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Nghién ciru da hinh 4G/5G gen PAI-1
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Tom tit:

Muc tiéu: Nghién ctru da hinh 4G/5G gen PAI-1 (ma héa Plasminogen activator inhibitor-1) & phu nir c6 tién sir sfly thai,
thai chét lwu lién tiép. P6i twong va phwong phap nghién ciru: Nghién ciru mé ta cit ngang ¢6 doi chimg, thwe hién trén
75 phu nir tirng sy thai hogc thai chét lvu lién tiép (nh6m bénh) va 75 phu nir khée manh (nhém ching) tai Trung tim
Di truyén 1am sang va H¢ gen, Bénh vién Dai hoc Y Ha Ngi. Két qua: Céc kiéu gen 4G/5G va 4G/4G gen PAI-1 c6 tAn suit
cao hon ding ké &' nhém phu nir ¢6 tién sir sﬁy thal, thai chét luu lién tlép (12‘111 Tugt 12 35 va 10%) so véi 6 nhém chu’ng 24
va 3%) (p=0,029). Dic biét, nhirng nguwdi mang kiéu gen chira alen 4G (bao gdm 4G/4G hoic 4G/5G) c6 nguy co say thai
lién tlep cao gip 2,28 lan so véi nguoi mang kiéu gen 5G/5G (C195%:1,15-4,52; p=0,017). Két luan: Nghién ciru nay xac
nhiin moi lién quan c6 y nghia thong ké giira alen 4G va cac kiéu gen mang alen nay cua gen PAI-1 voi nguy co siy thai
va thai chét luu lién tlep Dic biét, day la dir liéu cu the, doc lap voi tu01 me, cing co vai tro cia da hinh 4G/5G trong co
ché bénh sinh & quan thé phu nir Viét Nam, gop phan lap day khoang trong dir li€éu khu vue va sang lgc, tw van di truyen
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Abstract:

Objectives: To investigate the 4G/5G polymorphism of the PAI-1 gene (encoding plasminogen activator inhibitor-1)
in women with a history of recurrent pregnancy loss. Subjects and methods: A cross-sectional case-control study
was conducted on 75 women with a history of recurrent pregnancy loss (case group) and 75 healthy women (control
group) at the Center for Clinical Genetics and Genomics, Hanoi Medical University Hospital. Results: Regarding
PAI-1 gene polymorphism, the 4G/5G and 4G/4G genotypes of the PAI-1 gene were significantly more frequent in
the group of women with a history of recurrent pregnancy loss (35 and 10% respectively) compared to the control
group (24 and 3%) (p=0.029). Specifically, individuals carrying the 4G allele (including 4G/4G or 4G/5G genotypes)
had a 2.28 times higher risk of recurrent pregnancy loss compared to those carrying the SG/5G genotype (95% CI:
1.15-4.52; p=0.017). Conclusions: This study demonstrates a statistically significant association between the 4G/5G
polymorphism of the PAI-1 gene and an increased risk of recurrent pregnancy loss. These results are based on age-
adjusted analyses, underscoring the potential pathogenic role of this polymorphism in Vietnamese women, helping
fill a regional data gap and screening, and genetic counselling.
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1. Dt van de

