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nhém 1 cao hon dang k&€ so vdi nhdm 2 tai cac
thai diém 8 gid, 12 gid, 16 giG va 24 gi¢ sau
phau thuat.

Nhédm 2 cé ti Ié rat hai long va hai long [an
lugt la 90% va 10%, nhém 1 [an lugt tuong ’ng
la 80% va 20%, p < 0,05.

Ty 1€ ndn & nhdom 1 chiém 20% cao haon
nhiéu so véi nhdm 2 chi chiém 4%, p < 0,05.

Cac chi s6 lam sang lién quan dén tuan hoan
trong gidi han binh thuGng va tugng ducng nhau
gita hai nhém & céc thdi diém 1 gid, 2 gid ,4 gid
nghién ctu.

Nhip tim, HA trung binh Iic 8 gig, 12 gid, 16
gid va 24 gid sau phau thuat & nhdm 1 cao hon
dang k& so vai bénh nhan nhém 2 (p<0,05).

Cac chi s6 lam sang lién quan dén ho hap
trong gidi han binh thudng va tuong duong nhau
gitra hai nhdm & t&t ca cac thdi diém nghién clu.

Trong nghién ctu cla ching toi khong gap
bat ky tai bi€n nao lién quan dén gay té TAP block.
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PAC PIEM LAM SANG CUA THAI PHU SAY THAI LIEN TIEP KHONG RO
NGUYEN NHAN MANG GEN METHYLENETETRAHYDROFOLATE
REDUCTASE BENH LY

TOM TAT

Nguy&n nhan siy thai lién tiép rat phdc tap va khé
xac dinh, trong d6 da hinh don gen MTHFR benh ly
(C677T A1298C) la mot nguyen nhan mdi can tim
hiéu. Nghlen ctru nham Xac dinh méi lién quan gilra
MTHFR va bénh ly sy thai lién tlep, M6 ta dic diém
ldam sang cua nhirng thai phu cé tlen st say thai lién
t|ep mang gen MTHFR (C677T va A1298C) bénh ly.
Day la 1 nghién cltu bénh- chling, 2 nhém déu dugc
xac dinh kiéu gen cta gen MTHFR C677T/A1298C
b&ng phuang phap PCR. Nghlen clru thu dugc 43 thai
phu thudéc nhém bénh va 30 thai phu thudc nhom
ching. Thdi diém thai sy trung binh trong tién st cta
nhdm mang ki€u gen bénh ly & 8,47 tudn. MTHFR
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Lé Thi Anh Dao!, Nguyén Thi Hing?

C677T lam tdng nguy cd xudt hién triéu chu‘ng doa
say thai trong 3 thang dau (p=0,043). Két luan: Pa
hinh don gen MTHFR C677T tang xudt hién triéu
ching doa say thai trong 3 thang dau.

Tu khod: MTHFR C677T, MTHFR A1298C, séy thai
lién ti€p khong rd nguyén nhan

SUMMARY
CLINICAL FEATURES OF UNEXPLAINED
RECURRENT PREGNANCY LOSS WOMEN
CARRYING ABNORMAL MTHFR

POLYMORPHISM GENE

Unexplained RPL has been a challenging issue in
diagnosis. Methylenetetrahydrofolate reductase
(MTHFR) gene polymorphisms (C677T, A1298C) are
believed to be risk of unexplained recurrent pregnancy
loss. This study aims to describe the clinical signs of
women with recurrent pregnancy loss and MTHFR
polymorphism gene. This is a case-control study was
performed on 2 groups. Both two groups were
evaluated for the presence of MTHFR gene
polymorphisms by PCR technique. Result: A total of 43
cases and 30 controls were identified. The gene
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carrying group had earlier miscarriage time in the
history 8.47 weeks. MTHFR C677T polymorphism gene
was increased the risk of miscarriage symptoms in the
first trimester (abdominal pain: OR=5.6, 95%CI: 1.1-
28.6, p=0.038, vaginal bleeding: OR=3.6, 95%CI:
1.0-12.5, p=0.043). Conclusion: MTHFR C677T gene
polymorphism is associated with increased risk of
URPL in Vietnamese women and miscarriage
symptoms in the first trimester.

