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MOI LIEN QUAN GI(*A PA HINH GEN METHYLENE TETRAHYDROFOLATE
REDUCTASE (MTHFR) C677T VO LOANG XUONG O’ NAM GIOT

Nguyén Thi Hoa!, Nguyén Thi Nan%,Tran Thi Minh Hoa?

TOM TAT

Cac nghién ctu trudc day chi ra rang ang do
homocystein huyét thanh va da hinh C677Tcla gen
MTHFR (Methylenetetrahydrofolate reductase)co lién
quan dén Ioang xuong o] quan thé ngu’dl phu n{r man
kinh chau A. Cac nghlen clu tién hanh trén nam gldl
cao tudi con it. Do vay nghlen cliu clia chiing tdi nham
muc tiéu tim hiéu méi lién quan gilta da hinh gen
MTHFR tai SNP (Single Nucleotid Polymorphysm)
C677T véi lodng xudng & nam gldl cao tudi. Poi
tugng va phuang phap nghién ciru: Nghlen ctru
bénh chitng tién hanh trén 400 nam gidi 50 tudi trd
lén (200 bénh va 200 chirng) gid tri MbX dLIQC Xac
dinh bang phudng phap do hap phu tia X nang lugng
kép, tai vi tri d6t sdong L1-L4, c6 xudng dui (CXD) va
dau trén xuong dui. Nhém benh dugc chan doan
loang xuadng theo tiéu chudn cla WHO, nhém chiing
la nhém cé mat do xuong binh thudng. Xac dinh kiéu
gen MTHFR C677T bdng phuang phap ARMS — PCR
(Amplifications  Refractory = Mutation System -
Polymerase chain reaction - ky thuat st dung hé thdng
khuéch dai dot bién). K&t qua: Tan xuat kiéu gen
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CC/CT/TTcia nhdém nghién ctu lan lugt la:
62,5%/33,5%/4,0%. Tan xudt alen Cva T lan lugt la
(79 25%) va (20,75%), phan bd alen C va T tuén theo
dinh luat Hardy Welnberg Trong do k|eu gen CT va
TT xudt hién & nhém benh (36,5% va 6%) cao hdn
nhém cerng (30,5% va 2%) su khac biét cé y ngh|a
thong ké (p=0,036); ngudi mang kiéu gen cT/TT lam
tang nguy cd lodng xuong gap 1,54 lan so vdi ngUdI
mang kiéu gen CC (95% CI: 1, 02- 2,31 trong do vi tri
c6 xudng dui la 2,04 lan (95%CI 1 ,23-3,38); sau khi
ki€m dinh hoi quy tuyen tinh da b|en vdi cac yeu to
nguy cd tudi, chi s8 BMI, tién st hat thudc 13, ubng
rugu, tién sir gdy xu‘dng, muc do hoat dong thé luc,
noi séng cho két qua kiéu gen CT/TT lam tdng nguy
cd loang xuang Ien gap 1,52 [3n so véi kiéu gen CC,
tuy nhién khong cd y ngh|a thong ké trong mo6 hinh
kiém dinh da bién. Két luan: K&t qua nghién ciru cla
ching t6i chi ra rang da hinh gen C677T cla gen
MTHFR la yéu t6 nguy cc dbc lap anh hudng dén
loang xuang & nam gidi.

Ta khoa: MTHFR (Methylenetetrahydrofolate
reductase); Da hinh gen; Loang xudng; Mat dé xuong;
Nam gidi
SUMMARY
ASSOCIATIONBETWEEN METHYL METHYLENE

TETRAHYDROFOLATE REDUCTASE (MTHFR)