Sy thai va thai chét luu lién tiép dwoc Hiép hoi Sinh san va
Phéi hoc chdu Au (ESHRE) nim 2018 dinh nghia la hai lan mat
thai tro 1én, khong can lién tiép [1]. Ty 16 phu nit sy thai, thai chét
luu lién tiép hai 1an va ba 1an tré Ién lan luot 14 1,9 va 0,7% [2].
Nguyén nhan say thai, thai chét Iwu lién tlep da dang bao gom bat
thuong di truyén, noi tiét, giai phau nhiém tring va réi loan dong
mau [3]... Trong thai ky, hé thong dong méau ctia ngudi me o xu
hudng hoat dong manh hon binh thuong dé chuén bi cho viée cam
mau sau sinh. Tuy nhién, & mot s6 phu ni, tinh trang ting dong
méu nay co thé vuot muc sinh 1y, din dén nguy co hinh thanh
huyét khdi, gay réi loan huyét khéi tinh mach va can trg tuan hoan
nhau thai [4]. Mot trong nhiing yéu t6 di truyén quan trong tham
gia Vao co ché dong cam méu va dugc xem 1a nguyén nhan gay
ra 16i loan tang dong 1a da hinh don gen PAI-1. Gen PAI-I tao ra
mot cht trc ché quan trong trong hé thdng tiéu soi huyét. Chét nay
kiém soat qua trinh déng va tan méu bang cach tre ché cac chat
hoat héa plasminogen nhu tPA va uPA. Mot da hinh pho bién ciia
gen PAI-1 1a da hinh 4G/5G, nam 6 ving promoter gen nay va cé
anh huong tryc tiép dén chirc ning ctia gen PAL-1. Alen 4G thiéu
vi trf gan yeu 6 e ché nén lam tang hoat dong phién ma cua gen
PAI-1, dan dén ndng do protein PAI-1 trong huyét tuong cao hon.
Néng d6 PAI-1 cao s& (rc ché qua trinh tiéu sgi huyét, lam cho cuc
méu dong khé bi phan hay, tir d6 ting nguy co hinh thanh huyét
khéi va anh huéng dén luu thong mau dén thai nhi. Nguoc lai, alen
5G lién quan dén muc do biéu hién thdp hon [5]. Ngoai lién quan
dén sy thai va thai luu, da hinh 4G/5G cua gen PAI-1 con dugc ghi
nhan ¢6 méi lién hé voi nhidu bénh 1y khac do rdi loan déng méau
nhu nhdi mau co tim, huyét khdi tinh mach sau, tién san giat, lam
n01 bét vai trd lam sang tiém ning ciia da hinh nay. Cdc nghién ciru
vé da hinh 4G/5G gen PAI-1 6 phu nir c6 tién sir say thai va thai
chét Iuu lién tiép di duoc thuc hién rong rai ¢ nhiéu quan thé trén
thé gidi. ‘Tuy nhién, cac két qua cong bd van cho thay su khong
ddng nhét va nhiéu tranh cai. bang chu y, phan tich tong hop ciia
X. Liu va cs (2015) [6] d chi ra ring, moi lién quan ¢4 y nghia
thong ké gitta da hinh 4G/5G va tang nguy co sy thai va thai chét
Iuu lién tiép chu yéu dugc tim thiy & nguoi da tring (OR=2,23),
trong khi khong rd rang & nguoi chau A (OR=1 AT, p=0,18). Su
khac biét dang ké nay giita cac nhom dén toc lam n01 bét nhu ciu
cap thiét vé cdc nghién ctru chuyén biét cho timg quan thé. Trong
bdi canh do, dit liéu cu thé vé da hinh 4G/5G gen PAL-1 & quan thé
phu nir Viét Nam con chua day du. Chinh vi vdy, chung t6i tién
hanh nghién ctru nay nham danh gi4 da hinh 4G/5G gen PAI-1 &
phu nif ¢6 tién sir sdy thai va thai chét luu lién tiép tai Viét Nam,
qua do xac dinh y nghia 1am sang cua da hinh gen nay va gop phin
lam rd vai trd clia nd trong sy thai va thai chét luu lién tiép trong
quéan thé dic thi nay.

2. Doi tuong va phuong phap nghién ciiu
2.1. Déi twong

Nghién ciru bao gom 150 phu ntr trong do tudi sinh san (18-45
tu01) trong d6 75 ngudi ¢6 tién st sdy thai hodc thai chet luu lién
tiép (nhom bénh) va 75 nguoi khoe manh khong c6 tién sir bat
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thuong thai nghén (nhom chimg). Tét ca déu dwgc xét nghiém da
hinh gen P4I-1 4G/5G tai Trung tam Di truyén lam sang va H¢ gen,
Bénh vién Dai hoc Y Ha Noi.

Tiéu chudn lya chon: Nhoém bénh: Phu nit trong do tudi sinh
san co tién si sy thai hodc thai chét lwu lién tiép tir hai lan tro 1én,
mang thai ty nhién, c6 diy du dir liéu lam sang va xét nghiém can
thiét va ty nguyén tham gia nghién ctru sau khi dugc giai thich 1o
vé muyc dich va quy trinh thye hién.

Nhém chimg: Sinh con khoe manh ngay lin mang thai dau
tién. Khong co tién sur say thai, thai chét luu hodc mang thai di tat.

