SAY THAI LIEN TIEP
VA NGUYEN NHAN DI TRUYEN

BS. V6 Van Cuong
IVEMD Family, Bénh vién da khoa Gia Binh

MO DAU

Sdy thai lién tiép (sdy thai tit hai lAn tr&
1én) anh hudng tit 2 — 5% cip vo chdng trong
do tudi sinh san. Khoang 80% siy thai dién
ra trong vong 12 tudn diu cta thai ky. Hon
mot nita trong sb d6 dén tit nguyén nhan di
truyén, thuong biéu hién bdi thay déi sb lugng
hay téi cAu tridc & nhiém sic thé (NST). Tuy
nhién nhitng hiéu biét vé mic do gen anh
hudng dén sy thai va sy thai lién tiép ciing
bat dau dugc tim hiéu trong thoi gian gan day.
Bai viét sé cung cAp nhing thong tin tdng
quan vé céc bat thudng di truyén tit mac do
NST dén gen gay nén sy thai va siy thai lién
tiép, bén canh cac phuong 4n du phong sy
thai lién tiép thong qua can thiép sang loc di
truyén hoic diéu tri thubc.

NGUYEN NHAN MUC PO NST

Bét thuong NST chiém trén 50% nguyén
nhén sdy thai & quy dau thai ky. Bat thuong
NST dugc dinh nghia la bién d6i hinh théi
hoic sb luong mot hodc nhiéu NST & NST
thuong, NST gidi tinh hodc ci hai. Nhing
bién d6i & NST din dén nhing biéu hién
lam sang khdc nhau nhu sdy thai, thai luu,
chét sau khi sinh, di tat bAm sinh, rdi loan
thé chit, tAm thin & tré sinh ra. Trén NST
dd ctia mo thai bi sdy, bat thuong sb lugng
NST phd bién nhéit 1a di boi (trisomy) NST
thuong (30 — 60%), tam boi (triploidy) 11 —

13%, don nhiém (monosomy) 10 — 15%, t&
boi (tetraploidy) 9%, trong khi d6 bt thuong
cAu tric véi ty 1é it hon 2 — 6%, va thé kham
8%.

Bét thuong NST phd bién nhAt & cac cip
vo chdng [ chuyén doan can bing, dot bién
s6 lugng NST va dao doan. Tan suét sdy thai
lién tiép & nhing truong hop bé me mang
chuyén doan can bang cho nhan la 83,8%,
v6i sb 1an sy thai trung binh 14 2,8, cao hon
rit nhiéu so v6i quan thé dan s6 chung khong
c6 bat thuong NST. Thém vao d6, nhitng bét
thuong vé dot bién chuyén doan can bing
cAu tric NST & nhitng trudng hop siy thai
lién tiép véi tan sudt 4,8% & nhiing trudng
hop 2 14n sdy thai, va 5,7% & nhing truong
hop 3 14n sdy thai?. Trong s6 nhitng trudng
hop chuyén doan can bang, chuyén doan cho
nhén chiém 60% va chuyén doan Roberson
chiém 40%, véi tAn sut & nit gip doi nam
gidi.

Mot nghién ctu tdng quan cho théy, bat
thuong NST & nhitng truong hop siy thai
lién tiép 1a thip hon so véi siy thai lan dau
tién (39% so véi 45%). Do d6, khi sb 1an sdy
thai ting, yéu t6 lién quan dén bat thuong
NST giam. Bét thuong di truyén lién quan
dén tudi me (> 40 tudi hodc < 20 tudi) do
lam ting bt thuong di truyén & noan hoic
phoi [am ting nguy co thai luu'®. Bén canh
dé, bd 16n tudi (> 40 tudi) c6 nguy co siy
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thai gip 1,69 1an so véi nam gidi trong do tudi
20 — 29°. Diéu nay c6 thé do anh hudng cta
tudi lén chic niang hoat dong cua tinh hoan,
noi tiét sinh san, tinh toan ven DNA ctia tinh
tring, bat thuong s6 lugng va ciu tric NST
cing nhu bién déi thuong di truyén & tinh
trung.

