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Tom tit:

Thé kham nhiém sic thé (NST) trong chin doan truwde sinh 1a mdt van dé phire tap, giy boi rdi trong nhan dinh
kham that hay gid, do dé thu’o’ng gay kho khin trong tw vén di truyén Trong nghlen clru nay, cac tac gia bao cao 5
truwong hgp kham NST trong chin doan karyotype trudc sinh va so sanh véi két qua karyotype twong rng cua tré
sau khi ra doi. Té bao dich 6i va mau ngoai vi dwge lam NST theo phwong phap gidn tiép va phén tich NST theo
tiéu chuin ISCN 2016. Miu dwgc thu thip va phén tich, nghién ciru tai Bénh vién Pai hoc Y Ha Ndi tir nim 2017
dén 2020. Két qua cho théy, c63 tru’o’ng hop kham NST bét thu’o’ng trude sinh nhung cho két qua NST binh thwong
sau sinh va 2 truwong hop kham NST bat thlro'ng truée sinh cho két qua NST mau ngoai vi bat thwong sau sinh. Cac
thong tin nay gop phan cung cap nhirng bang chirng quan trong dé tién lwgng cac truweong hop kham NST trong chin

dodn trude sinh va tw vin di truyén tot hon cho ngudi bénh.

Tir khéa: chin doan sau sinh, chian do4n trwéc sinh, thé kham gia, thé kham that.

Chi s6 phén loai: 3.2
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Dat van de

Karyotyping (1dp ban db NST) tirdich 6 bi duoc coi 1a mot
phuong phap tiéu chuén trong chan doén céc bat thuong di
truyén NST cuia thai true sinh. Tuy nhién, thé kham trong
chan doén trudc sinh phirc tap ca trong chan doan ciing nhur
tién luong kiéu hinh cua thai, giy nhiéu kho khan trong tur
van di truyén trude sinh. Kham NST 14 hién tuong sinh hoc
khi ¢6 it nhit 2 dong té bao c6 kiéu karyotype khac nhau
cung ton tai trong mot co thé duoc phat trién tir mot hop tir
don. Thé kham tir dich 6i tuy mirc d§ ma co tién lugng kham
that va gia khac nhau véi 3 muc d6 (I, II va III) [1]. Biéu
hién 1am sang cua thé kham hay thay doi tuy vao cac dong
té bao bat thudng, co quan va ty 16 kham, do dé rat khé xac
dinh kiéu hinh chinh xac ma thai nhi s& phat trién hudng t6i.
Su khong dong nhit giita két qua cua cac phuong phap chén
doan khac nhau hay su khac biét két qua gitra chan doan
trudc va sau sinh ciing 14 nhiing tinh trang bat thuong can
dugc quan tim. Y vin thé gidi di co nhiéu nghién ctru va
bao cao lién quan dén cac dang kham phé bién, nhat 1a bt
thuong cAu tric NST thuong, kham 1€ch bdi NST thuong,
kham marker va kham lién quan dén NST gi6i tinh [2, 3].
Trong nghién ctru nay, ching toi bao cao 5 truong hgp kham
NST trong chan doan karyotype trudc sinh va so sanh voi
két qua karyotype mau ngoai vi cua tré sau khi ra doi. Té
bao dich 6i va méau ngoai vi duge lam NST theo phuong
phap gian tiép va phan tich NST theo tiéu chuén ISCN 2016.
Céac mau kham dugc danh gia it nhit 50 cum té bao ky gitra
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& 2 1an nudi cdy doc lap. Két qua cia nghién ciru cung cip
thém cac thong tin quan trong dé tién luong cac truong hop
kham NST trong chén doan trudc sinh va thue hién tu vén
di truyén t6t hon cho ngudi bénh.

Bao cao ca bénh
Truwong hop 1

Thai phu 39 tudi duge chi dinh choc hat dich 6i 1am
chan doan trude sinh lc thai 18 tuan do xét nghiém sang
loc huyét thanh me c¢6 nguy co thai Down la 1/203. Két
qua karyotype cua thai thu dugc tir 2 flask nuéi cdy té bao
di riéng biét 1a 45,X[38]/47,XYY[38]. Ky thuat dinh luong
huynh quang (QF-PCR) bing may giai trinh tw gen 3500
(Applied Biosystems, Life Technologies, My) tir cac té bao
bi twoi khong phat hién bat thuong trén cac NST khao sat.
B& me ¢6 kiéu hinh va karyotype tir té bao mau ngoai vi 1a
binh thuong. Trong thai ky, sidéu 4m phat hién thay diy ron
nho va thai nhi ting can cham trong 2 thang cudi, nhung
khong thdy cac ddu hiéu phat trién gidi tinh bat thuong &
thai. Tré sau sinh c6 biéu hién cham phét trién tinh than
(n6i, nghe, hiéu kém hon tré cung ltra tudi) theo bang danh
gia sy phat trién tinh than van dong tré em cua Bo Y té. Tré
phat trién gi6i tinh theo xu huéng nam, cic ddu hiéu bt
thuong phat trién gidi tinh chua dugc phat hién. Nubi cay té
bao mau ngoai vi ctia tré sau sinh cho két qua karyotype 1a
47,XYY[60]/46,XY[60].
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Abstract:

Chromosomal mosaicism in prenatal diagnosis is
a complex problem that confuses the perception of
true mosaicism or pseudomosaicismand often causes
difficulties in genetic counseling. In this study, the
authors reported 5 cases of chromosomal mosaicism in
prenatal karyotype diagnosis and compared them with
the corresponding karyotype results of children after
birth. Amniotic fluid and peripheral blood cells were
prepared chromosomal metaphase by culture method
and chromosomal analysis according to ISCN 2016
standards. Samples were collected and analysed at
Hanoi Medical University Hospital from 2017 to 2020.
There were 3 cases of abnormal prenatal chromosomal
mosaicism, but the postnatal results were normal, two
cases of abnormal prenatal chromosome mosaicism, but
had abnormal peripheral blood postnatal chromosome
results. These results, together with discussion, will
provide more valuable information for the prognosis of
chromosome mosaicism cases in prenatal diagnosis and
give better genetic counseling for the patients.

Keywords: postnatal diagnosis,
pseudomosaicism, true mosaicism.
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Truong hop 2

Thai phu 45 tudi dugc chi dinh choc hut dich &i dé chan
doan trudce sinh lac 18 tudn do xét nghiém sang loc huyét
thanh me c6 nguy co thai Down 1a 1/106. Két qua karyotype
khi nudi cdy té bao 4i 1a 46,XY[28]/46,XX[24]. 2 dong té
bao nay chi xuat hién & 1 flask nuéi cdy. Ky thuat QF-PCR
tir cac té bao 6i twoi khong phat hién bat thuong trén cac
NST khao sat. Khong phat hién thdy bat thuong hinh thai
clia thai trong sudt thai ky. Tré dugc sinh ra khi du thang, sau
sinh phat trién tim than va van dong binh thudong. Nudi ciy
té bao méau ngoai vi sau sinh cua tré cho két qua karyotype
1a 46,XY (danh gia 60 cum NST ky gitra).

Truong hop 3

Thai phu 27 tudi duge chi dinh choc hut dich &i dé chan
doan trudce sinh lac 19 tuan do xét nghiém sang loc huyét
thanh me c6 nguy co thai Down 1a 1/116. Nubi cdy té bao
6i cho karyorype 1a 46,XY,t(4;6;11)(pl15.2;p21.1;p15)
[3]/46,XY[48]. Dong té bao bat thuong nay chi xuat hién
& 1 flask nuéi cay. Ky thuat QF-PCR tir cac té bao 6i tuoi
khong phat hién bat thuong trén cac NST khao sat. Tré dugc
sinh ra sau mot thai ky binh thudng, sau sinh tré c6 cac mdc
phat trién tdm than va van dong binh thuong. Nudi cay té
bao mau ngoai vi ctia tré sau sinh cho két qua karyotype 1a
46,XY (danh gia 60 cum NST ky giira).

Truwong hop 4

Thai phu 23 tudi dugc chi dinh choc hut dich 6i dé
chén doan trude sinh lac 19 tuan do xét nghiém sang loc
huyét thanh me c6 nguy co thai Down 1a 1/210. Nudi ciy
té bao 6i cho két qua karyotype 1a 46,XY,t(1;2)(q12:9310)
[51/46,XY[50] chi & 1 flask. K§ thuat QF-PCR tir céc té bao
6 twoi khong phat hién bat thuong trén cac NST khao sat.
Trong sudt thai ky khong phat hién thiy cac bat thuong hinh
thai ctia thai trén siéu 4m. Sau sinh, tré c6 cdc mbc phat trién
tam than va van dong binh thuong. Nudi cdy té bao mau
ngoai vi cua tré sau sinh cho karyotype 46,XY.

Truwong hop 5

Thai phu 37 tudi dwoc chi dinh choc hat dich 6i 1am chan
doan trudce sinh lac 17 tudn do xét nghiém sang loc huyét
thanh me c6 nguy co thai méc Trisomy 18 1a 1/92. Nudi cay
té bao 6i cho két qua karyotype 1a 46, XY t(1;5)(p36.3;q31)
[71/46,XY[163] ¢ ca 2 flask nudi cdy. Ky thuat QF-PCR
tir cac té bao 6i tuoi khong phat hién bat thuong trén cac
NST khao sat. Tré dugc sinh ra sau mot thai ky binh thuong,
sau sinh ¢6 cic mdc phat trién tim than va van dong binh
thuong. Nudi cdy té bao tir mau ngoai vi tré sau sinh cho két
qua karyotype 1a 46,XY.