Key words: MTHFR C677T, MTHFR A1298C,
polymorphism, Unexplained recurrent pregnancy loss

I. DAT VAN DE

Say thai lién ti€p (STLT) la tinh trang sdy thai
tu nhién tir 2 [an lién ti€p trd 1én, gép & quan thé
thai nghén vai ty 1& 1-5%!. Ca ché bénh sinh cuia
bénh van chua dugc biét r5, nhiéu nguyén nhan
vGi su' tham gia clia cac yéu t6 di truyén, mien
dich, moéi truGng, noi ti€t?. Co khoang han 50%
cac trudng hgp khoéng tim thdy nguyén nhan
bang cac xét nghiém hién co?.

M6t trong nhitng nguyén nhan géy sdy thai
va STLT la rGi loan dong mau, thuc chat la tinh
trang tdng déng qua mdc. Khi mang thai, co thé
ngudi phu nif & trong trang thai tdng dong nhe
do viéc tang hoat dong cua cac yéu t6 dong mau
va su (rc ché hoat dong clia cac yéu té chdng
déng mau, day dudc coi la qua trinh tdng dong
sinh ly va s& gilp ich trong viéc lam t& va phat
tri€n cua thai nhi. Tuy nhién, khi qué trinh ting
déng mau dién ra qua manh mé, hay gap trong
cac trudng hgp réi loan déng mau lién quan dén
cac gen dong mau, dan tdi viéc hinh thanh huyét
khGi trong long mach. Vi tri thudng gap huyét
khdi chinh la cac dong/tinh mach clta banh rau,
dan tdi han ché lugng mau va chat dinh dudng
dén cung cap cho thai, diéu nay sé dan dén cac
bién ching thai ky nhu sdy thai, thai luu, thai
cham phét trién trong t&r cung, dé non3.

Cac bénh ly rGi loan dong mau thudng gap
nhat la dot bién gen trbi yéu to V Leiden, yéu to
V R2, dot bién gen prothrombin F II G20210A va
da hinh dan gen methylenetetra
hydrofolateredutase C677T (MTHFR), da hinh
don gen MTHFR A1298C, da hinh don gen
Plasminogen activator inhibitor-1 (PAI-1). Pa s6
cac rdi loan nay thudng gap hon & ngudi da
trang. Ngugc lai v8i ngudi chau A, da hinh don
gen MTHFR la thudng gap han ca #. Cac da hinh
dan gen MTHFR C677T va A1298C khi xuat hién
lam cho hoat déng cla enzyme MTHFR gidm di.
Dang dong hgp tor MTHFR 677TT va 1298CC
dugc chitng minh la nguyén nhan gay tang
homocysteine trong mau, lam tang nguy cc hinh
thanh huyét khéi trong long mach Ién 3 [an°. bBa
hinh don gen MTHFR C677T va A1298C dudc
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cho la nguy co gay STLT, dac biét la cac trudng
hgp STLT khong rdo nguyén nhan®.

Tai Viét Nam, trong thai gian gan day, nhiéu
bénh vién va cac trung tdm xét nghiém d3 bat
dau trién khai viéc xét nghiém mot vai gen gay
r6i loan d6ng mau & nhitng bénh nhan STLT.
Nghién ctu clia ching t6i nhdm 2 muc tiéu: (1)
Xac dinh ty 1€ mang da hinh don gen MTHFR
trong quén thé thai phu nii ¢ tién su’ STLT tai
bénh vién Phu San Ha Néi va (2) M6 ta dgc diém
/am sang cua nhing truong hop STLT co lién
quan dén gen MTHFR

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

1. Poi tucgng nghién clru

- Tiéu chuén lua chon nhém bénh: \ua
chon nhiing thai phu mdi cd thai tr 5 tuan trg
lén thod man cac tiéu chuén: (1) cd tién sl sdy
thai tUr 2 [an lién ti€p trg lén, (2) khong tim thay
nguyén nhan gdy STLT bang cic xét nghiém
hién co, (3) dong y tham gia nghién ctu. (Cac
xét nghiém sang loc nguyén nhan say thai gém
cd: 3 khang thé khang phospholipid; xét nghiém
T3, T4, TSH va nhiém sac d6 2 vg chong, siéu
am dau do am dao hoac két qua chup budng tur
cung soi bubng tir cung trudc doé néu cod déu
dugc chap nhan).