C677T POLYMORPHISM AND OSTEOPOROSIS

IN MEN IN MEN
Previous studies have shown that homocysteine
level and the C677T polymorphism in the gene
encoding Methylenetetrahydrofolate reductase
(MTHFR) may be involved in thedevelopment of
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osteoporosis in Asian population. The aim of this
study was to verify the association of
thispolymorphism  with  osteoporosis in  older
Vietnamese men.A cohors study on 400 men aged 50
years and over (200 osteoporosis and 200control).
BMD at lumbar spine 1-4 and the left proximal femur
including the femoral neck and the total hip were
measured by dual-energy X-ray absorptionmetry in all
subjects. MTHFR C677T genotypes were determined
by Amplifications Refractory Mutation System -
Polymerase chain reaction (ARMS-PCR) Results: The
frequency of genotype CC/CT/TT of the study group
was: 62.5%/33.5%/4.0%, respectively. The
frequencies of C and T alleles are (79.25%) and
(20.75%), respectively, the distribution of C and T
alleles follows the Hardy-Weinberg law. In which, CT
and TT genotypes appeared in the disease group
(36.5% and 6%) higher than in the control group
(30.5% and 2%) the difference was statistically
significant (p=0.036); CT/TT genotype carriers have
an increased risk of osteoporosis 1.54 times compared
with CC genotype carriers (95% CI: 1.02-2.31), in
which the femoral neck position is 2.04 times (95%CI:
1.23-3.38); after testing multivariate logistic
regression with risk factors ages, BMI, history of
smoking, alcohol consumption, history of fracture,
physical activity showed that the CT/TT genotype
increased the risk of osteoporosis by more than 1,52
times compared with the CC genotypebut not
statistically significant. Conclusion: Our data show
that the MTHFR C677T polymorphism is an
independent predictor of osteoporosis in men.

Key  Words: Methylenetetrahydrofolate
reductase; Polymorphism (Genetic);  Osteoporosis,
Bone Mineral Density; Men

I. DAT VAN DE

Loang xuong la bénh ly dac trung bdi mat do
xuong (MBX) thdp va ton thuong vi cdu tric cla
xuang dan dén tang nguy co gay xudng. Lodng
xugng nam thdp hon nif, tuy nhién ty I gdy
xuang do lodng xucong & nam gidi kha cao. Bac
biét 13 ty 18 tir vong do gdy cd xudng dui trong
nam dau tién & nam gidi cao gap 2 lan so véi &
nir gidi [5]. Do d6 van dé loang xuang trén nam
gidi ngay cang dugc quan tam nghién cliu vi cac
tac dong cla né dén nén kinh t€. MTHFR C677T
la dot bién diém thay thé nucleotid cytosin thanh
thymin & vi tri 677, dot bién nay dan dén thay
thé acid amin Alanin thanh Valin & vi tri 222 trén
phan tlr protein MTHFR. Trong d6 kiéu gen CT va
TT tao ra enzym hoat tinh bang 30% va 65%
tuong (’ng so vai kiéu gen CC dan tdi cac da
hinh gen & vi tri C677T gay ra gidm nong do
MTHFR tir d6 lam tang nong d6 Homocystein
huyét thanh, nhiéu nghién ciru da ching minh
da hinh gen MTHFR C677T lam tang nguy co
lodng xuong va gay xudng & ca 2 gidi [3,4,7].
Tai Viét Nam mot s nghién cftu thuc hién trén
cac doéi tugng phu nit man kinh cho thdy cé mai
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lién quan gilra da hinh gen nay vgi mat dé xuong
[1,2]. Hién tai chua cé nghién cltu nao ti€n hanh
xac dinh anh hudng clia gen nay trén loang
Xxuong & nam gidi. Xuat phat tUr thuc t€ trén
chidng t6i ti€n hanh nghién clru nay véi muc tiéu:
xac dinh tinh da hinh va tim hiéu mdi lién quan
gitfa da hinh gen MTHFR C677T vdi lodng xuong
J nam gioi

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. Nghién clu
trén400 nam gidi ti50 tudi trd 1én tai bénh vién
H{ru Nghithgi gian tir thang 9/2016 dén thang
6/2021

Nhom bénh

Tiéu chuan lua chon: Nam ¢6 d tudi > 50,
dudc chan doan lodng xudng vai chi s6 T < -2,5
& mdt trong 3 vi tri: ¢6 xudng dui (CXD), toan bd
dau trén xuong dui vacot séng that lung (CSTL)
do tr L1-L4.

Tiéu chuln loai trir:-Déi tugng cb tién sir
mac cac bénh man tinh nhu suy gan, suy than,
ung thu, cac bénh noi ti€t va cac ro6i loan lién
quan dén chuyén hda vitamin D, chuyén hda
xuong nhu dai thao dudng, béo phi, héi ching
kém hap thu, bénh cudng giap trang, hoi chirng
Cushing. Bénh nhan sir dung cac thudc lién quan
dén chuyén hda canxi va vitamin D trong 6 thang
gua nhu: corticoid, hormon thay thé&, heparin,
biphosphonat. Bénh nhan bat dong tir 1 thang
trd Ién. Bénh nhan khéng dong y tham gia
nghién clu.