Pic diém 5 truong hop néu tréu dugc tom tit & bang 1.
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Bang 1. Thong ké dic diém 5 trwdng hop bao cao.
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Ca bénh Truwong hop 1 Truong hop 2 Truwong hop 3 Truong hop 4 Truong hop 5
Tuan thai (tuin) 18 18 19 19 17
Sang loc huyét thanh me Sang loc huyét thanh Sang loc huyét thanh Sang loc huyét thanh Sang loc huyét thanh me co

Chi dinh choc bi

¢6 nguy co thai bi Down la
1/203

me c6 nguy co thai bi
Down la 1/106

me c6 nguy co thai bi
Down la 1/116

me c6 nguy co thai bi
Down la 1/210

nguy co thai méc Trisomy 18
la 1/92

46, XY,(4:6:11) o , ,
Karyotype truéc sinh flask 1 45,X[23)47,XYY[22] 46.XY[28]/46,XX[24]  (p15.2:p21.1;p15) SRGIaPED) ST ek
[5)/46,XY[50] [4)/46,XY[93]
[3)/46 XY[48]
Karyotype truéc sinh flask 2 45, X[15/47,XYY[16] 46,XY 46.XY 46,XY SO iR e

[3)/46,XY[70]

Khong phat hién bét

Khong phat hién bét

Khong phét hién bét

QF-PCR tir mau dich 4 tuoi KP ong phit hle;nﬂbat'thuorng thuong trén cac NST thuong trén cac NST thuong trén cac NST K?ong phit h1¢n1bat'thu0‘ng
trén cac NST khao sat .o .o .o trén cac NST khao sat
khao sat khao sat khao sat
Karyotype sau sinh 47,XYY[60]/46,XY[60] 46,XY 46,XY 46,XY 46,XY

Dénh gia tim than van dong

Cham phit trién tinh thin:
ndi duge 3 tir, goi dap cham,

Phat trién tim thin, vin

Phat trién tAm thin, vin

Phat trién tim than, vin

Phat trién tam thin, van dong

sau sinh dong binh thuong

chua noi dugce cau phtec tap

dong binh thuong dong binh thuong binh thudng

Tubi danh gia sau sinh (thang) 37 26

46 27 24

Céc murc do kham trong 1ap karyotype tir t& bao dich
i dugce chia ra 1am 3 mire d6: mie d6 I duoc xac dinh khi
chi c6 mot té bao bat thuong don 1¢; mtc do II dugc xac
dinh khi c6 nhiéu té bao c6 cung bit thuong trong mot flask
hodc clone don 1é; mie do I duoc xac dinh khi ¢6 nhiéu
té bao co cling bat thuong & nhiéu flask hodc clone khac
nhau va thuong dugc coi la kham that sy [1]. Trong mdt
s6 nghién ctru, kham mirc d6 I da dugc quan sat thiy & 5%
cac mau nude 6i nudi cdy va duge bao cao 1a khong ¢ ¥
nghia 1am sang, ty 18 gia kham lién quan dén nhiéu té bao 1a
0,7-1,07%. Trong sb d6, hon 80% céc truong hop duoc bao
céo 1a binh thuong, ty 1é kham that trong nudi ciy dich 6i
1a 0,37% [4, 5]. Tuy nhién, su tién lugng nay khong phai 1a
tuyét d6i khi van c6 cac truong hgp kham mirc d6 1 va II tir
té bao dich 6i nhung lai cho Kkét qua kham thyc su tr co thé
cua thai. Trong bao cdo nay, cac truong hop 2, 3 va 4 phu
hop véi cac hién tugng gia kham. Ca 5 truong hop bao cdo
déu choc 6i chan doan trude sinh do sang loc huyét thanh
nguy co cao ma khong phat hién thiy bt thuong hinh thai
cua thai.

