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Tém tit

Muc tiéu: Mb ta cdc dang bat thuong di truyén cta cdc thai mic hoi ching
(HC) Turner va nhan xét mbi lién quan giita két qua karyotype va siéu am thai.
Phwong phdp nghién ciru: Nghién ctru phan tich mo ta 36 truong hop chin dodn
trude sinh thai mic HC Turner bang xét nghiém dich 6i 1ap karyotype. Két qud:
Trong tong s6 36 trudng hop thai mac HC Turner dugc chan dodn bang di truyén
t€ bao, 38,9% la 45,X thuan; 27,8% kham 45,X véi dong 46,XX hodc 47,XXX;
16,7% kham 45,X v6i dong té bao 46,XY; 13,9% Turner bat thudng cau tric
nhiém sac thé (NST) X va 2,7% chuyén doan khong can bang giita NST X va
NST thuong. Thai Turner thé 45,X thuan c6 nhiéu bat thudng trén siéu m va
mirc do bat thuong ning né hon so véi Turner thé kham hodc thé bat thuong cau
tric. Két lugn: Su phdi hop giita siéu am hinh théi thai va phan tich di truyén
trong chan dodn trudc sinh gidp chan dodn va tién luong cho thai mic HC Turner
ca trude sinh va quan 1y sau sinh.

Tir khéa: Hoi chung Turner; Kham; Karyotype; Bat thuong siéu am;
Chan dodn trudc sinh.

EVALUATION OF PRENATAL DIAGNOSIS FOR TURNER
SYNDROME AT HANOI OBSTETRIC AND GYNECOLOGY HOSPITAL

Abstract

Objectives: To illustrate the chromosomal abnormalities in fetuses diagnosed
with Turner syndrome and assess the correlations between karyotyping results
and prenatal ultrasound findings. Methods: A descriptive study was conducted
on 36 fetuses with Turner syndrome by collecting the karyotype (the G-banding)
from amniotic fluid and analyzing the correlation between these karyotyping results
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and the respective prenatal ultrasound findings of the fetuses in the first and
second trimesters of pregnancy. Results: Among 36 Turner syndrome fetuses,
38.9% of the cases were non-mosaic 45,X, 27.8% were mosaic 45,X with 46, XX
or 47,XXX cell lines; 16.7% were mosaic 45,X with 46,XY cell lines; 13.9% had
structural abnormalities of the X chromosome; and 2.7% had unbalanced
translocations between the X chromosome and an autosome. The non-mosaic
45,X cases showed more abnormal ultrasound findings and more severe phenotypic
abnormalities compared to mosaic Turner syndrome or those with structural
chromosomal aberrations. Conclusion: The current data suggests the increased
pre- and post-natal prognostics accuracy for fetuses with Turner syndrome
through the combined use of obstetric ultrasonography and cytogenetic analyses.

Keywords: Turner syndrome; Karyotype; Mosaic; Abnormal ultrasound;

Prenatal diagnosis.

PAT VAN PE

Ho6i ching Turner 1a bat thuong
NST véi kiéu hinh nit gidi ¢ tim véc
thap, khong phat trién cédc dic tinh sinh
duc, vo kinh va vo sinh. Céc diu hiéu
trén siéu Am goi y thai mac HC Turner
bao gdm nang bach huyét viing co, phit
thai, tang khoang sidng sau gdy
(KSSG), di tat tim, than. Vé dic diém
di truyén c6 thé gip dang Turner thuan
45,X, dang kham hodc dang bat thudng
céu tric NST X. Hién tuong kham rat
phd bién trong HC Turner. Biéu hién
kiéu hinh cua céc truong hop Turner
kham rat da dang, tr gan nhu binh
thudng khé chan doan dén day du triéu
chtg nhu dang 45,X thuan, tham chi
biéu hién nam héa hoic mo hd gidi
tinh, u nguyén bao sinh duc nhu trong
kham dong té bao 46,XY. Gan day, xét
nghiém sang loc trudce sinh khong xam
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lan (NIPT) da gidp sang loc ngdy cang
nhiéu cdc thai miac HC Turner. Chan
dodn trude sinh HC Turner c6 thé thuc
hién bang nhiéu phwong phdp nhu
karyotype, QF-PCR, FISH, array CGH,
BoBs, NGS. Tuy nhién,
phuong phép karyotype van c6 gid tri
cao nhat trong chan dodn HC Turner