Tiéu chudn logi trir nhom bénh: Bat thuong ciu tric co quan
sinh san (tir cung, budng trimg...), cdc bénh 1y mién dich nhu hoi
chimg antiphospholipid, HIV/AIDS, rdi loan ni tiét (hormone
kich thich nang trimg -FSH, hormone hoang thé hoa - LH bat
thuong), bit thuong di truyén (bao gdm nhidm sic thé do vo
chdng, tinh dich do bét thuong, dut gdy DNA tinh tring >30%).

Tiéu chudn logi trir (4p dung cho cd hai nhém): Bénh 1y man
tinh: dai thao dudng, ting huyét ap, tim mach, suy gan, suy than,
bénh 1y tam than, trudng hop thai ngoai tir cung, thai trimg, thai di
tat hodc dinh chi thai c6 chi dinh y khoa, khong co day du dit liéu
phuc vu nghién ctru hodc khong dong ¥ tham gia.

2.2. Thiét ké nghién cieu

Nghién ciru mé ta cit ngang co dbi chimg.
2.3. Phurong phdp chon miu

Chon mau thun tién.

2.4. Tién trinh nghién civu

Méu ngoai vi (2 ml) duoc thu vao éng EDTA tir tat ca dbi
tuong nghien ciru. T mdi méu, 200 pl duoc ding dé tich chiét
DNA bang bo kit QIAamp DNA Blood Mini Kit (Qlagen) theo
huéng dan nha san xuat. DNA thu dugc dugc kiém tra nong do
va d¢ tinh sach bang may NanoDrop dé dam béo chét luong phan
tich.

Dé xac dinh da hinh 4G/5G cua gen PAL-1 st dung bo kit
Realtime PCR SNP-Express-RT cua Hang Lytech (Moscow, Nga).
Chay song song mau bénh phdm va cdc miu chimg kiém dinh bao
gdm chimg am khong c6 DNA, chimg dong hop tir khong c6 da
hinh, chimg di hop tir va chimg ddng hop tir da hinh. Phan (g
PCR dugc thyc hién trong thé tich 30 ul, gdm 25 pl Master Mix
(Tagman probe FAM, HEX, mdi F, mdi R, dNTP, Taq polymerase)
va 5 ul DNA méu (500 ng). Hé thdng sir dung probe TagMan véi
FAM (xanh lam) ddc hi¢u alen 4G va HEX (xanh 14 cay) dac hiéu
alen 5G; tin hi¢u huynh quang phat ra khi co su khuéch dai alen
twong Gmg. Chu trinh PCR gdm: bién tinh ban dau 95°C trong 15
phut, 25 chu ky (94°C - 30 giay, 62°C - 1 phit, 72°C - 1 phut) va
kéo dai cudi ¢ 72°C trong 15 phit. Tin hi¢u huynh quang dugc ghi
nhan khi ngudng chu ky (Ct) xuat hién truée chu ky thir 30. Phan
tich da hinh gen dugc thuc hi¢n trén may Biorad CF96 (M¥).
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Sau khi xéac dinh kiéu gen, dit liéu dugc xr Iy bing phan mém
SPSS 26.0. Déi vdi cée bién lién tuc nhu tudi me, kiém dinh ¢ doc
lap duoc sir dung dé so sanh trung binh giita cac nhom. Céc bién
phan loai nhu phan b6 kiéu gen va tan suat alen dugc phan tich
bing kiém dinh Chi-square nham so sanh ty 1¢ giita cdc nhom;
trong trudng hop c6 bt ky 6 nao co gia tri ky vong dudi 5, kiém
dinh chinh xac Fisher s€ duoc ap dung thay thé. Nguong y nghia
thong ké dugc xac dinh voi gia tri p<0,05. Mbi lién quan giita da
hinh 4G/5G cta gen PAI-] va nguy co siy thai hodc thai chét luu
lién tiép dugc danh gia thong qua ty s6 chénh (odds ratio - OR)
kém theo khodng tin cay 95% (confidence interval - CI).

