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TOM TAT

TAm sodt trudc sinh bing cic xét nghiém
sang loc ¢6 dd nhay, do dic hiéu cao 1a giai
doan quan trong trong qua trinh kham thai,
nhim phét hién sém nhiing thai ky nguy co
cao ton tai cac bit thudng nhiém sic thé,
gitip gidm ty 1é can thiép va bién ching. Tuy
nhién, cac xét nghiém sang loc trudc sinh dya
vao cdc diu chi sinh héa & song thai chua
dat duoc hiéu qua cao, dong thoi ty 18 hd trg
sinh san va thai ky song thai dang ngay cang
ting cao. Do d6, viéc tim ra mot xét nghiém
sang loc trudc sinh c6 gia tri cao thay thé cho
phuong phép c6 dién 1a rit can thiét. NIPS ra
doi va dang ngay cang ching minh dugc hiéu
qua cao trong tam soét [éch boi & ca don thai
va song thai.

NIPS LA GI?

Nhitng bat thuong nhiém sic thé & thai
c6 thé bit dau bing thém hoic mit vat chit
di truyén véi kich thude tit nho (nhu vi mit
doan, vi lip doan) dén toan bd nhiém sic thé
(nhu 1éch boi) gay ra cac bat thuong thai tit
mtc do nhe dén nghiém trong. Vi vy, tAm
soat trudc sinh khong xAm 14n (Non—invasive
prenatal screening — NIPS) ngay cang phd
bién, titng budc thay thé nhing phuong phap
6 dién trong sang loc céc bat thuong nhiém
sic thé, gép phan giam ty 1é cAn thuc hién xét
nghiém chan do4n.

NIPS dua vio cdc manh v DNA ngin,
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goi la “cell-free DNA”(cfDNA), sinh ra t
qué trinh chét theo chuong trinh cta té bao,
dugce phéng thich vao tudn hoan me va nhanh
chéng dugce thanh thai. o] phu n& mang thai,
cfDNA hau hét c6 ngudn gbe tit t& bao me,
tuy nhién, ty 1&é nhd cfDNA xudt phat tit 16p
nguyén bao nudi ngoai gai nhau, dugce goi la
“cell-free fetal DNA”(cffDNA), phan 4nh
dic diém vat chét di truyén cta thai. Ty 1é
cffDNA trén toan bo cfDNA tinh theo phin
tram duoc goi la “fetal fraction” (FF). Tai 10
tuan, FF c6 gia tri trung vi 1a 10%. Tt 10 dén
21 tun, FF gitt tuong déi 6n dinh va chi ting
khoang 0,1% mdi tuan. Sau 21 tuln, ty 1é nay
tang nhanh khoang 1% méi tudn'2.

Céc xét nghiém NIPS khac nhau vé ky
thuat va thuit todn nhim kiém tra ty 1é
cfDNA xuét phét tit nhitng nhiém sic thé
ddc biét. Tinh trang léch boi & thai lam sai
léch ty 1& nay so véi gia tri mong doi va mot
kiém dinh théng ké dugc stt dung dé xac dinh
¥ nghia ctia sy sai léch nay’. Phan 16n ¢fDNA
c6 ngudn gbe tit me nén kha ning phat hién
bt thuong nhiém sic thé thai doi hoi FF phai
dt cao, nén cac thuat todan NIPS déu yéu ciu
gid tri FF phai 16n hon mdt ngudng cut—off
(thudng 1a 4%), nguoc lai NIPS sé khong c6
két qua. Gia tri ctia NIPS trong tAm soat léch
boi nhiém sic thé & don thai da dugc ching
minh trong nhiéu nghién ctu, nhung nhing
ting dung ctia NIPS trong song thai van dang
tiép tuc c6 thé duge ching minh.



BAT LOI CUA NIPS

NIPS khong bao gidy dat gia tri tién doin
duong 100%, nén NIPS chi la mdt xét nghiém
sang loc®. Két qua NIPS nguy co cao can thuc
hién xét nghiém xam lan dé chdn doan chic
chin vé kiéu gen cua thai. Ddng thoi, két
qua NIPS nguy co thip khong di kha ning
loai trit hoan toan tht cd nhitng bt thuong
nhiém sic thé cta thai, dic biét véi nhing
bénh nhan cé yéu td nguy co rat cao. NIPS
c6 thé 4m tinh gid hoic duong tinh gia trong
mot s6 truong hgp nhu:

— Gi4 tri FF thép tao két qua Am tinh gia.