prenatal

do su da dang vé 16i loan di truyén cua
HC Turner. Turner thé mit doan NST
X tai nhitng ving khong thiét ké dau
do tin hi€u cua cac phuong phdp phéan
tlr c6 thé bi bo sét néu sir dung phuong
phdp QF-PCR, FISH, prenatal BoBs.
Dang kham 45,X/47,XXX hodc
45,X/46,XX/47,XXX c6 thé bi bo sét
bang k¥ thuat NGS hoic array do céc
phuong phédp nay dua trén DNA tong
sO chtr khong phai trong ting té bio.
Hién nay, xét nghiém karyotype van la
tiéu chuan vang trong chan doan HC
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Turner. Chiing t6i tién hanh nghién
cuu nay véi muc tiéu: Mo ta cdc dang
bat thieong di truyén ciia cdc thai mdc
HC Turner va nhdn xét moi lién quan
gitta két qua karyotype va két qud siéu
dm thai.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

36 trudong hop chan dodn trudc sinh
c6 thai mic HC Turner bang xét
nghiém dich 6i 1ap karyotype.

* Tiéu chudan lya chon: Céc truong
hop thai dugc chin dodn trude sinh
mac HC Turner bang xét nghiém lap
karyotype tir dich i; c6 hd so bénh 4n
day du.

* Tiéu chan logi trir: Cdc trudng
hop khong du tiéu chuan chan dodn
HC Turner bang xét nghiém lap
karyotype nhu: Kham dong 45,X chi
xuat hién & mot flask nudi cay; khong
da s6 luong cum NST phén tich (< 30
cum NST)...

2. Phwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ctu
mo ta.

* Phuwong phdp chon mau: Chon
mAau theo phuong phdp ldy miu thuin
tién. Tong s6 36 thai ddp ung tiéu
chuan cua nghién ctru dugc thu thap tai
Trung tdm sang loc, chan doédn trudc
sinh va so sinh, Bénh vién Phu san Ha

Noi tir thang 01/2017 dén hét thang
12/2022.

* Cdc bién s6 nghién ciru: Tudi thai
phu, tudi thai tai thoi diém 1y dich di,
1y do xét nghiém dich 6i, cic két qua
sang loc trude sinh, két qua karyotype
va két qua siéu am thai.

Siéu Am quy 1 (tir tudn thai tht 11
dén 13 tudn 6 ngay) do chiéu dai dau
mong dé xdc dinh tudi thai, khao st
hinh théi, cau trdc thai, do khoang sing
sau gdy va cdc ddu hiéu siéu 4m khic
(néu c6). Sidu 4m quy 2 bao gom do
thong sb siéu am dé tinh tudi thai va
danh gia kich thudc thai: Puong kinh
ludng dinh (BPD), chu vi dau (HC),
chu vi bung (AC), chiéu dai xwong dui
(FL) va danh gia chi tiét hinh thai thai
nhi g6m dau, mat, cé/nguc/tim, bung,
hé xuong, nhau, day ron niéu duc.

* Quy trinh tién hanh nghién ciru:
Bénh nhin (BN) duoc choc 6i lay
10mL dich 6i duoc nudi cay bang héa
chat Amniomax trong 2 flask nudi cay
doc lap trong to Am CO2 5%. Thu
hoach NST bang cich st dung
Colcemid 100ul. dé diumg té bao & ky
gifta, nhugc trwong bang dung dich
KCl, c¢6 dinh va rira bang dung dich
Carnoy (3 methanol:1 acid acetic).
Karyotype dugc phan tich trén tdi thiéu
30 cum NST ¢ ky gitta voi ky thuat
nhudm bang G, do phan giai bang 400
- 550 dugc quan sat trén kinh hién vi tu
dong (Axio Imager Z2, Carl Zeiss,
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Durc). Truong hgp kham thi hién tuong
kham phai xuat hién & ca 2 flask nudi
ciy dé loai trir truong hop gia kham do
nuodi cay.

* Xir Iy s6 liéu: Bang phan mém
SPSS 22.0. Cic bién dinh luong duoc
trinh bay theo gid tri trung binh va do
léch chuan; cdc bién dinh tinh duogc
trinh bay theo ty 1& phan trim. So sdnh
ty 1¢ ctia hai nhém doc lap: Kiém dinh
+* hodc Fisher.