Céc phuong phap di truyen phan t& nhu QF-PCR phat
hién duoc cac bit thuong sé lwong 5 loai NST: 13, 18, 21,
X va Y. Phuong phap nay duoc thuc hién véi mau dich té
bao 6i khong qua nudi cdy nén cho két qua nhanh chong
trong vong 24 gio, han ché sy xuét hién cac bat thudong
trong qua trinh nudi cdy dai ngay - dugc thé hién rd trong
truong hop 2. Ca bénh nay co két qua karyotype kham 2
dong té bao XX/XY nhung phuong phap QF-PCR cho két
qua binh thuong, trung hop voi karyotype sau khi tré sinh
ra la 46,XY. Tuy nhién, k¥ thuat QF-PCR khong phat hién
dugc cac bat thuong cau tric khi khong co sy mat can bang
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vat chét di truyén (truong hop 3, 4). Day la cac bat thudng
chuyén doan chi xuét hién & 1 1an nudi cdy vdi ty 18 thiy
<10% va khong xuat hién & 1an nuéi cdy doc lap khac, co
thé giai thich bang hién tugng gia kham da xuat hién trong
qué trinh nudi cdy té bao dai ngay [6, 7]. Ludn diém nay
duoc khang dinh thém boi karyotype cua tré sau khi ra doi
binh thuong 12 46,XY, danh gia cac mdc phat trién tinh than
van dong cua tré trong ngudng binh thuong.

Su phuc tap cia thé kham trong chin doan trude sinh
con thé hién & su khong tuong dong két qua cta chin doan
trudce va sau sinh. Truong hop 1 va 5 c6 kham muc do 111
voi tién lugng 1a cac kham that, nhung két qua karyotype
chan doén sau sinh tir mau ngoai vi lai cho ra mot két qua
khac voi tir t& bao bi. Tt ca su kiém soat chét lugng xét
nghiém ndi b da cho phép loai tru tru&mg hop trao d6i mau
va nhlem té bao me. Su khac biét két qua karyotype giira té
bao 6i va té bao mau ngoai vi sau smh 1a mot tinh trang rat
bat thuong, di duge bao cao & mot sd nghién ciru trude day
[8, 9]. Su khong nhat quan nay c6 thé bit ngudn tir sy kham
gidi han & cac co quan khac nhau. Nhung ddy ciing c6 thé
1a két qua cuia su chon loc wru thé cac dong té bao trong qua
trinh phat trién cua thai. Su chon loc tu nhién chéng lai cac
su bat thuong xay ra ¢ thai lam tang kha nang song sot ciing
nhu han ché cac bat thudng co thé xay ra ¢ thai trong nhimng
thé kham thuc su, duoc thé hién trong truong hop 5 cia
nghién ctu nay. Tuy nhién, su chon loc nay khong xay ra
dong déu & ca 2 gidi, nam gidi co xu hudng chon loc tét hon
dé lai cac bat thuong co su can bﬁng vat chat di truyén, duoc
cho 14 ¢6 lién quan dén dén sy c6 mit caa NST Y. Trong
khi do, nl gidi lai c6 su chon loc kém hon, dan dén ty 1¢ nit
gidi c6 sy kham cac dong té bao bat thuong khong can bang
vét chét di truyén cao hon nam gidi [10]. Truong hop 1 goi
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¥ hién tugng phoi thai co su suy giam cac dong té bao bat
thuong 45,X dé lam tién dé cho mot thai ky thuan lgi. Pong
thoi voi dong 45,X, dong té bao thi 2 ciing bat thuong XYY
c6 thé gay nén phan ly khong dong déu trong nguyén phén,
tao ra co thé tré sau sinh co karyotype 1a 47,XYY/46, XY
v6i biéu hién cham phat trién tinh than.

Két luan

Céc phat hién kham NST trong chan doan trudc sinh gay
kho khin trong tién lugng di truyén cua thai. Tién luong nay
con phu thude vao biéu hién twong quan kiéu gen - kiéu hinh
ctia thé kham rat nhiéu. Trong thé kham, mutc d6 kham va
loai kham khong ¢6 sy twong quan ty 1¢ v6i biéu hién kiéu
hinh ctia ngudi mang thé kham. Biéu hién 1én kiéu hinh cta
dong té bao bt thuong con phu thudc vao loai kham, co
quan, ty 1& kham & timg co quan, qua trinh phat trién cia
timg ca thé khién cac dong té bao bat thudng bi wrc ché hodc
tang cuong biéu hién. Hiéu biét vé nhitng co ché nay két
hop vé6i cac xét nghiém nudi cdy té bao, khong nudi cdy té
bao (QF-PCR) dé loai trir truong hop kham chi xuat hién
trong qua trinh nudi cdy dai ngay ma khéong xuat hién &
thai. Bén canh do, can danh gia NST ¢ it nhat 2 1an té bao
nudi céy doc 1ap v6i mot mau dich i. Sau cung, dé tu van
di truyén trude sinh nhimg mau kham NST, can phdi hop
cac két qua siéu am hinh thai va xem xét ddy du cac yéu t6
anh huong dén thai ky dé tién lugng va dua ra sy tu van di
truyén tot nhat cho ngudi bénh.
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