Nhoém chirng: Chon d6i tugng la nam gigi co
do tudi > 50, c6 MPX binh thudng véi chi s6 T>-
1 3 ca 3 vi tri CXD, DTXD va CSTL va dép (ing du
cac tiéu chudn Iua chon.Ghép cdp véi nhém bénh
vé nhém tudi.

2.2. Phucng phap nghién ciru

*Thiét ké nghién ciru: bénh chirng, ghép
c&p theo nhdm tudi

*Quy trinh nghién ciru: Déi tugng nghién
cu dugc kham lam sang, phéng van theo moét
mau bénh an nghién cltu thdng nhat; cac dit liéu
thu thap: tudi, ndi sdng, trinh d& hoc van, do
chiéu cao, can nang, tinh chi s6 BMI, tién sir hit
thubc, uéng rugu, gay xuong; cac xét nghiém
cbng thi'c mau,mau 1dng, chlc ndng gan, than,
nong do canxi.

- Do MPX bdng phuang phap héap thu tia X
nang lugng kép (DXA), thu thap két qua chi s6
MPX va Tscore & cac vi tri cot séng that lung, c6
xudng dui va toan bd dau trén xugng dui.

- D6i tugng nghién clru thda man cac tiéu
chuan lua chon sé dudgc 1y 2,0ml mau tinh mach
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chéng dong bang EDTA, dugc tach chiét DNA tai
Trudng Pai hoc Y Ha NOi va bado quan mau & tu
lanh -80 d6 C dén khi ti€n hanh phan tich gen.

2.3. Ky thuat phan tich mau nghién ciru

2.3.1. Tach DNA bdng qui trinh Estonia, ki€ém
tra d6 tinh sach va néng dé DNA bdng phudng
phap do méat d6 quang bdng may NanoDrop 2000C

2.3.2. Xac dinh kiéu gen bang phuong phap
ARMS-PCR

*Phudgng phap ARMS-PCR: Trong nghién cu
nay ching t6i thiét k€ m6i.Cdp modi dudgc sur
dung:Mdi xudi MTHFRC677T (4uM): 5'-TGC TGT
TGG AAG GTG CAA GAT-3’;M6i ngugc MTHFR
C677T (4uM): 5’-GCG TGA TGA TGA AAT CGG-3’
va 5’-GCG TGA TGA TGA AAT CGA-3'.

*Nhan dinh ki€u gen tir san pham: doc kiéu
gen & vi tri 226 bp, ki€u gen CC: Hinh anh dién
di 1&n 1 bang & giéng Rwt; ki€u gen TT: hinh anh
dién di lén 1 bdng & giéng Rm; ki€u gen CT:
Hinh anh dién di c6 2 bang & gleng Rwt va Rm

*Kiém tra ngau nhién 03 mau vdi cac kiéu
gen khac nhau: CC, CT, TT bang phucng phap
giai trinh tu gen d& kiém tra dod chinh xac cua

1. KET QUA NGHIEN cU'U

phuagng phap ARMS-PCR. So sanh két qua xac
dinh cac ki€u gen bang phuong phap giai trinh
tu gen ¢ 03 mau ngau nhién vai két qua xac dinh
SNP bang phuong phap ARMS-PCRcho thdy: tat
ca cac mau déu cho két qua tuagng déng 4 ca hai
phuang phap.

2.5. Xir ly s0 liéu: SO liéu dugc nhap trén
phan mém Redcap, x(r ly bang phan mém Stata
14.2. Cac bién dinhlugng sé dugc trinh bay dudi
dang trung binh va dd léch chudn (SD), bién
dinh tinh trinh bay dudi dang tan s6 va ty Ié
phan trém; kiém dinh két qua phan bd tan suat
alen tuan theo dinh ludt Hardy- Weinberg bang
st dung thuat toan Chi Square, dung thudt toan
T Student dé€ so sanh2 gia tri trung binh, phan
tich maoi lién quan cia da hinh gen MTHFR
C677T bang chi s6 OR; phan tich moi terng
quan gitra lodng xuong va cac chi s6 tudi, chi s6
BMI, tién st hut thudc 13, tién sir ubng rugu, tién
sur géy Xuong, ndi s6ng, da hinh gen MTHFR
C677T bang md hinh kiém dinh hdi quy tuyén
tinh da bién (linear regression).