POT BIEN CHUYEN POAN

CAN BANG NST

Dot bién cAu tric NST duge tao thanh ti
su tai hop lai cdc NST & vi trf cac diém gay,
6 thé 1a can bang hodc khong can bang. Dot
bién can bang khong lam mét hay thém vat
chit di truyén, do d6 phan 16n 1a khong gay
hai, ngoai trit mot s6 hiém trudng hop lam
ton hai tai diém gay cua mot sb gen cé chic
ning. Tuy nhién, ngudi lanh mang dot bién
can bing c6 thé sinh ra giao tit ¢6 dot bién
khong can bing, [am thay d6i luong vat chit
di truyén, gy nén nhing bién déi nghiém
trong trén lam sang nhu bt thudng su phat
trién, lam t6 cha phoi hay gay sy thai sém,
thai ngung phat trién, rdi loan vé thé chét,
tinh than cho tré sinh ra.

Chuyén doan can bing bao gdm chuyén
doan cho nhan va chuyén doan Roberson.
Chuyén doan cho nhan dugc hinh thanh
khi xuét hién vi trf gy & hai NST va cé
su trao déi gitta cdc doan NST nay dé tao
thanh 2 NST phat sinh méi (derivative
chromosomes). Tan sudt chuyén doan cén
bang cho nhan trong quan thé dan sb chung
12 0,2%. Chuyén doan cAn bing cho nhan
lien quan dén nhanh dai cta NST s6 11 va
22 1a tuong dbi phd bién nhét, & nam gidi
vO sinh [a 0,6%*. Dic biét & nhitng trudng
hop thuc hién IVF/ICSI (invitro rtilization/
intracytoplasmic sperm injection) c6 tAn suit
chuyén doan cin bing 1a 0,72%. Chuyén
doan Roberson 1a sy két hop gitta hai NST
tAm ngon (acrocentric chromosomes) (NST
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13, 14, 15, 21, 22) tai vi tri tAm ddng hoic
gan tAm dong, hai nhanh dai ctia NST sé hoa
vao nhau va mét di nhanh ngin khong chia
vat chét di truyén cé § nghia 1am sang. Tan
sudt chuyén doan Roberson khoang 0,1%,
v6i sut phd bién nhét 1a gitta NST s6 13 va 14.

QUA TRINH

PHAN CHIA GIAO TU

Theo ly thuyét, tAn suit sinh giao ti binh
thudng hoic chuyén mang chuyén doan cin
bang 1a 1/8. (Bang 1, Hinh 1). Tuy nhién két
qua thuc té phu thudc vao nhiéu yéu tb, bao
gdm vi trf NST, vi tri diém gay, gi6i tinh nguoi
mang dot bién (b hoic me) véi ty 16 tir 1 —
10%, trong d6 véi chuyén doan cin bing phd
bién gitta NST 11 va 22 1a 5%.

Tan sudt sinh giao t binh thudng hodc
mang chuyén doan can bang Roberson 14 1/6
theo Iy thuyét (Hinh 2), tuy nhién thuc té
phu thudc vao vi trf NST va gidi tinh mang
dot bién. Véi nhitng trudng hop chuyén doan
me c¢6 mang dot bién chuyén doan Roberson

Bang 1. M6 hinh phan chia giao tJ & chuyé&n doan cho
nhan can bang.

M6 hinh NST .
phan chia phan chia BONST
Phan chia 2:2
Phén chia luan A+D Binh tbuong R
A Chuyén doan can
phién B+C N
bang

Khéng can bang
A+C hoéc (trisomy mét phan
B+D hodc monosomy

mat phan & hop td

Phan chia lien ké 1
(khéng cung tam
dong)

Phan chia lien ké 2 A+B hoac

(cungtdém dong)  C+C Khong can bang

Phéan chia 3:1
A+B+C hoac
A+B+D hodc Khéng can béng
T A+C+D hoac (trisomy & hop td)
B+C+D
A hoic B Khéng can bang
Mot NST hodc C (monosomy & hop
hodc D td)



13q21q hodc 14q21q c6 nguy co sinh con bi
hoi chiing Down khoang 10%, trong khi néu
bb 1a ngudi mang dot bién thi nguy cola 1 —
3%. Diéu nay c6 thé duge giai thich do nhiing
tinh triing bat thuong vé hinh thai va tinh di
dong khi mang bo NST bAt thudong khé cé
kha ning gip noan dé thu tinh va phét trién
thanh phoi.

