir CT 5 1 % cao 
hdn d nhdm chirng 25% (OR=3,12; CI= 1,72-
5,68), Sir khac biet ed y nghia thong ke vdi 
p<0,001. Khong gap tru'dng hdp nao mang kieu 
gen dong hdp tir (TT) d ea hai nhdm. Dot bien 
gen NAT2 (590G>A) d nhdm benh vdi kieu gen 
di hdp tu" GA 42% cao hdn d nhdm chii'ng 24% 
(OR=l,99; a = 1,08-3,68), si / khac biet ed y 
nghTa thong ke vdi p<0,001. Gap 4% kieu gen 
ddng hdp AA d nhdm benh ma khdng gap tru'dng 
hdp nao d nhdm chu'ng. Kieu gen GAH-AA gap d 
nhdm benh va nhdm chu'ng lan lu'dt la 46% va 
24% va cd nguy od eao gay vd sinh nam (OR=2,34; 
CI= 1,27-4,31) cho thay nguy ed vo sinh tang dang 
ke d nhuhg ngu^ mang kieu gen nay. 

Theo nghien cdu ciia Yarosh va cdng sd 
(2014) [3] nghien euU dot bien gan NAT2 d 203 
benh nhan vd sinh nam va 227 nam gidi binh 
thu'dng eho ket qua: a nhdm benh cd 46,8% di 
hdp tir, 34,5% binh thu'dng, 18,7% ddng hdp tir 
dot bien. a nhdm chirng: 51,5% di hdp tii, 
34,8% binh thu'dng va 14,1% dong hdp tir dot 
bien. Ket qua phan tfch cho thay ty le phan bo 
genotypes va alleles giu'a hai nhdm benh va 
nhdm chulig khdng ed si/ khac biet niang y 
nghia thong ke (p>0,05). Tuy nhien, theo nghien 
cull cua tac gia tren, nhffng tru'dng hdp mang 
dot bien NAT2 (481C>T) va NAT2 (590G>A) lam 
tang tfnh nhay cam dan den vd sinh nam khi cd 
su' tiep xiic vdi cac chat oxy hda nhu': khdi thuoc 
la (OR = 1,7; 95%CI = 1,02 - 2,87; p = 0,042), 
lam dung ru-du (OR = 2,14; 95%a= l ,08 - 4,27; 
p = 0,029), lu'dng thirc an it chat xd (OR = 1,68; 
95%CI = 1,01 - 2,79; p = 0,04) [4] 

Nghien culi dot bien GSTPl (313G>A) thay ty 
le mang gen GA d nhdm benh la 35%, nhdm 
chii'ng la 16% vdi OR=2,9'5; a = ^1,51-5,75; 
p<0,001. 14% d nhdm benh mang kieu gen AA, 
khdng gap tru'dng hdp nao mang kieu gen AA d 
nhdm chii'ng vdi OR = 33,69, CI=1,98 - 573,16. 
Kieu gen GA+AA gap d nhdm benh va nhdm 
chu'ng lan lu'dt la 50% va 16% vdi 6 R = 5 , 2 5 ; Cr= 

2,71-10,19; p<0,005._Ddt bien GSTPl (3410T) 
ty le ngu'di mang kieu gen CT d nhdm benh la 
34%, nhdm chiTng la 4 % (0R= 12,36; a='4,19-
36,49). Khdng gap tru'dng hdp nao mang gen TT 
d ea hai nhdm. f rong nghien cu'u cua Feng Z. va 
cpng sir (2017) [5] ve su" ket hdp cua cac dot 
bien gen SPOll va GSTPl doi vdi cac tru'dng 
hdp vd sinh I d nam gidi, ket qua so sanh tren 
216 benh nhan va 198 ngu'di binh thu'dng eho 
thay tan suat ddt bien ddn thuan 313G>A gen 
GSTPl (GSTPl LeulOSVal) eiia 2 nhdm cd SLT 
khac biet mang y nphTa thdng ke (p < 0,05). Tac 
gia ket luan cd the cd sir ket hdp ciia dot bien 
gen GSTPl 313G>A va nam gidi vd sinh. Nghien 
ciru dot bien gen GSTPl 313G>A cua Yarosh va 
cpng sir (2015)[6] tren 203 benh nhan nam vd 
sinh I va 227 ngu'di binh thu'dng cho thay dot 
bien gen nay lam tang nguy cd vo sinh d nam 
gidi (OR = 1,50, 95% a 1,02-2,20, p = 0,04). 
Xiong D.K. va cpng sy (2015) ket luan sy" da 
hinh trong eae dot bien GSTPl C341T va dot 
bien tai ea hai vi trf G313A, C341T lam phat trien 
eac yeu to nguy cd vo sinh nam d nam gidi Jii 
Xuyen, Tay Nam Trung Qu6e[7]. 