— Song thai véi mot thai tiéu bién ma banh
nhau ctia thai tiéu bién con ton tai va tiép tuc
giai phong cfDNA giy duong tinh gia.

— Bt thuong nhiém sic thé ctia me (nhu
mang thé kham léch boi), me ghép tang hoic
ghép tiy xuong c6 thé tao nén két qua duong
tinh gia.

— Sy khac biét vé vat chit di truyén cua
thai va nguyén bao nudi hodc thé kham banh
nhau (1 — 2% & tam ca nguyét tht 1) hay thé
kham thai c6 thé gy duong tinh gid hoic 4m
tinh gia.

— Mot sb bdo cdo ghi nhan nhitng bénh ly 4c
tinh cia me nhu lymphoma té bao B, u té bao
T hay U lympho khong Hodgkin gay sai léch
két qua NIPS. Vi vy, khi két qua tAm soat
léch boi xuét hién tai nhiéu nhiém sic thé
sé goi ¥ bénh Iy 4c tinh tiém 4n cta me, nén
can tham kham toan dién, chup nha anh, xét
nghiém cong thitc mau, nudc tiéu, tim mau
4n trong phan cho thai phy...*

— NIPS ¢6 thé khong phat hién duge céc
trudng hop bat thudng nhiém sic thé hiém
gap nhu “kham tam nhiém sic thé”.

Khoang 1,6 — 6,4% cac mau NIPS cho
ra két qua khong giai thich dugc®®. Nguyén
nhin nguyén phét ciia NIPS thit bai 1a FF
thip. Nhiéu nghién cttu nhan thiy cin niing
me tuong quan ngugc véi FE do sy chét theo

chuong trinh cta t& bao m& lam ting cao
cfDNA me. Bénh nhan diéu tri v6i heparin
trong lugng phén t thip ciing [am ting nguy
co NIPS thét bai’.

FF c6 vé thip hon khi thai ton tai mot s6
bét thuong nhiém sic thé nhu trisomy 13, 18,
XO va tam bdi. Do d6, nguy co bt thudng
nhiém sic thé ting véi mot mAu NIPS that
bai do FF thip. Déi dién véi mot truong
hop NIPS thit bai, tiép cin nén tuy thudc
bbi canh 1am sang. Nhiing thai phu c6 két
qua combine test nguy co cao va nhing diu
hiéu siéu 4m nghi ngd, xét nghiém xam lan
nén duge thuc hién. Dbi véi thai phu ¢6 yéu
t& nén tang nguy co thip, tudn thai nho, lip
lai NIPS khi thai dt 16n (hon 20 tudn) cé
thé dugc chip nhan®. Tuy nhién, viéc Lip lai
NIPS ¢6 thé lam cham tré chan doén léch boi
va din dén thay déi phuong phéap chidm dit
thai ky’.

TAM SOAT LECH BOI

O SONG THAI

TRONG GIAI POAN HIEN TAI

Bét thuong nhiém sic thé phd bién nhit
14 tam nhiém sic thé 21 (trisomy 21), gay hoi
ching Down. Nhitng léch bdi khac & thai
thudng gay sy thai ty nhién, nhung doi khi
van ghi nhin céc thai ky sinh sbng (dic biét
& léch boi nhiém sic thé 13, 18 va gidi tinh).

Nguy co léch bdi ctia cac thai ky song
thai tiy vao s6 lugng hop ti, s6 lugng banh
nhau, tuy nhién d@ liéu vé léch boi & da thai
vAn con nhiéu han ché. Trong song thai hai
tring (chiém khoang 2/3 song thai), mdi thai
c6 nguy co léch boi tuong tng véi nguy co
theo tudi me. Nhung can chi § rang nguy co
me mang it nhit mot thai 1éch bdi trong song
thai cao hon so véi don thai. Hau hét song
thai cing tring (chiém 1/3 song thai) sé c6
cung karyotype, nén khong thai nao hodc ca
hai thai léch bdi va nguy co mang léch bdi sé
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tuong tng véi nguy co theo tudi me. Trong
mot s6 truong hop hiém, dot bién hodc su
khong phan ly nhiém sic thé trong qua trinh
nguyén phén sé& tao nén su khac biét vé dic
diém di truyén ctia hai thai'.