Bang 1. Pic diém chung cua déi tuong nghién ciu

v g Nhoém bénh | Nhom chirng
bac diem (n=200) (n=200) P
TuBi (ngm), trung binh (sd) 74,96(6,73) | 74,55 (6,31) 0,49
Can nang (kg) trung binh (sd) 55,64 (8,13) 62,72 (7,92) <0,001
Chiéu cao (cm), trung binh (sd) 159,02(5,55) 161,70(5,61) <0,001
BMI (kg/m2), trung binh (sd) 21,98(2,85) | 23,96 (2,52) | <0,001
Binh thudng (18,5-22,9) | 107 (53,5) 64 (32)
e Nhe can (<18.5) 24 (12) 0)
Phan nhom BML, n (%) s can (23-24.9) 33 (21,5) 68 (34) < 0,001
B&o phi (225) (13) 64 (32)
C&p 3, n (%) 19(9,5) 10 (5)
Trinh d6 hoc van Pai hoc, n (%) 148 (74) 152 (76) 0,20
Sau dai hoc, n (%) 33 (16,5) 38 (19)
. n Nong thon, n (%) 11 (5,5) 4 (5)
Khu e sinh song Thanh thi, n (%) 189 (94,5) 196 (98) 0,065
Tinh tai, n (%) 14 (7) 3(1,5)
N Tt n (%) 65 (32.5) 52 (26)
Hoat dong the Iuc Trung binh, n (%) 115 (57,5) 117 (58,5) | <0.001
Cao, n (%) 14 (7) 3(L5)
o o Khéng, n % 36 (18) 11 (5,5)
Tién su gay xuacng C6, n (%) 164 (82) 189 (94,5) <0,001
T 6, n (%) 99 (49,5) 106 (53)
Tien st hdt thuoc Khong, n (%) 101 (50,5) 94 (47) 0,48
. C5, n (%) 138 (69) 134 (67)
Tien siF ubng rugu Khéng, n (%) 62 (31) 66 (33) 0,67

Nhan xét: Két qua nghién clru 400 dbi tugng nam gidi cho thay phan I6n d6i tugng nghién cliu
song @ thanh phg, trinh d6 hoc van tur dai hoc trg 1én chiém ty & cao. Khong cd su khac biét vé noi
song, trinh d6 hoc van, tién st hat thudc 13, tién s udng rugu gilta 2 nhém bénh va chirng. Cé su
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khac biét vé chi s& chiéu cao, cdn ndng, chi s6 BMI, mirc dd hoat déng thé luc va tién sir gdy xuong
cia nhém bénh so v6i nhom ching mét cach c6 y nghia thong ké (p <0,001)
Bang 2. Phdn bé'tin sé6 alen va kiéu gen cua da hinh gen MTHFRC677T

P Lodng xuon Binh thu'én Ton
Alen/Kieu gen o200 (%) | o200 (%) | n=400 (%) P

Alen C 303 (75,75) 331 (82,75) 634 (79,25)
Alen Alen T 97 (24,25) 69 (17,25) 166 (20,75) | 9913

cC 115 (57,5) 135 (67,5) 250 (62,5)
Ki€u gen cT 73 (36,5) 61 (30,5) 134 (33.5) | 0,036

T 12 (6) 2 2) 16 (4)
p theo HDW 0,027 0,338

Nhadn xét: Tan suadt xuadt hién cua alen C
chiém ty |é cao (79,25%) han nhiéu so vdi tan
suat xuat hién alen T la (20,75%) chung cho ca
hai nhém bénh va chling; tuong tu ki€éu gen CC
chiém uu thé (62,5%); ki€u gen dong hop tor TT
chiém ty 1€ thap (4%); su phan b6 cua alen va
ki€u gen tuén theo dinh luat Hardy Weinberg.

Bang 3. Méi lién quan giira da hinh gen MTHFR C677T vdi loang xuong nam gidi

Alen T c6 ty |Ié cao han & nhém bénh
(24,25%) so vGi nhom chiing (17,25%), tucng
tu ki€u gen CT va TT ¢b ty 1é cao hon & nhém
bénh (36,5% va 30,5%) so vGi nhém ching (6%
va 2 %) tuong Ung, su khac biét nay cd y nghia
thong ké vai p<0,05.