2.5. Quan ly dir li¢u va dao dirc trong nghién ciru

Nghién ctru dugce thuc hi¢n tai Trung tdm Di truyén lam sang
va Hé gen, Bénh vién Pai hoc Y Ha Noi voi su chap thuan ciia linh
dao Bénh vién va phé duyét boi Hoi déng dao duc Truong Dai hoc
Y Ha Noi va Bénh vi¢n. DT li¢u nghién ctru dugc bao mat, chi
st dung téng hop cho muc dich khoa hoc va cham séc strc khoe,
khong cong b thong tin c4 nhan. Viée thuc hién nghién ciu tuin
thii ding muc tiéu, khong gdy nguy hiém cho ngudi bénh va sin
sang cho kiém tra, gidm sat tir c4c co quan co thim quyén.

3. Két qua va ban luan
3.1. Ddc diém tuoi ciia nhom nghién ciru

Bang 1. Bac diém tudi ctia nhém nghién ciru.

Nhom nghién ciru

Nhom bénh Nhom chirng
Tudi (n=75) (n=75) P
Trung binh + SD 31,45+5,67 32,30+4,16
Nho nhit 21 23 0,287
L6n nhét 45 42

Két qua bang 1 cho thay, nhém phu nit ¢6 tién sir siy thai/thai
chét luu lién tiép c6 tudi trung binh la 31,45 (SD=5,67), dao dong
tir 21 dén 45 tuoi. Nhoém chimg (phy nit khoe manh) ¢6 tudi trung
binh cao hon (32,30 tudi, SD=4,16), trong khoang 23 dén 42 tuoi.
So sanh nhém bénh ¢6 do tudi phan b6 rong va da dang hon nhom
chung. Tuy nhién, gia trj p=0,287>0,05 lam rd sy khac biét vé tudi
giita hai nhom khong c6 y nghia thong ké.

3.2. Két qud xét nghiém Realtime PCR

Amplification B Amplification m

0 10 20 0 49 0 10 20 30 4@
Cyeles [ Log Scale Cycles [ Log Scae

Hinh 1. Puong cong khuéch dai trong xét nghiém Real-time PCR
xac dinh da hinh gen PAI-1 4G/4G va 5G/5G.
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Hinh 1 cho thiy duong cong khuéch dai thu duoc tir phan
ung Realtime PCR nham phat hién da hinh 4G/5G gen PAI-1.
Biéu dd bén trai thé hién tin hiéu khuéch dai cia miu mang
kiéu gen 4G/4G, voi dudng cong mau xanh lam ting manh sau
khoang chu ky thtr 20, cho thy sy tich lily san phim PCR 13
rét. Tuong tu, biéu do bén phai minh hoa phan tmg PCR cua
kiéu gen 5G/5G, cling véi tin hi¢u khuéch dai dac trung voi
duong cong mau xanh 14.
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Hinh 2. Pwéng cong khuéch dai trong xét nghiém Realtime PCR
xac dinh da hinh gen PAI-1 4G/5G.

Hinh 2 cho thay hai duong cong khuéch dai xuat hién rd sau
khoang chu ky thir 20, phan anh sy hién dién cla ca alen 4G va
5G. Két qua kiéu gen di hop tir 4G/5G duge xac dinh nho hai
duong cong khuéch dai dic trung.

3.3. Sw phén bé ciia kiéu gen va alen PAI-1 6 nhém nghién ciru

Bang 2. Kiém dinh Hardy-Weinberg trong nhém chirng.

Tén suit Ténsuit  Tén suit Tén suéit
Kiéu gen quan sat quansat 1y thuyét Ij thuyét 2 p

(n) () (m) (%)
5G/5G 55 733 54 72,25
4G/5G 18 24 19 25.5

0,0711 0,965

4G/AG 2 2,7 2 225
Tongcong 75 100 75 100

Két qua bang 2 cho thay, trong nghién ctru nay, kiéu gen cua
75 ¢4 thé thugc nhom chimg phan tich kiém dinh trang thi can
bang Hardy-Weinberg. Két qua cho thy, tin sudt quan sat cua
cac kiéu gen 5G/5G, 4G/5G va 4G/4G lan luot 1a 73,3; 24 va
2,7%; trong khi do, tan suét 1y thuyét tuong img theo phan bd
Hardy-Weinberg la 72,25; 25,5 va 2,25%. Phép kiém dinh Chi
binh phuong (¥?) cho gia tri > = 0,0711 vdi p=0,965, 16n hon
ngudng y nghia 0,05. Do do, khong c6 sy khéc biét c6 y nghia
thong ké giira tin sudt kiéu gen quan sat dwoc va phan b ky
vong theo Hardy-Weinberg.
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Bang 3. Phan b6 kiéu gen PAI-1 trong nhém nghién ctru.