- Tiéu chuén lua chon nhém chirng: \ua
chon cac thai phu thod man céc tiéu chuan: (1)
khong cé tién sir STLT, (2) da cé it nhat 01 [an
sinh con s6ng, (3) dong y tham gia nghién clu.

- Tiéu chuén loai tra: loai trr mot trong
cac truong hop sau: (1) thai phu mac cac bénh
ly man tinh nang, (2) cac trudng hgp STLT da
tim thay nguyén nhan khac, (3) khong du dir liéu
nghién cu.

2. Phuong phap nghién ciru

Thiét k€ nghién clu: nghién clfu bénh —
chiing (case — control study).

Cach tién hanh nghién clu:

- Budc 1: Lua chon nhdm nghién ctfu: Nhitng
thai phu cé tién sir STLT dudc lam cac xét
nghiém chan dodn nguyén nhan gy sdy thai.
Nhitng trudng hop tim thdy nguyén nhan (bat
thudng nhiém sac thé, bat thudng tur cung, hoi
chirng Antiphospholipid, lupus, cac rdi loan mién
dich khac, r6i loan ndi ti€t, ri loan dong mau da
dugc chan doan) dugc loai khoi nghién clru.
Nhiing thai phu STLT khong tim thday nguyén
nhan bang cac xét nghiém da néu dugc 13y vao
nhom bénh. Nhitng thai phu khong cé tién sir
STLT thoa man tiéu chuan lua chon nhém chiing
dugc Iy vao nhdm chirng.

- Budc 2: Cac thai phu thudc cad 2 nhém
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nghién cttu dugc héi tién sur, kham, siéu am, lam
xét nghiém xac dinh ki€u gen clia MTHFR 677,
MTHFR 1298. Kiéu gen MTHFR 677 va MTHFR
1298 dugc xac dinh bdng phuong phap ARMS-
PCR tai Trung tdm Chan doan trudc sinh, Bénh
vién Phu San Ha Noi.

- Budc 3: Lam sach s6 liéu, phan tich va dua
ra két qua nghién clu dua trén nhimng théng tin
thu dugc.

- Xur' ly s6 liéu: s6 liéu dugc quan ly trén
phan mém SPSS 20.0. St dung cac phuang phap
thong ké trong y hoc (t test, test Chi binh
phuong) dé so sanh gitfa cac trung binh, ty Ié.
Tinh toan ty s6 OR va khoang tin cady 95%CI cla
gen MTHFR C677T, MTHFR A1298C vdi tinh
trang STLT KRNN.

- Théi gian va dia diém nghién c(u: Nghién
cttu dugc thuc hién tai Bénh vién Phu San Ha

Bang 1: Ty Ié kiéu gen trong nghién ciiu

NOi, bdt dau tir thang 1/2019 dén hét thang
8/2019.

3. Pao dir’c nghién ciru. Dé tai dugc hoi
dong khoa hoc bénh vién Phu San Ha Noi thong
qua quyét dinh s6 880Qb/PS- TTDT CDT
25/6/2018. Cac thong tin cla bénh nhan dugc
gilr kin va chi phuc vu cho muc dich nghién ctru.

Ill. KET QUA NGHIEN cU'U

Tu thang 1/2019 dén thang 8/2019, nghién
clru thu nhén dugc téng s8 103 thai phu (73 thai
phu ¢ tién st sdy thai lién tiép (bao gbm 43 thai
phu STLT khong rd nguyén nhan (STLTKRNN)
thuéc nhom bénh va 30 thai phu STLT da tim
thdy nguyén nhan), 30 thai phu khoé manh
thuéc nhom chiing). Ca nhdom bénh va nhém
chirng déu khéng cé su khac biét vé tudi, chiéu
cao, can ndng va chi s6 khdi co thé (BMI).