Vitri MTHFR C677T OR (95%CI) p
chun CT+TT >CC 154 1.02- 2,31 0,04
9 T>C 1,54 1,08 - 2.18 0,016
- . CT+TT >CC 2.04 123-3,38 0,006
Co xuong dui T>C 171 134-2,57 0,01
O CT+TT>CC 123 0,81 = 1,87 0.34
Cot song that lung T>C 1,19 0,83=1,70 0,35
. - CT+TT >CC 352 10-12.48 0,05
Dau trén xudng dui T>C 2,66 1.07 = 6.61 0,035

Nhén xét: bang4 cho két qua ngudi mang kiéu gen CT+TT tdng nguy cd mac bénh lodng xuong
gdp 1,54 lan so vdi ngudi mang kiéu gen CC (95%); khi ki€m dinh cho timng vi tri cho thdy ngudi
mang ki€u gen CT+TT lam t&ng nguy cd mac lodng xudng & tat ca cac vi tri, trong d6 cd y nghia
thdng ké & vi tri cd xuang dui (OR: 2,04; 95% CI:1,23 — 3,38) va dau trén xuong dui (OR: 3,52;95%
CI: 1,0 - 12,48) vdi p<0,05.

Bang 4. Méi lién quan giira cdc kiéu gen MTHFR C677T vdi lodng xuong trong mé hinh
hoi quy tuyén tinh da bién (logistic regression)

Cac yéu to nguy co OR 95% CI P

MTHFR C677T (CT +TT> CC) 1,52 0,95 - 2,41 0,078
Chi s6 Thi§u cAén > B‘inh thu’\dng 3,57 1,15-11,09 0,028*
BMI Thga can > I\3mh thL\rdng 0,4 0,24 - 0,68 0,001*
Béo phi > Binh thuGng 0,23 0,13-0,41 0,000*

Tién st hat thudc (Co > Khong) 1,09 0,64 — 1,63 0,72
Tién st udng rugu (C6 > Khong) 0,81 0,5-1,33 0,504
NGi s6ng (Nong thén > Thanh thi) 2,33 0,61 — 8,89 0,22
Tién su gay xuong (Cé> Khong) 4,19 1,94 - 9,07 0,000*
Hoat déng Thé’p‘ > Cao 4,06 1,5- 10,99 0,006*
thé Iluc Trung binh > Cao 5,14 1,83 -14,42 0,002*
: Tinh tai > Cao 19,08 3,73 - 97,65 0,000*

Nhdn xét: trong md hinh kiém dinh hdi quy tuyén tinh da bién vdi cac yéu td nguy co lodng
xuong cho két qua ki€u gen CT +TT cuia da hinh gen MTHFR C677T lam ting nguy cd lodng xuong nam
gidi 1én gép 1,52 so vai ki€u gen CC tuy nhién su’ khac biét khéng cd y nghia théng ké véi p>0,05.

IV. BAN LUAN nghién ciru. Nghién clru cta ching to6i tién

Tan sudt Alen T va ty 1& cac kiu gen cia  hanh trén 400 d6i tuong nam gidi (200 bénh,
da hinh MTHFR C677T trong quan th& 200 ching) co do tudi trung binh cia nhom bénh
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74,96 £ 6,73, nhom chiing 74,55 + 6,31, thap
nhat Ia 59, cao nhat 1a 91; Idy mau va xur ly s6
liéu theo ki€u ghép cdp theo nhdom tudi; két qua
nghién cllu 400 doi tugng nam gidi cho thay
phan I6n d6i tugng nghién clru s6ng & thanh
phd, trinh d6 hoc van tlr dai hoc trg 1én chi€ém ty
Ié cao. Khong co su khac biét vé ndi séng, trinh
dd hoc van, tién si hat thude 13, tién sir udng
rugu gitra 2 nhém bénh va chiing. O nhém bénh
c6 chiéu cao, can nang, chi s6 BMI thap han so
vGi nhdm chiing mét cach cé y nghia thong ké
véi p <0,001. MUrc dd hoat déng thé luc & nhdm
bénh thap han so vdi nhém ching, tién st gay
xugng & nhém bénh cao han so vdi nhdm ching
mot cach cd y nghia thong ké véi p<0,001 (bang
1). K&t qua xac dinh ki€u gen MTHFR tai SNP
C677T rs1801133 cho thay