Nhom nghién cdu  Nhom bénh  Nhém chirng Tén
(n=75) (n=75) g

Kiéu gen n % n % n % '
5G/5G 41 55 55 73 96 64
4G/5G 26 35 18 24 44 29 0,029
4G/AG 8 10 2 3 10 7

Két qua bang 3 cho thay, su phan b kiéu gen c6 su khac
nhau gitra nhém bénh va nhom chimg. Kiéu gen 5G/5G xuit
hién & 73% nhom chung va 55% nhoém bénh. Trong khi do,
kiéu gen 4G/5G chiém 35% ¢ nhom bénh va 24% & nhom
chiing; kiéu gen 4G/4G (da hinh dong hop tir) xuit hién 6 10%
nhom bénh, cao hon so voi nhom chiung chi 3%. Sy phan b6
cac kiéu gen giira hai nhom nghién ciru co su khac biét ¢ y
nghia thong ké vai p=0,029.

Bang 4. Mé6i lién quan giira da hinh gen PAI-1 4G/5G va 4G/4G v&i
nguy co’ say thai, thai chét lwu lién tiép.

Nhom nghien cftu (G, o benh Nhém chimg OR

p
2 = = 0,
Kiéu gen (n=75) (n=75) CI95%
4G/4G va 4G/5G 34 20 228

0/ .
5G/5G 41 55 (1C1159_5 %: 0,017
Téng 75 75 4,52).

Két qua bang 4 cho thiy, trong nhém bénh, 45,3% mang
kiéu gen chira alen 4G (4G/4G hoidc 4G/5G), trong khi ty 16 nay
0 nhom chiing chi 1a 26,7%. Nguoc lai, ty 1¢ kiéu gen 5G/5G ¢
nhém chiig cao hon dang ké so v6i nhom bénh (73,3% so voi
54,7%). Phan tich 1am r& phu nit mang alen 4G c¢6 nguy co sdy
thai hodc thai chét luu lién tiép cao gap 2,28 lan so véi ngudi
mang kiéu gen 5G/5G (OR=2,28; CI 95%: 1,15-4,52). Khoang
tin cdy khong chira gia tri 1, chimg t0 mbi 11en quan nay co y
nghia thong ké. Ngoai ra, gia tri p=0,017 (<0,05) cang cung ¢o
thém két luan rang, alen 4G cua gen PAI-I'la mjt yeu td nguy
co dang luu y trong nhom phu nir c6 tién st sdy thai hodc thai
chét Iuu lién tiép.

Bang 5. Nguy co sy thai, thai chét Iwu lién tiép véi tan sé alen 4G
va 5G cua da hinh gen PAI-1.

Nhom nghién ciru  Nhom bénh  Nhom chig Téng

@15 (=75 OR
coss% P
Kiéu alen 2 %oom % no %
4G 42 28 22 15 64 213 2263
(C195%: 0,005
5G 08 72 18 8 236 T |y

Két qua bang 5 cho thay, tan suét alen 4G trong nhom bénh
14 28%, cao gan gép doi so voi nhom chimg (15%). Nguoc lai,
tan sudt alen 5G ¢ nhom bénh (72%) thap hon dang ké so voi
nhom chimg (85%). Phan tich nguy co cho thay, phu n& mang
alen 4G c6 nguy co gip say thai va thai chét luu lién tiép cao
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gip 2,263 lan so voi ngudi khong mang alen nay (OR=2,263;
CI 95%: 1,272-4,025). Khodng tin cdy khong chira gid tri
1, khing dinh mdi lién quan 1a co ¥ nghia thong ké. Gia tri
p=0,005 (<0,05) khang dinh sy khac biét nay khong phai do
ngiu nhién, va con c6 ¥ nghia cao hon SO voi phan tich kiéu
gen. Diéu nay nhan manh alen 4G la yeu t6 di truyen lién quan
dén tang nguy co sdy thai hodc thai chét luu lién tiép trong quan
thé nghién ciru.