MTHFR C677T MTHFR A1298C
T CT CC CC CA AA
Nhom bénh 14(32,6%) | 15(32,8%) | 14(32,6%) | 5(11,7%) | 17(39,5%) | 21(48,8%)
Nhém chiing 3(10%) | 11(36,7%) | 16(53,3%) | 3(10%) | 11(36,7%) | 16(53,3%)
p 0,049 0,943
Két qua nghién clu cho thdy MTHFR C677T cd lién quan dén bénh ly STLT khong rd nguyén nhan,

con MTHFR A1298C thi khdng c6 mdi lién quan.

Bang 2. Lién quan giira cac da hinh don gen va STLT KRNN

Ki€u gen OR 95%CI p
TT v6i CT + CC 3,256 1,024 -10,35 0,028
MTHFR C677T TT + CT véi CC 2,367 0,907 - 6,182 0,065
Alen T véi alen C 2,529 1,253 -5,108 0,009
MTHFR CC vGi CA + AA 1,184 0,261 — 5,382 1
A1298C CC+ CP: _le AA 1,197 0,471 — 3,046 0,813
Alen C vGi alen A 1,158 0,562 — 2,385 0,718
Alen T va kiéu gen TT tai vi tri 677 trén gen MTHFR c6 lién quan dén say thai lién tiép.
Bang 3. S6'I5n sy thai trung binh ctia nhém bénh —
n Trung binh (Ian) (X + SD) p
Ca nhom bénh 43 291+1,2
Mang gen MTHFR bénh ly 39 2,97 £1,22
Khong mang gen MTHFR bénh ly 4 2,28+ 0,5 0,05

Nhom STLT KRNN mang gen MTHFR xu hudng bénh ly (677TT, 677CT, 1298CC, 1298CA) c6 s6
[an say thai trung binh la 2,97 lan, cao han nhom STLT KRNN khong mang gen MTHFR 677 CC va

1298 AA (2,28 [3n) véi p =0,05.

Bang 4. Thoi diém thai séy trong tién su’ cia nhém bénh

n Trung binh (tuan) (X + SD) p
Ca nhom bénh 43 8,61+2,1
Mang gen MTHFR 39 8,47 +2,0
Khéng mang gen MTHFR 4 9,95+3,2 0,194

Khong cd su khac biét vé thdi diém thai sdy trong tién si gilta nhdm STLT KRNN mang gen
MTHFR xu hudng bénh ly v6i nhdm khdng mang gen.
Bang 5. Lién quan cua MTHFR va mét so triéu chiang l1dm sang

o gen MTHFR C677T MTHFR A1298C
bac diem OR (95%CT) p OR (95%CI) p
Dau bung 5,6 (1,1-28,6) 0,038 0,94 (0,25-3,55) 1
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Ra mau am dao 3,6 (1-12,3) 0,043 0,74 (0,19-2,91) 0,736
S3y thai trudc 8 tuan 1,44 (0,52-4) 0,327 0,36 (0,01-1,63) 0,281
S3y thai sau 12 tuan 0,81 (0,25-2,6) 0,772 0,94 (0,25-3,55) 1

bai thao ducng thai ky, _ _
tien san giat 1,83 (0,16-21,1) 0,543 0,95 (0,17-5,31) 1

MTHFR C677T lam tang nguy cd xuat hién triéu chirng: dau bung, ra mau am dao Ién 5,6 [an va 3,6 lan.

IV. BAN LUAN

Chiing huyét khoi di truyén da dugc chiing
minh c6 lién quan dén cac bién ching san khoa
khac nhau nhu: sdy thai lién tiép, thai chét luy,
thai chdm phat trién trong tr cung, sinh non,
tién san giat, rau bong non. Khoang 66% s6 phu
nr STLT dugc tim thay co huyét khéi kém theo 7.
Enzyme MTHFR la mét enzyme diéu hoa chinh
trong chu trinh chuyén hod folate va
homocysteine. Cac da hinh don gen bénh ly cua
gen MTHFR lam gidm hoat tinh cla enzyme
MTHFR. Ki€éu gen dong hgp t&r MTHFR 677TT
lam hoat tinh cia enzyme MTHFR giam xuéng
con khoang 30-40% binh thudng; véi ki€u gen di
hgp tir 677CT va dong hgp tir 1298CC, hoat tinh
cla enzyme con 60-70% binh thudng®?. Khi hoat
tinh cia MTHFR giam nay_ lam téng nong do
homocysteine trong mau, dan dén tdang nguy cg
hinh thanh cac cuc mau déng trong long mach,
lam gian doan tuan hoan tai ti cung - rau, tang
nguy cd say thai. Qua trinh nay dién ra lién tuc
khong nglring nén hau qua la dan dén tinh trang
STLT. Hoat tinh cia enzyme MTHFR cang giam
thi ndng d0 homocysteine trong mau cang cao,
nguy cc gay ra bénh ly cang tang®. Nong do
homocystein trong mau cao da dugc chirng minh
la nguy cd gay ra nhiéu bénh ly khac nhu bénh
mach vanh, di tat 6ng than kinh & tré, tién san
giat, nhiéu bénh ly ung thu khac® va lam tang
nguy co say thai lién tiép.