Vé ty Ié kiéu gen: K& qua ching toi thu
dugc ty |1é ki€u gen & nhdm bénh CC/CT/TT lan
lugt la 57,5%/36,5%/6% so véi nhom chiing la
67,5%/30,5%/2%. Két qua nghién clu nay cho
thdy co su’ khac biét vé ty 1€ alen va ki€u gen cua
2 nhom, déc biét su xudt hién cua kiéu gen CT
va TT nhiéu han & nhdom bénh so vGi nhom
chitng, su’ khac biét nay c6 y nghia thong ké véi
p<0,05 (bang 2); Két qua nghién clru clda ching
toi trén nam gidi cling tuong tu két qua nghién
clfu cla tac gia Nguyén Thanh Tung [2] trén phu
ni man kinh, ty 1& kiéu gen CC/CT/TT & phu ni
loang xuang la (63,3%/34,2%/2,5%) va ty |é
nay & phu nir c6 mat do xuong binh thudng la
(80%/19%/1%) tucng Ung, ciing tuong tu két
gua nghién cu cta Tran Thi Thu Huyén trén
566 phu nit man kinh [1].

Veé ty Ié alen T: Theo két qua cla chung toi
(bang 3) tan suat xuat hién clta alen T & nhdm
bénh (24,25%) cao hon so vd&i nhom ching
(17,25%), su khac biét nay cé y nghia thGng ké
vGi p<0,05; tan suat alen T trong 400 déi tugng
nghién cru cta chung t6i la 20,75%. Cac nghién
clu cho thay tan sudt xuat hién cua alen T la rat
khac nhau gilfa cac quéc gia va tham chi gilra
cac vung trong cung mot nudc. K&t qua nghién
clu cta chung t6i cho thay ty 1€ Alen T tudng tu
cac nghién cliu 6 & Y (18-25% tuy theo tirng
vung), thap han Nhat Ban (33%), Trung Qudc
(36%) cao han so véi ngudi da den (7%) va cao
han clia tac gia Tran Thi Thu Huyén nghién cu
trén 566 phu nir man kinh tai mién B3c Viét Nam
(15,19%). Su khac biét nay cd thé ly giai dugc 1
phan la do d6i tugng nghién c(fu cla ching toi
trén nam giGi, hon nita tudi trung binh trong
nghién clfu cla chdng téi cao hon so véi doi
tugng trong nghién clftu cla tac gia Tran Thi Thu

Huyén[1]. Cac nghién clru ciing chi ra su phan
bé alen T khac nhau gilfa cdc vung ngay trong
mot qudc gia: vi du nhu ¢ My tan suat xudt hién
alen T trén ddi twgng ngudi da trdng California:
12,9%, Washinhton: 12,7%, Oregon 15,0%; tan
suat nay 6 ngudi da den bang California 11,9%,
Georgia: 2,2%, Carolina: 0,0% [6].

4.2. Moi lién quan giira da hinh gen
MTHFR C677T véi loang xudng. Nhiéu nghién
clu trén thé€ gidi da khang dinh mdi lién quan
gilta da hinh gen MTHFR C677T vdi lodng xucng
G ca trén d6i tugng ngudi chau Au va chau A.
Cac nghién cttu trén ddi tugng nir gidi man kinh
dugdc cong b6 kha nhiéu, tuy nhién cac nghién
ctu trén nam gidi con han ché han dac biét két
qua con khong théng nhat gilta cac nghién ctru.

Nghién clru ctua ching t6i két qua ngudi
mang ki€éu gen CT+TT lam t&ng nguy cc lodng
xuong |én gap 1,54 lan (95%CI: 1,02-2,31) so
v6i ngudi mang ki€u gen CC, khi ki€m dinh riéng
cho loang xuang tirng vi tri cling cho thay ngudi
mang ki€éu gen CT+TT lam tdng nguy co lodng
xuong & vi tri ¢ xuong dui 1én gip 2,04
(95%CI: 1,28-3,38) [4n so vdi ngudi mang ki€u
gen CC va su xudt hién cta alen T lam tang nguy
oo lodng xuong & cd xudng dui va dau trén
xudng dui 1én 1,71 (95%CI: 1,14-2,57) va 2,66
(95%CI: 1,07-6,61) tuong (rng, su khac biét la
c6 y nghia thong ké véi p<0,05 (bang 3). Két
qua tuang tu’ nhu & cdt séng that lung tuy nhién
su’ khac biét khong cé y nghia thong ké tai vi tri
nay (95%CI:1,08-2,18). Khi kiém dinh hdi quy
tuyén tinh da bién vdi cac yéu té nguy cg loang
Xxuong nhu chi s6 BMI, tién st hat thubc, uéng
rugu, tién sir gy xucng, mdc do hoat dong thé
luc, noi sdng cling cho két qua tuong tu, kiéu
gen CT/TT lam tang nguy cd loang xudng so Vdi
kifu gen CC (OR=1,52) tuy nhién su khac biét
khéng co y nghia thdng ké (p=0,078)(bang 4).