NGUYEN NHAN MUC PO GEN

Tiang dong di truyén

Ting dong [a bénh I phu thudc nhiu yéu
td, trong dé c6 yéu tb di truyén theo co ché
gen trdi trén NST thuong. Cac dot bién ting
dong di truyén bao gdm dot bién yéu tb V
Leiden, thiéu hut protein C va S, thiéu hut
antithrombin va dot bién gen prothrombin,
chiém khoang 5% trong quin thé dan sb,
trong d6 dot bién yéu t6 V Leiden I phd bién
nhét. Céc dot bién gen ting dong chu yéu la
dot bién diém trén NST thudng nhu yéu tb
V Leiden trén NST s6 1, gen FII prothrombin
trén NST s6 11, protein C trén NST sb 2,

protein S trén NST sb 3, antithrombin trén

NST s6 1. Cac dot bién trén déu thudc dang
di truyén troi thAm nhap khong hoan toan,
nghia 1a con céi nhan gen di truyén c6 nguy
co tiang hinh thanh cuc mau dong, tuy nhién
biéu hién rit khic nhau, thAm chi khong
biéu hién bénh hoic biéu hién ngay tit giai
doan méi sinh. Phu thudc vao sy tdn tai va
phdi hop ctia cdc dot bién. Ngudi mang mot
dot bién it c6 nguy co biéu hién bénh hon
ngudi mang hai dot bién hodc c6 két hgp
cdc dot bién véi nhau, bén canh céac yéu tb
moi trudng nhu ding thudc tranh thai dang
udng, chin thuong, mang thai. Mic du co
ché ctia céc yéu td ting dong di truyén va siy
thai chua duogc hiéu 16, tuy nhién c6 thé giai
thich ring su ting dong dan dén huyét khéi
& cdc mach mau nhd & banh nhau din dén
sdy thai. Nhung nhitng chitng ctt gan day cho
thiy anh hudng cua ting dong di truyén 1én
thai & quy 2 thai ky hon 1 giai doan quy dau
thai ky. Bén canh dé, diéu tri chéng dong véi
Heparin khong lam cai thién két cuc thai ky
& nhitng truong hop c6 hién dién ting dong
di truyén c6 tién st sy thai lién tiép>®.

1l 22
ap
Vi tri dat gy Nhiém séc thé binh thuong U U U U
Nhiém séc thé
binh thudng / \ ) 1“4 21 21
A 4 A
s 2 o}
Ngudi lanh mang chuyén
Chuyén doan 8 doan can bang
can bang i 14 14/21 21

B &
@&:‘O Q:::Co:
Phéan chia
giao tU
B D

Hinh 1. Qué trinh hinh thanh giao tJ
& chuyén doan cho nhan can bang 6
NST 11 va 22.

Két qua

A D 1 2 3 4 5 6
Giao tJ U U

14 21
T

Khéng bi bénh

10

14/21 14/21 21 14 21 14 14/21

H6i ching Down M3t

Hinh 2. Sy hinh thanh va phan chia giao tJ &
trudng hop chuyén doan Roberson 6 NST 14 va 21.
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Bién thé MTHFR

Nhiing thay déi nucleotid tai gen MTHFR
nhu C tai vi trf 677 thanh T kha phd bién
trong quan thé dan sb, nén nhing bién déi
nay thudng duoc goi 1a bién thé MTHFR
(MTHFR variants) hoic da hinh gen
MTHFR (MTHFR polymorphisms) hon la
dot bién gen MTHFR. Tai M§, ngudi c6 mot
hoic hai bién thé cia MTHFR C677T nhiéu
hon so véi ngudi khong c6 bién thé nay. Bién
thé MTHFR lam ting nguy co huyét khbi do
tang ndng do hemocystein. Sy mét cin bang
ctia ndng do cysteine trong mau dan dén céc
t6n thuong nodi mach, cdc mach mau & banh
nhau lam ting qua trinh viém va gidm tudi
méu banh nhau. Nhiéu nghién ctu ¢ nhém
ching va phan tich gdop da ching minh c6
su lién hé gitta cic dot bién gen MTHFR
(MTHFR C677T, MTHFR A1298C) va siy
thai lién tiép’.