3.4. Ban lugn

Say thai, thai chét luu lién tiép khong chi gy ra hau qua
vé mit thé chat, ch’fmg han nhu chay mau hodc nhiém tring,
ma con co thé dan dén cac van dé tim ly nghiém trong nhu lo
au, tram cam, rdi loan cang thing sau chin thuong va tu tir [7].
Tuy nhién, khoang mét nira cac trudng hop van chua duge hiéu
0 nguyen nhan [8] Thuc trang nay thuc déy viée tim hiéu sau
hon vé cac yéu t6 nguy co di truyén, chang han nhu gen quy
dinh yéu t6 dong mau. V&i vai trd cua PAI-1 1a mot yeu t6 diéu
hoa qua trinh dong mau, nghién ctru nay khao sat moi lién quan
cta da hinh 4G/5G gen nay v6i nguy co sy thai va thai chét
lwu lién tiép.

Két qua phan tich kiéu gen 6 nhom ching gdbm 75 cé thé cho
thay, phan bd ba kiéu gen 5G/5G, 4G/5G va 4G/AG tuong dbi
phu hop véi phan bé 1y thuyét theo cin bang Hardy-Weinberg.
Gia tri kiém dinh Chi binh phuong rat nho (32=0,0711) va gia
tri p cao (p=0,965), vuot ngudng ¥ nghia thong ké 0,05, cho
thay khong c¢6 su khac biét co ¥ nghia giira phan bé kiéu gen
quan sat dugc va phan b ky vong. Piéu nay cho phép két luan
rang, quan thé nhom ching dang & trang thai can bang Hardy-
Weinberg - mot diéu kién quan trong phan 4nh sy 6n dinh di
truyén va tinh dai dién ciia nhom chimg trong nghién ciru. Viée
nhém chimg dat trang thai can bang gitp cung cb do tin cay
clia cdc phan tich so sanh gitta nhém bénh va nhom chung.
Tuy nhién, do kich thudc mau con gidi han, nghién ctru & quy
md 16n hon s& can thiét d x4c nhan tinh 6n dinh nay mot cach
toan dién hon. Sy phéan b kiéu gen PAL-I cho thay sy khac
biét co ¥ nghia thong ké gitra nhom phu nit c6 tién st siy thai,
thai chét luu lién tiép va nhom ching (p = 0,029). Cu thé, ty
1é kiéu gen 4G/4G ¢ nhom bénh cao hon dang ké so v6i nhom
chimg (10% so vé6i 3%), trong khi kiéu gen 5G/5G phd bién
hon 16 rét & nhom ching (73% so vai 55%). Dang chi y, ty
1é kiéu gen 4G/5G & nhom bénh ciing cao hon nhém ching
(35% so v6i 24%). Két qua nay cho thay, sy hién dién cia alen
4G (& ca trang thai di hop va dong hop) c6 thé lién quan dén
nguy co bénh Iy dang nghién ctru. So sanh véi nghién cuu cua
F. Shakarami va cs (2015) [9] tai Iran, ty 1¢ kiéu gen 4G/4G
trong nghién ctru nay cao hon (17% so véi 10%), ty 1¢ 5G/5G
thap hon (33% so v&i 55%), su khéac biét co thé do yéu té chung
toc hodc dic diém dan sb. Két qua cta ching t6i gop phan bod
sung bang chimg cho méi lién quan giita da hinh 4G/5G cia
gen PAI-1 va nguy co sy thai, thai chét luu lién tiép. Phan tich
bang 4 ghi nhan phu nit mang alen 4G (4G/4G hoac 4G/5G) ¢
nguy co say thai hodc thai chét Iuu lién tiép cao hon 2,28 lin



s0 v6i ngudi mang kiéu gen 5G/5G (OR=2,28; CI 95%: 1,15-
4,52; p=0,017). Biéu nay chi ra mdi lién hé c6 ¥ nghia thong ké
va khang dinh alen 4G 1a yéu 6 di truyén gép phan ting nguy
co huyét khéi nhau thai va rdi loan duy tri thai ky. Két qua
nay phu hop véi cac nghién ctru trude d6 quy mé 16n trén thé
gi6i. Dién hinh 12 phan tich tong hop ciia M. Maghsudlu va cs
(2024) [10] véi1 23 nghién ctru (4.284 ca bénh, 3.549 ca chiing),
khi phén tich theo mé hinh di truyén troi (két hop ca 4G/4G va
4G/5G so v6i 5G/5G), nguy co sdy thai lién tiép tang 2,31 lan
(OR: 2,31; KTC 95%: 1,81-2,93).