Két qua nghién clu cla chung t6i tucong tu
mot s6 nghién clru trén thé gidi cho rang ngudi
mang alen T, kiu gen TT va CT lam gidm MPX &
nam gidi: Abrahamsen Bo va cong su (2006)
nghién ctfu 780 nam gidi khoe manh & Ban Mach
tudi ddi tir 20-29 cho két qua nhitng ngudi mang
ki€u gen TT va CT c6 MPX thdp hon 3,9% va
2,1% tudng ('ng so vdi ngudi mang kiéu gen CC
[3], nghién cfu phan tich gép ciia Wang va cong
su trén 20 nghién clu (3.525 ca va 17.909
ching) cho két qua c6 mai lién quan mat thiét
gilta da hinh gen MTHFR C677T vdi nguy cG gay
xudng va cé lién quan yéu hon véi MDX clia cot
séng that lung, c¢6 xuong dui, dau trén xuong
dui, va toan bd cd thé [7].
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Cac nghién clhu cho thdy da hinh gen
MTHFRC677T c6 su thay thé C (Cytosin) bién ddi
thanh T (Thymin) & vi tri nucleotid s6 677 lam
bién ddi valin & vi tri 222 thanh alanin do vy
lam thay ddi hoat tinh cia enzym MTHFR. Kiéu
gen TT tao ra enzym hoat tinh bang 30% va ki€u
gen CT tao enzym hoat tinh bang 65% so Vdi
kiéu gen CC dan tdi ting ndng dé homocystein
huyét thanh. Noéng do Homocystein tang caola
mot yéu t6 nguy cd cua nhiéu bénh man tinh,
bao gobm bénh tim mach, xd vira déng mach, suy
than man va anh hudng dén su phét trién, chat
lugng xuong va can bang ndi mdi. Do vay két
qua nghién cu clia chidng téi kiéu gen CT+TT
va alen T lam tang nguy cd loang xuong so vGi
ki€u gen CC va alen C la hoan toan phu hgp vé
mat ca ché bénh sinh va cac nghién cltu trudc do.

V. KET LUAN

Da hinh gen MTHFR C677T rs1801133 la mot
yéu t6 nguy cd anh hudng dén loang xuong &
nam gidi sau khi da ki€ém soat cac yéu t& nguy cd
khac nhu tudi, chi s& BMI, tién sir gdy xucng,
tién s hat thube, udng rugu, mac dé hoat dong
thé luc.
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nam 1 tudi 13 r&t thap. Viéc sang loc va chin doan
trude sinh dac biét quan trong, gilp giam ti € t& vong
sém trudc khi sinh, trong khi sinh va sau khi sinh.
Trong khi cac phuong phap tham do chuyen sau nhu
choc hut dich 6i, Iay mau tinh mach ron sinh thiét gai
rau chua dugc trién khai rong rai thi sifu am thuc sy
don gian, can thiét va dugc ap dung tai hau hét co s@
kham chira bénh, cho phép phét hién dugdc bat thudng
vé mat hinh tha| cla thai nhi. Muc tiéu cua nghlen
cu’u (1) M6 ta mot s& ddc diém hinh thai trén S|eu am
cla thai mang hoi chu‘ng Edwards, (2) Danh gia gia tri
cac dic diém siéu &m trong phat hién trufdc sinh thai
mang hoi cerng Edwards. DOi tugng va phucng
phap ngh|en ciru: Nghién ciru mo ta cat ngang tién
clru va hoi ciu trén 6946 thai phu tudi thai tir 11 - 32
tuan dén khdm va siéu am tai Bénh vién Phu san