Cac dot bién gen khac

Mot phan tich hé thong trén 428 trudng
hop xédc nhin c6 sy lién quan gitta sdy thai
lién tiép khong 6 nguyén nhan va 21 bién
thé gen ctia b6 me vé cdc bénh mién dich,
chuyén héa, déong méau, va mot sb dot bién
gen trén NST sb 9, tuy nhién mtc do bing
ching con thip. Bén canh d6, xdc dinh
nguyén nhan di truyén & cac rdi loan c6 thé
din dén sy thai lién tiép nhu rbi loan chic
nang gidp, tang prolactine méu, hoi ching
budng tring da nang hién vin chua c6 két
qua rd rang'.

CAN THIEP VA DU PHONG

Muc d6 NST

Bé/me c6 bét thwong NST

IVEF/ICSI két hop xét nghiém tién lam t&
nén dugce thuc hién & nhitng trudng hgp cé
bd, me hoic ca hai mang dot bién can bing
cAu tric NST. Trong mot nghién cu cta
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Huang va cdng su v6i 194 cip vo chdng bi
dot bién chuyén doan can bing cho nhan
c6 tién st sdy thai lién tiép dugc thuc hién
PGT SR (preimplantation genetic testing for
structural rearrangements). Két qua tré sinh
sbng sau PGT SR la 88,6%, so véi trude PGT
SR 1a 8,8%, trong khi ty 1é thai luu, tré di tat
déu giam khi dugc thuc hién PGT SR. Diéu
nay cho thiy, nhitng trudng hop ¢ tién st
sdy thai c6 dot bién chuyén doan cin bang
duoc loi tit PGT SR dé tiang ty 1é tré sinh
sbng, giam ty 1é sdy thai va ty 1é thai di tat.

Khi thuc hién kich thich budng tring
khong c6 su khac biét vé sb cum tring duoc
choc hit gitta ¢6 chuyén doan va khong
chuyén doan, bén canh d6, ciing khong c6 su
khéc biét gitta nhém chuyén doan cin bing
cho nhén va chuyén doan can bang Roberson.
Tuy nhién & nhém tudi trén 35, sy khac biét
nay cé ¥ nghia, ¢6 thé qua trinh chét theo
chuong trinh (apoptosis) lam gidam dy trit
budng tring nhanh hon & nhitng trudng hop
c6 chuyén doan can bang so véi khong cé bat
thudng chuyén doan. Bén canh d6, khong c6
su khac biét vé ty 1é 1éch boi phoi gitta nhém
me mang dot bién va bd mang dot bién khi
thuc hién IVF/ICSI két hgp PGT SR. Mot
nghién ctu cua Song va cong su trén 1034
cip vo chdng ¢ chuyén doan can bing cho
nhéan dugc thuc hién xét nghiém tién lam ¢4
cu tric NST (PGT SR) cho thiy khong c¢6
sut khac biét gitta ty 1& thu thy tinh, ty 1& phoi
léch boi, thai l[Am sang, siy thai va ty 1& tré
sinh séng gitta nhém c6 me 1a ngudi mang dot
bién va bb [a ngudi mang dot bién. Tuy nhién,
ty 1& hinh thanh phdi nang & nhém bd mang
dot bién nhiéu hon nhém me mang dot bién
(55,3% so vai 50%, p < 0,05).

Ty 1é phoi st dung dugc & nhing trudong
hop c6 chuyén doan can bang thip hon so véi
khong c6 bat thuong NST. Nghién citu cta
Iris va cOng sy & nhing trudng hop chuyén



doan can bing dugc thuc hién PGT SR va
khong c6 bat thuong karyotype duogc thuc
hién PGT A/M (preimplantation genetic
testing for aneuploidy/monogenic defects)
cho théy ty 1¢ phoi nang tuong duong giita
hai nhém (69,7% so véi 63,2%), trong khi
d6, phéi stt dung duge thip hon & nhém PGT
SR so vdi nhém PGT AM (24,4% so véi
35,1%). Tuy nhién ty [é 1am t5, thai 1Am sang,
sdy thai, va tré sinh sdng khi chuyén phoi st
dung dugc 1a tuong duong nhau & hai nhém.