Stress oxy hda gay ton thu'dng den Idp mang 
lipid ciia tinh triing, ADN tinh trung va tang qua 
trinh chet theo chu'dng trinh cua tinh triing. Tir 
dd anh hu'dng den sd lu'dng, mat dp, ty le song, 
dp di ddng, hinh thai va mire dp dirt g^y ADN 
tinh triing. Tien hanh do mire dp stress oxy hda 
d 35 benh nhan cd ft nhat 1 trong eac dot bien 
GSTPl ( 3410T ) , (313 G>A) va (hoac)' NAT2 
(4810T) , (590G>A) va 35 benh nhan nhdm 
chirng khdng ed dot bien nao du'a tren kit 
Oxisperm cd 4 miTc tir M l den M4 du'dc chia lam 
2^nhdm: nhom I ed mire stress oxy hda thap 
gom M l va M2, nhom I I co mu'c stress oxy hda 
eao gom M3 va M4, d nhdm benh chiing toi 
khong gap tru'dng hdp nao d mu'c 1 edn d nhom 
chirng 68,6%, sd khac biet cd y nghTa thong ke 
(p<0,05). 6 mii'c dp stress oxy hda eao gap 
77,1% d nhdm benh, 0% d nhdm chirng p<0,05. 
Cd 8 tru'dng hdp dot bien tir 3 gen trd len deu co 
mu'c dp stress oxy hoa cao d miTc M3, M4. Dieu 
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nay cho thay mire dp stress oxy hda trong tinh 
dich tang cao d nhdm benh nhan bl dot bien mdt 
trong cac gen tren. 

V. KET lUfyN 
1. Tan so xuat hien kieu gen d nhdm benh va 

nhdm ehuYig khae biet co y nghTa thong ke vdi 
X=: 14,35 NAT2 ( 4 8 1 0 T ) va 9,61 NAT2 
(590G>A); 30,32 GSTPl (313G>A) va 29,24 
GSTPl (341(C>T). Ty le xuat hien kieu gen d| 
hdp tijf va dong hdp dot bien d nhdm benh la 
5 i % NAT2 ( 4 8 1 0 T ) , 46% NAT2 (590G>A) va 
50% GSTPl (313G>A); 34% GSTPl ( 3410T ) . 
Trong khi do d nhdm chimg la 25% NAT2 
(4810T), 24% NAT2 (590G>A) va 16% GSTPl 
(313G>A); 4 % GSTPl ( 3 4 1 0 T ) . 

2. Cd mdi lien quan giO^ eac dot bien gen 
GSTPl (341C>T (A114V), 313 G>A (I105V)) va 
NAT2 ( 4 8 1 0 T (L161L), 590G>A (R197Q vdi v6 
sinh nam. Cae kieu gen GA+AA (GSTPl 313G 
>A); CT+TT GSTPl ( 3 4 1 0 T ) va CT+TT NAT2 
(4810T); GA+AA NAT2 (590G>A) c6 nguy c<S 
cao gay vo sinh nam vol OR lan ludt la: 5,25 (95% 
a : 2,71-10,19); 12,36 (95%a = 4,19-36,49) va 
3,12 (95%C I: 1,72-5,68); 2,34 (95%a=l ,27-
4,31) va mdi lien quan glu^ dot bien cac gen nay 
vdi mii'c dp stress oxy hda (p<d,05). 
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DANH GIA DAC DIEM LAM SANG, CAN LAM SANG VA KET QUA 
DIEU TRI DI VAT THU'C Q U A N TAI BENH VIEN TAI MUI HONG CAN THa 
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TOM TAT 
Oat v3in de: Dj vat thUc quan la mpt cap euTu 

trong Tai Mui Hong, chan doan va dieu tr| cdn kha 
phii'c tap. Benh rat pho bien va dien bien nguy hiem 
den tinh mang. Muc tieu: Md ta dae diem lam sang, 
cin lam sang va danh gia dieu trjdi vat thiTc quan. 
f)oi tu'dng va phUtfng phap nghien cu'u: Nghien 
diu dupc thUc hien tren 90 tru'dng hdp di vat thUc 
quan, cac benh nhan du'dc soi thirc quan dng eirng tai 
Bfnh vien Tai Mui Hong C3n Thd. So lieu du'dc phan 
ti'ch bang phan mem SPSS 18.0. Ket qiia: Xu'dng ea 
(46,67%), xUdng gia tam (16,67%), vien thuoc 
(12,22%), dong xu (8,89%_), kich thUdc trung binh la 
2,59 ± 0,93cm. Trieu chuTig nuot vUdng - nghen 
(91,11%), nudt dau (90%), khdng an uong dude 
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(57,78%). Thdi gian hoc di vat den khi nhap vien 
trUdc 24 pid (76,67%). X quang thye quan co nghleng 
cd hinh anh di vat la 68,89%. Co sir gia tang cong 
thirc bach ciu tir giai doan chu'a viem den giai doan 
bien ehiihg, ehii yeu la bach cau da nhan trung tinh 
(p<0,001). Sol lay dj vat thanh cong 97,78%, tdn 
thu'dng ed thUc quan la 2,22%. Danh gia dieu tri tot 
(94,44%), khdng tot (5,56%), xau (0%). Ket qua dieu 
tn thanh cdng 100%. Ket luan: Ndi soi thi/e quan 
ong eirng lay di vat cho ket qua tot. 

Tdkhoa: Di vat thi/c quan, ngi soi ong ciTng 

SUMMARY 
THE CLINICAL, PARACLINICAL 

CHARACTERISTICS AND EVALUATE THE 
RESULTS OF TREATMENT ESOPHAGEAL 

FOREIGN BODY AT CAN THO ENT HOSPITAL 
Background: Esophageal foreign body is an 

emergency In ENT, the diagnosis and treatment are 
difficult. This disease's common and dangerous. 
Objectives: Desenbe the clinical, paraclinical 
characteristics and evaluate the results of treatment 
esophageal foreign body. Materials and Methods: 
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