Tir bang 5, chung t6i ghi nhan tan suét alen 4G cao hon 1o
rét & nhom bénh (28%) so vdi nhoém ching (15%), voi mirc
nguy co ting 2,263 lan (CI 95%: 1,272-4,025; p=0,005). Phan
tich theo tin suét alen mang lai goc nhin bd sung, gop phan
khang dinh rang khong chi kiéu gen, ma ban than alen 4G ciing
c6 gia tri tién lugng nguy co. Bén canh d6, két qua nay ciing
¢6 xu hudng nhat quan voi cic nghién ctru hién tai, nhu cia
M. Maghsudlu va cs (2024) [10] trong d6 alen 4G lién quan dén
nguy co sy thai va thai chét luu ting hon 1,55 14n so v6i ngudi
khong mang alen nay, voi y nghia théng ké cao (p<0,001).

Miic du tudi me 1a mot yéu té nguy co da duge ghi nhan 16
ddi voi mat thai, két qua nghién ctru dua ra khong c6 su khac
biét ¢6 ¥ nghia thong ké giita hai nhom vé d6 tudi trung binh
(p=0,287). Piéu nay gitp két ludn vé mdi lién quan giira da
hinh 4G/5G va say thai va thai chét lu’u hen t1ep khong bi anh
huong boi sy chénh 1éch tudi - mot yeu t6 c6 thé gy nhiéu tiém
an. Hon nita, khoang dao dong d¢ tudi rong trong nhém bénh
phan anh tinh da dang ciia quan thé chiu anh hudng, cung cb
gia thuyét ring yéu to di truyén nhu alen 4G c6 thé dong vai
tro nguy co doc lap.

Nghién ctru ciia chung t6i ¢6 mot s6 diém manh dang ghi
nhén. Trude hét, thiét ké nghién ciru cit ngang c6 ddi chimg
duoc Iya chon phu hop véi muc tiéu so sanh nguy co gilia
nhom bénh va nhom chimg, gitp 1am 16 mdi lién quan gitra da
hinh 4G/5G gen PAI-1 va nguy co sy thai, thai chét luu lién
tiép. Tiéu chuén lya chon va loai trir dugc xay dung chat ché,
gbp phan han ché cac yéu t6 gdy nhidu nhu bat thuong giai
phau, ndi tiét, mién dich hay bénh 1y di truyén. Nghién ctru
ciing tién hanh phan tich toan dién dua trén ca kiéu gen va tan
suat alen, cho phép danh gia méi lién quan di truyén mot cach
toan dién. Tuy nhién, nghién ctru van c6 mot s6 han ché, déang
chi y 1 ¢& mau con nhé va chi tap trung vao mot gen don lé
ma chwa xem xét sy twong tac voi nhitng gen mi héa cac yéu
t6 lién quan dén qua trinh dong mau khac nhu F2, F5, FGB
hay ITGB3.

Tém lai, nghién ctru cung cap thém bang chimg khang dinh
alen 4G va cac kiéu gen chira alen 4G ctia PAI-1 1a yéu t6 nguy
co di truyén dbi v6i sdy thai, thai chét luu lién tiép. D con mot
s gioi han, nhung két qua nay 1a co sé quan trong dé tiép tuc
nghién ctru sau hon trong tuwong lai.
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4. Két luan

Nghién ctru nay da xac dinh duoc mdi lién quan c6 y nghia
thng ké giita alen 4G va cac kiéu gen mang alen nay ciia gen
PAI-1 véi nguy co sy thai va thai chét luu lién tiép ¢ phu
nfr Viét Nam. Mic dii cac nghién ctru trén thé gioi dﬁ néu ra
mbi lién hé nay, nhiing phat hién ciia chiing t6i cung cp bang
chung cu thé va cung cd vai tro cua da hinh 4G/5G nhu mot
yéu t6 nguy co di truyén trong quan thé Viét Nam, noi dit lidu
con han ché. Két qua nay ¢6 y nghia 1am sang tiém ning trong
viéc hd trg danh gia nguy co va tu van cho céc trudng hop mat
thai tai dién.
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