Bé/me khong c6 bdt thwong NST

Nhing dit liéu trude day cho thdy PGT
A & nhém séy thai lién tiép khong c6 bit
thudng di truyén tit bd hoic me khong cai
thién ty 1¢ tré sinh séng, ting chi phi diéu tri
so vdi nhom khong thuc hién PGT A, hoic
theo déi tu nhién®. Tuy nhién cic nghién citu
nay dung ki thuat FISH, khong tAm soat hét
cac léch boi NST, hodc nhém so sanh c6 su
chénh léch tudi me c6 ¥ nghia théng ké, vén
anh hudng dén chit lugng nodn va tiang ty
1¢ sdy thai. Trong khi d6, nhiéu nghién cttu
gan day ching minh hiéu qua ctia PGT A &
nhitng trudng hop siy thai lién trén cac két
cuc nhu gidm ty 1é thai sinh héa, sy thai,
tang ty 1é tré sinh séng trén sb phoi chuyén so

vGi khong PGT A®.

Mitc d6 gen

Tang dong di truyén

Heparin trong lugng phan tie thap

Mot tdng quan hé théng khong cho thiy
hiéu qua cua heparin trong lugng phan ti
thdp trong ngin ngita siy thai mudn (> 10
tuan) hodc sém (< 10 tuan) & nhitng trudng
hop sdy thai lién tiép c6 ting dong di truyén
(RR 0,81, KTC 95%, 0,38 — 1,72), Mot tong
quan trén Cochrane ciing cho két qua tuong
tv khi dung aspirin, heparin, hodc aspirin
két hop heparin so v6i nhém ching dung
gid dugce. Do d6, nhitng truong ting dong di

truyén cé tién st sdy thai lién tiép khong nén
diing chéng dong dy phong, trit truong hop
cho muc dich nghién cttu ho#c ¢6 chi dinh du
phong huyét khéi tinh mach su.

Acid folic va cdc vitamin

Hau hét cdc nghién ctu tip trung vio
viéc st dung acid folic va vitamin & nhiing
trudng hop sy thai lién tiép c6 dot bién gen
MTHER va ting ndng d6 hemocystein trong
méu. Tuy nhién mdac do bing ching chua 16
rang. Mot nghién ctu cho thiy viéc ding L-
methyl folate, vitmin B6, B12, c6 thé gidm
nong d6 homocystein & nhitng trudong hop
sy thai lién tip, tuy nhién khong dé cap dén
cac két qua thai ky & 1an mang thai ké tiép.
Trong khi d6, mot bdo cdo véi sb luong 16
truong hop cho thiy hiéu qua cta viéc bd
sung cac ché pham cua folate dé cai thién két
qua thai ky & nhitng trudng hop sy thai c6
tién st sdy thai lién tiép.

Vé loai folate can bd sung, mot nghién ctu
lam sang ngiu nhién c6 nhém chitng khong
cho thiy su khéc biét gitta bd sung SMTHFR
va acid folic & nhiing trudng hgp cé tién st
sdy thai lién tiép khong ré nguyén nhan cé
da hinh gen MTHFR. Bén canh d6, b6 sung
acid folic 1a can thiét dé dy phong di tat 6ng
than kinh cho thai, trong khi hién tai chua cé
nghién cttu SMTHEFR c6 tac dung tuong tu
acid folic trong viéc dy phong di tat dng than
kinh. Do dé, bd sung aicd folic 1a can thiét,
cho du ¢6 st dung hodc khong st dung cac
dang folate khiac nhuw SMTHER.

KET LUAN

Nguyén nhan di truyén chiém phan 16n
trng cdc nguyén nhan din dén sy thai lién
tiép & cd mic do NST va gen. Nhing can
thiép nhu sang loc di truyén & nhiing trudng
hop bd/me c6 hoiic khong c6 bat thuong NST
dan ching minh dugc hiéu qua trong viéc cai
thién két qua thai ky & nhing trudng hgp sdy
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thai lién tiép. O mic do gen, hién tai nhing
hé trg vé thudc nhu aspirin, heparin trong
lugng phan ti thip vin chua ching minh c¢6
hiéu qua & nhiing trudng hop c6 dot bién gen
tang dong. Can nhic dung acid folic dé han
ché tinh trang sy thai & nhing truong hop
c6 bién thé MTHFR, bén canh muc dich dy
phong di tat 6ng than kinh.
TAI LIEU THAM KHAO CHINH

1 Melo P, Dhillon - Smith R, Islam MA, Devall A, Coomarasamy A. Genetic causes
of sporadic and recurrent miscarriage. Fertil Steril. 2023;120(5):940-4.