Trong nghién cu nay, véi 43 phu nif thubc
nhém bénh va 30 phu nir thuéc nhom chimng
khong co su khac biét vé tudi, can nang, chiéu
cao va chi sd khéi co thé, ching téi nhan thdy
ki€u gen ddng hgp t&r MTHFR 677TT lam téng
nguy cd STLT KRNN Ién 3,256 lan (95%CI: 1,02-
10,35, p=0,028), alen T cla da hinh don gen
MTHFR C677T lam ting nguy cd STLT KRNN én
2,529 [an (95%CI: 1,25-5,1, p=0,009). Chen
(2016) ciing nhan thdy MTHFR 677TT lam tang
nguy cd STLT & phu nir Trung Qudc 1én 2,36 lan.
Nguy cd nay & phu nif chau A la 1,61 lan theo
Rai®. Vai tro clta da hinh don gen MTHFR
A1298C véi bénh ly STLT con nhiéu tranh cai. Cé
nhiéu nghién cfu Gng hd quan diém MTHFR
A1298C lién quan dén bénh ly STLT mac du mdc
do lién quan khong chat ché bang MTHFR
C677T. Nhung dong thdi cling cd nhiéu nghién
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clu cho rang MTHFR A1298C khdng lién quan
dén tinh trang STLT. Nghién clu cla chung toi
cling ¢4 dong quan diém vdi mét s& tac gia khac
khi chi ra rang MTHFR A1298C khéng lién quan
dén tinh trang STLT. MOt nghién clftu khac chi ra
rang nhitng phu nir mang ca 2 da hinh don gen
nay lam tdng nguy co sy thai 1én 4,996 [an
(95%CI: 1,65-12,129). Nhu' vy, budc dau cb
thé nhan dinh rang: da hinh don gen MTHFR
C677T cb lién quan dén tinh trang STLT KRNN
trong nghién clru nay.

Cac nghién clru vé STLT va da hinh don gen
MTHFR trudc day déu chua dé cap dén cac dac
diém 1&m sang cta nhitng bénh nhan STLT mang
gen MTHFR xu hudng bénh ly. Nghién clu cla
chiung téi nhan thdy nhém STLT mang gen
MTHFR xu hudng bénh ly va nhém khong mang
gen khdng c6 su’ khac biét vé thdi diém thai say
trong tién sir nhung nhdm mang gen cd so lan
sy thai trong tién sir 1a 2,97 1an nhiéu hon so
véi nhém khéng mang gen la 2,28 lan (p=0,05).
Nhém STLT mang gen c6 thi diém thai sdy
trong tién si trung binh la 8,47 tuan, khong khac
biét so v&i STLT khong mang gen bénh ly.