3. Pao dirc nghién ciru

Thong tin lién quan dén BN duoc
dam bao bi mat. Ky thuat str dung bao
dam ddng chuyén moén. SO lidu su
dung trong nghién ctru da dugc su cho
phép cua Bénh vién Phu san Ha Noi.
Nghién ctu dugc thyc hi¢n hoan toan
vi myc dich khoa hoc va khong vi muc
dich nao khdc. Nhém tic gia cam két
khong xung dot loi ich lién quan dén
nghién cuu.

KET QUA NGHIEN CUU
Trong 36 trudng hop thai duge chan doan trude sinh mac HC Turner bang k§
thuat karyotype tai Bénh vién Phu san Ha Noi, tudi cua thai phu mang thai méc
HC Turner dao dong tir 20 - 37 tudi (trung binh 28,83 + 4,799). Tudi thai tai thoi
diém choc 6i dao dong tir 16 - 23 tuan (trung binh 17,89 + 1,745 tudn).

Bing 1. Chi dinh choc 6i.

S6 lwong Ty 18

Chi dinh @) (%)
NIPT nguy co cao HC Turner 20 55,55
Phu thai 6 16,67
Ting khoang sdng sau gdy (KSSG)/nang bach huyét viing cb 6 16,67
Di tat tim, than 2 5,55
Xuong diii ngan 1 2,78
Combined test nguy co cao HC Down 1 2,78
Tong 36 100

41,67% chi dinh choc 6i 1a bat thuong hinh thai trén siéu 4m, trong d6 phi thai,
thai ting KSSG, nang bach huyét ving cb 12 phd bién nhét. 58,33% chi dinh xét
nghiém dich 6i 1 do nguy co cao véi test sang trudc sinh (NIPT va combined test).
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Bang 2. Céc bat thuong NST ctia HC Turner.

Phan loai thé Turner Karyotype Tansé Ty 1é (%)
Monosomy X thuan 45,X 14 38,89
Kham chtra dong mos 45,X/46,XX 8 9778
46,XX hodc 47,XXX mos 45,X/47, XXX ’
Khim dong t€ bao mos 45,X[20]/46,XY [10] 5
c6 NST Y hoac 16,67
1 phan NST Y mos45,X[25]/46,X,del(Yql1.1) [5] 1
46,X,1(Xq)

R&i loan cdn trdc mos 45,X[25]/46,Xii(Xq) [5]
NST X mos 45,X[15]/46,X,i(Xp) [15] 5 13,89

46,X,del(Xq22)

46,X,del(Xq23)
Chuyén doan khong
can bang NST X 46,X,der(X)t(X;16)(p11.4;p13.1) 1 2,78
voi NST thuong
Tong 36 100

HC Turner thé Monosomy X c6 ty 1é cao nhat voi 38,89%. Turner dang kham
dugc quan sét théy nhiéu dang kham khac nhau nhu 45,X/46,XX; 45X/47,XXX;
45,X/46,XY, 45,X/46,X,i(Xq). C6 1 truong hop dac biét chuyén doan khong can
béng NST X véi NST thuong voi karyotype 46,X,der(X)t(X;16)(pl1.4;p13.1).

AIE HRi Hw
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Hinh 1. Truong hop karyotype mos45,X[25]/46,X,del(Yq) [5].
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Hinh 2. Karyotype 46,X,t(X;16)(p11.4;p13.1) ciia me¢ (anh trai)
va karyotype 46,X,der(X)t(X;16)(p11.4;p13.1) cua thai (anh phai).

Bang 3. Mbi lién quan giita két qua siéu 4m thai va thé Turner.

Ket qua siéu am thai

Phu Tang KSSG/ Di tat Xwong Khong thay
thai nang bach tim, thAn duingin  bat thuwong

Thé Turner

huyét viing c6 hinh thai

Monosomy X (14) 6 4 1 0 3
Kham chtra
dong 46,XX 0 1 0 1 8
hodc 47,XXX (10)
Kham dong té bao 6 (4/6 TH
cO NST Y hoac 0 0 0 0 CO quan
1 phﬁn NSTY (6) sinh duc nam)
Rdi loan cau triic

. 0 1 0 0 4
NST X (5)
Chuyén doan khong
can bang NST X 0 0 1 0 0
voi NST thuong (1)
Tong (36) 6 6 2 1 21
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11/14 (78,57%) truong hgp Turner
thé monosomy X c¢6 bt thuong siéu am.
Trong d6 chu yéu 1a cdc bit thuong
ning nhu phi thai, nang bach huyét
viing co, ting KSSG 16n.