Hién tai chua ¢6 phuong phap nao tAm
soat léch boi trong song thai chinh xac nhu
trong don thai. Nhitng phuong thic tim
soat nhu do md da gy (nuchal translucency
— NT), double test, combine test, quadruple
test (hCG, AFPB, uE3, DIA & thai 15 — 22
tuan) c6 thé la nhing lya chon phit hop cho
song thai'l. Trong trudng hop song thai, mot
thai luu hoiic mot thai bat thuong ciu tric,
tAm soét léch boi bing huyét thanh khong
nén st dung vi nguy co cao sai léch. Thai phu
nén duge tu vin va cin nhic thuc hién xét
nghiém chin doan’. D6 mo da giy cho phép
mbi thai duge tAm soat doc lap va do d6 cé
thé stt dung trong da thai. Sy phan b ctia do
md da gy khong ghi nhan sy khéc biét c6 ¥
nghia gifta song thai va don thai. Do d6, do
NT két hop tudi me la phuong phap tAm sodt
duoc chip nhan véi song thaill.

Tuy nhién, s6 nhau va sb hop tit c6 thé
anh hudng dén nguy co ude tinh hoi chiing
Down trong song thai. Nguy co tinh toan
duge 6 thé cho mbi mot thai (fet) hoic
chung cho ca thai ky (preg). Trong song thai
mot nhau (monochorionic), nguy co toan bd
gibng véi don thai. Tuy nhién, gié tri NT ting
thuong gip hon & song thai mdt nhau so véi
hai nhau (dichorionic) (do cac bién ching
dac hiéu xuit hién song thai mot nhau)'?.
Theo nghién cttu cia Vandecruys va cOng su
(2005) trén 769 thai ky song thai mot nhau,
phuong phép tAm soét tbt nhét [a stt dung gid
tri NT trung binh cta hai thai hon 1a gid tri
NT cao nhit hay NT thip nhét. Trong song
thai hai nhau, ty & hai hop tt chiém 90% (gia
tri nay c6 thé thay déi véi thai ky duge hd trg
sinh san). Trong song thai hai nhau, hai thai
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tach biét, nguy co cho mdi thai dugc tinh
toan bang cich st dung gia tri NT trung vi
trong don thai. Tuy nhién, 10% song thai hai
nhau that ra 1a mot hop t, didu nay lam ting
ty 1& duong gia & nhom song thai hai nhau
mot hgp ti?. (Bang 1)

TAm so4t bang huyét thanh két hop véi do
mo da géy va tudi me ¢ thé duge can nhic
véi song thai, gitp giam ty 1&é duong tinh gia
so v&i phuong phép tAm soat bang do mo da
gdy va tudi me''. Nam 2003, Spencer kiém
dinh tdc dong ctia s6 nhau lén huyét thanh
me trong ba thang dau trén 1.914 cip song
thai. Téc gid két luan ring tAm soét trong tam
cé nguyét tha nhét doi hoi hé sb diéu chinh
theo MoM (multiple of median) & song thai,
chia 2.023 véi free—f hCG, véi PAPP-A chia
2.192 cho song thai hai nhau va 1.788 cho
song thai mot nhau. Wald (2015) tién hanh
nghién ctu két hgp NT va huyét thanh me
trong sang loc tam c4 nguyét thit nht, 1y chi
s6 huyét thanh trung vi bing cach théng ké
ndng do céc chi s6 nay & cac song thai khong
bi 1éch boi va thuc hién cac phép tinh nhu &
don thai. Téc gid két luan két hop NT va sinh
héa trong tam cé nguyét thit 1 ¢6 thé cho do
nhay cao tuong tu trong don thai. (Bang 2)

Bang 1. Tam soéat Trisomy 21 bang NT két hop tudi me.

Tri 21/ Wie
Téng duong gid
song thai (%)

Cut-
tham khao off

Tai lieu

Chasen, 1/300 7/535 83 50

2007

Vandecruys, 1/300 6/769 100 42 (NT

2005 MC trung binh)

Spencer, 1/300 4/230 75 6,8 (fet)

2003 92 (preg)

Sebire, 1/300 8/448 88 5,0 (fet), 10

1996 (preg) - DC
13 (preg) -
MC

*Ch thich: DC: dichorionic; MC: monochorionic; fet: risk
calculated for each twin - nguy co dugc tinh cho méi thai;
preg: risk calculated for the entire pregnancy - nguy co dugc
tinh cho toan b thai ky.