L= =N
£\ \

()

HOI PHU SAN VIET NAM

y

Téng Bién tap: GS. TS. Cao Ngoc Thanh

Pho Tong Bién tap:
- PGS. TS. Nguyén Vi Quoc Huy

Y MOl GUI BAI VIET
VAGO PANG TAP CHI PHU SAN

The Practice Committee of the American Society for Reproductive Medicine.
Evaluation and treatment of recurrent pregnancy loss: a committee opinion.
Fertil Steril. 2012;98(5):1103-11.

Kaltsas A, Moustakli E, Zikopoulos A, Georgiou |, Dimitriadis F, Symeonidis EN.
Impact of advanced paternal age on fertility and risks of genetic disorders in
offspring. Genes. 2023;14:486.

Peter DT, Sian Ellard. Chromosomes and Cell Division. In: Emery’s Elements of
Medical Genetics. 15th ed. Elsevier; 2017. p. 39-40.

Regan L, Rai R, Saravelos S, Li TC. Royal College of Obstetricians and
Gynaecologists. Recurrent Miscarriage - Green - top Guideline No. 17.; 2023.
2023;

Quenby S, Booth K, Hiller L, Coomarasamy A, de Jong PG, Hamuly_ak EN.
Heparin for women with recurrent miscarriage and inherited thrombophilia
(ALIFE2): an international open - label, randomised controlled trial. Lancet.
2023,402:54-61.

Wang G, Lin Z, Wang X, Sun Q, Xun Z, Xing B, Li Z. The association between 5,
10 - methylenetetrahydrofolate reductase and the risk of unexplained recurrent
pregnancy loss in China: A Meta - analysis. Med Baltim. 2021;,100(17):e25487.

Recurrent pregnancy loss. Guideline of European Society of Human Reproduction
and Embryology, update 2022. 2022;

https://vjog.vn/

- ThS. BS. H6 Manh Tudng

Téng thu ky toa soan: PGS. TS. Lé Minh Tam

Héi dong bién tap

- PGSTS. Lé Hong C&m

- TS.BS. b6 Quan Ha

- PGS.TS. Nguyén Xuan Hoi

- TS.BS. Pham Chi Kéng

- GSTS. Tran Thi Phuong Mai

- PGSTS. Vd Thi Nhung

- TS.BS. Lam Buc Tam

- PGSTS. Vi Van Tam

- PGS.TS. Ha Thi Minh Thi

- PGS.TS. Huynh Nguyén Khanh Trang
- PGSTS. Hoang Thi Diém Tuyét
Ban Thurky

- ThS.BS. Vo Van Khoa

- ThS.BS. Nguyén Dac Nguyén
- ThS.BS. Lé Viét Nguyén Sa

- TS.BS. Vu Chi Dung

- PGSTS. Lé Hoang

- PGS.TS. H6 Sy Hung

- PGSTS. Vuong Thi Ngoc Lan

- GSTS. Tran Thi Loi

- GS.BS. Nguyén Thi Ngoc Phuong
- PGSTS. Lé Minh Tam

- TS.BS. Lé Quang Thanh

- GSTS. Nguyén Viét Tién

- GSTS. V6 Minh Tudn

- TS.BS. Tran Manh Linh
- TS.BS. Nguyén Tran Thao Nguyeén
- ThS.BS. Tran Doan T

Bd mon Phu San - Trudng Dai hoc Y Duoc Hué
S6 6 Ngd Quyén, TP. Hué, Pién thoai: 0234626 9696, Fax: 0234. 3826269
Email: tapchiphusan.vn@gmail.com, Website: https://vjog.vn/

124 e Y HOQC SINH SAN 69