Pa hinh don gen MTHFR C677T lam tang
nguy cd xudt hién cac triéu chiing cla doa say
thai trong 3 thang dau (tang nguy cd xuat hién
triéu chiing dau bung Ién 5,6 [an, p=0,038, tang
nguy cc xuat hién triéu chirng ra mau am dao
lén 3,6 lan, p=0,043), diéu nay c6 thé do viéc
gia tang sy’ hinh thanh cac cuc mau dong trong
Iong mach, dan téi thi€u mau banh rau, tor dé
lam san sinh cac chat nhu bradylkinine,
prostaglandin vao mau, dan téi triéu ching lam
sang dau bung va ra mau. Khi danh gia mai lién
guan vdi cac yéu t6 khac, chdng t6i nhan thay
da hinh don gen MTHFR C677T/A1298C khong
lam gia tdng tinh trang sdy thai trudc 8 tuén,
tinh trang sdy thai sau 12 tudn, va khong lam
tang ty & xuat hién dai thao dudng, tién san giat
sém trong thai ky (dua trén nhiing thai ky trudc
dd). Trong khi do, cac tac gia khac lai cho rang
da hinh don gen MTHFR C677T lam tang nguy
cc xudt hién tién san giat trong thai ky 1én 2,2
lan. C4 thé do c& mau nghién ciu cla ching toi
chua du 16n, nén két qua nghién ctu cd thé con
chua that su chinh xdc. D& dam bao két qua tin
cay, khoa hoc han can cé mot nghién clru ti€p
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tuc vdi c§ mau I6n hon nita.

V. KET LUAN

Pa hinh don gen MTHFR C677T lam tang
nguy cd STLT KRNN. Nhom STLT KRNN mang
gen MTHFR cé xu hudng bénh ly cé s8 lan sdy
thai trong tién s trung binh la 2,97 lan, cao han
nhém khong mang gen 2,28 lan (p=0,05), thdi
diém thai sdy trung binh trong tién st clia nhém
mang gen la 8,47 tuan.

MTHFR C677T lam tang nguy cd xudt hién
triéu chl’ng doa sdy thai trong 3 thang déu (tdng
nguy cd dau bung 5,6 lan (p=0,038), tang nguy
cd ra mau am dao 3,6 lan (p=0,043)).
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DA HINH PON NUCLEOTIDE RS2856718 CUA GEN HLA-DQ
TREN BENH NHAN UNG THU BIEU MO TE BAO GAN

Mac Thi Tinh'2, Nguyén Trong Tué!, H6 CAm Tul,

TOM TAT

Ung thu gan nguyén phat la bénh ung thu phd
bién va cd ti Ié t&r vong cao. Gen HLA-DQ ma hda cac
chuoi polypeptid cla phan t&r MHC Ic'ip II tham gia
hoat hoa té bao trinh dién khang nguyén trong dap
img mién dich. Pa hinh don nucleotide (SNP)
r52856718 cla gen HLA-DQ co thé lién quan toi nhiem
virus viém gan B man tinh va nguy cd ung thu biéu
mo t€ bao gan. Nghién ctu nay dugc thuc hién nham
muc tiéu xac dinh sy phan b6 cua SNP r52856718
dong thoi danh gia mai lién quan gitta SNP nay vdi
nguy c¢d mac ung thu biéu mo t& bao gan. Ky thuét
RT-PCR dudc st dung dé& xac dinh kiéu gen SNP
rs2856718 trén 93 bénh nhan ung thu biéu md t& bao

1Trung tam Nghién cuu Gene - Protein, Truong Dai

hoc Y Ha Noi
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gan va 93 ngudi khde manh. Két qua da xac dinh
dugc ty 1é kiu gen GG, AG, AA G nhom bénh la
39,8%, 46,2%, 14% va nhém chiing 1a 30,1%,
53, 8°/o, 16, 1%. Chua tim thay mdi lién quan gilta SNP
rs2856718 vai nguy cd ung thu bi€u mé t& bao gan
cling nhu véi mét s6 yéu td nguy cd khac.

T’ khoa: SNP, rs2856718, HLA-DQ, ung thu' biéu
mo té€ bao gan.

SUMMARY

SINGLE NUCLEOTIDE POLYMORPHISM

RS2856718 IN HLA-DQ GENE ON

HEPATOCELLULAR CARCINOMA PATIENTS

Primary liver cancer is a common cancer with a
high mortality rate. The HLA-DQ gene encodes
polypeptide chains of MHC class II molecules involved
in the activation of antigen-presenting cells in the
immune response. The single nucleotide
polymorphism (SNP) rs2856718 of HLA-DQ gene may
be associated with chronic hepatitis B virus infection
and hepatocellular carcinoma (HCC). This study was
aimed to determine the distribution of SNP rs2856718,
and to evaluate the association between this SNP and
the risk of HCC. RT-PCR technique was used to
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