GIA TRI CUA NIPS TRONG TAM

SOAT LECH BOI O SONG THAI

Trong song thai mdt nhau, hai thai xuit
phat tit mot hop ti va gibng nhau vé bo méay
di truyén, tao ra nhitng doan alen trén cfDNA
gibng hét nhau trong tuan hoan me. Nhu véy,
phan tich ¢fDNA dé danh gid nguy co léch
bdi 6 thé thuc hién bang phuong thic gibng
nhu d don thai.

Niam 2013, Leung st dung k§ thuit giai
trinh ty “ultra—deep” cdc cfDNA tit huyét
tuong me & song thai 2 hop tit ghi nhan mdi
thai ¢6 thé déng gép mot lugng cfDNA khac
nhau vao tuin hoan me, su khéac biét nay cé
thé 1én dén 2 1an'*. Do d6, xay ra tinh hudng
song thai hai hgp t&t ¢6 modt thai léch boi
va thai nay tao ra FF dudi nguong 4%, dua
dén am tinh gia trong két qua tAm soét bang
cfDNA do sy hién dién vuort trdi cia cfDNA
ttt thai binh thuong.

Nim 2014, Craig va cong sy dé xuit ky
thuAt DANSR (gidi trinh ty nhiém sic thé
chon loc véi phan tich sé nhitng ving chon
loc) gidp udc tinh nhing thay déi trong ty 1é
vat chit di truyén & mAu léch boi. Tiép can
nay lam ting ty 1& két qua “no—call” vi FF
< 4%, nhung cing gitp gidm ty [& Am tinh
gia’®. Ty 1¢ thét bai theo cdng bd nam 2019
ctia nhém téc gid nay 12 4,9% & song thai mot
nhau va 11,3% & song thai hai nhau. Ttt nim
2012 dén 2021, Juah va cdng su thuc hién

Bang 2. Tam soat Trisomy 21 b&ng PAPP - A + Free
beta HCG + NT + tudi me.

Tri 21/ bo Tyle
Téng nhay duong gia
songthai (%) (%)

Cut -
tham khao  off

Tai ligu

Wald, 2005

(MC) 84 50
Vandecruys,

2005 (MC) 1/300 6/769 2 50
Spencer,

5003 1/300 4/206 75 90

nghién cttu tién cdu trén 1.272 song thai tng
dung k§ thuat DANSR, ghi nhan tng dung
cfDNA vao tAm soét Trisomy 21, Trisomy 18,
Trisomy 13 dat do nhay va ty 1é duong gia
1an lugt 13 95% (19/20 truong hop) va 0,05%;
90% (9/10 truong hop) va 0,1%; 50% (1/2
trudng hop) va 0,4%'. Nhom tic gid ciing
tién hanh phan tich gop dit liéu ctia minh véi
12 nghién cttu tién ctu duge cong bd tit nim
2013 dén 2021, két qua ghi nhan do nhay va
ty 1& duong giad ciua cfDNA trong tAm soét
Trisomy 21 (137 truong hop), Trisomy 18 (50
trudng hop), 13 (11 trudng hop) 1an lugt 1a
99,0% va 0,02%; 92,8% va 0,01%; 94,7% va
0,10%!.

Yanfei Xu va cOng su thitc hién nghién cttu
tién cttu trén hon 59.000 thai phu dén kham
tai Bénh vién Phu nit Chiét Giang ti nim
2015 dén 2019 nhim so sanh gia tri NIPS
trong tam sodt léch boi gitta song thai va don
thai. K&t qua nghién cttu ghi nhan 7 trudng
hop Trisomy 21 & song thai, xét nghiém dat
do nhay 100% (KTC 95%, 59,0 — 100), duong
tinh gia 0,0% (KTC 95%, 0 —0,2) trong song
thai va gia tri nay khac biét khong c6 ¥ nghia
théng ké v6i nhém thai phu don thai trong
nghién cttu'.

KET LUAN

Trong giai doan hién tai, tt nhitng thanh
cong va cac két qua cta nhiéu nghién ctu
da dugc ching minh, viéc tAm soat léch boi
nhiém séc thé 21 bang cfDNA & song thai
da dugc ACOG va SMFM (2020) khuyén
khich. Vi s6 truong hop bat thuong duge ghi
nhéan con thip déi v6i nhiém sic thé 13 va
18, nén NIPS chua thé két luan duoc gia tri
cta két quad®. Tuy nhién can tu vin véi bénh
nhan kha ning xét nghiém NIPS that bai
“no—call” trude khi thyc hién.

Mai xem ti€p
e

g trang 55
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