Chi c6 3/21 (14,29%) truong hop
Turner thé kham hodc dot bién cau tric
NST X c6 bat thudng siéu 4m bao gom
2 truong hop tang KSSG va 1 truong
hop xuong dui ngin. Ty 1¢ bat thudng
hinh thdi & nhém Turner thé thuan so
v6i thé kham hodc dot bién céu tric
khac biét c6 ¥ nghia thong ké (p < 0,05)

Truong hgp chuyén doan khong can
bang NST X va 16 ¢6 da di tat: Di tat
tim, than, thai cham tang truéng trong
tir cung, thiéu 6i.

BAN LUAN

Ty 1& thai HC Turner c6 bat thuong
siéu 4m ctia ching t6i 13 41,67%, thap
hon nghién ciru tai chau Au ciia Baena
N va CS (2004), si€éu am gidp phét hién
67,2% céc thai nhi mc HC Turner [1].
Siéu am dugc xem la cong cu sang loc
hi¢u qua HC Turner tr trude khi sang
loc NIPT ra doi. Céc dac diém siéu &m
thai goi y HC Turner bao gdm phi thai
khong mién dich, nang bach huyét viing
cb, ting khoang sing sau gdy, di tat tim
mach, dj tat tiét ni¢u, di tat chi va mot s6
cic bat thuong cau tric khac [2, 3].
Nhitng nim gan ddy, sy pht trién vuot
bac ciing nhu tiép can xét nghiém NIPT
cia cong dong ngiy cing md rong,

NIPT da gitp phat hién nhiéu thai mac
HC Turner, dac biét 1a céc thai khong c6
bat thuong hinh thdi. Tuy nhién, NIPT
bi anh anh hudng boi nhiéu yéu té nhu
Turner kham ¢ me, kham khu trd banh
rau, van dé mat X sinh 1y & phu nir 16n
tudi... [4]. Do d6, khi xét nghiém NIPT
cho két qua thai nguy co cao mic HC
Turner, can xét nghiém me c6 phai Ia
nguoi mac HC Turner thé kham khéng,
dong thoi siéu 4m hinh thdi ddnh gid
toan dién va két hop xét nghiém dich 6i.
Phéi hop gitra két qua di truyén va két
qué si€u am mang lai gid tri tién lugng
cu thé trong timg trudng hop, tir d6 dua
ra 10i khuyén di truyén phit hop cho thai
phu va gia dinh.

Trong cac nghién ctru khac nhau, ty
1€ céc dang r6i loan di truyén trong HC
Turner rat khic nhau nhung thé
Monosomy X (45,X) thuan c6 ty 1¢ gip
cao nhat. Trong nghién ctru cua Bing
Huang va CS, ty 1&¢ 45X thuan la
70,5%, kham 1a 29,5% [5]. Nghién ctru
cua Allybocus Zubair Akbar va CS c6
ty 1¢ 45X thuan 1a 67,8%, kham la
32,2% [6]. Trong nghién ctu cua
chiing t6i, ty 1& thai mac HC Turner thé
45X chiém ty 1¢ cao nhat nhung thap
hon hai nghién ctru trén (38,89%). Ty
1¢ kham trong HC Turner la kha
thuong gap va tién lugng trong cac
truong hop Turner kham thay d6i rat
nhiéu so v&i thé Turner thuin. Do do,
trong thyc hanh 1am sang tai phong
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xét nghiém cua ching toi, cdc truong
hop HC Turner déu dugc phén tich t6i
thiéu 30 cum NST & ky gita dé trénh
b6 s6t cdc trudng hop kham thap.

06 truong hgp dugc chi dinh xét
nghiém dich 6i dya trén két qua NIPT
nguy co cao HC Turner c6 két qua
kham 45,X véi dong té bao chira NST
Y (mét phan hodc hoan chinh). Vi
HC Turner thé kham NST Y ¢6 nguy
co dan dén rdi loan phat trién giGi tinh,
u nguyén bao sinh duc. 4/6 thai kham
45X v6i dong té bao chira NST Y
trong nghién ctru ciia ching tdi ¢6 kiéu
hinh si€u am co quan sinh duc nam
mic di dong té bao chia NST Y
chiém ty 1¢ tr 16,67 - 66,67%. Tac gia
Bing Huang va CS ciling bdo cido 3
truong hop Turner c6 si€u am co quan
sinh duc nam, khi tdng ) lvong cum
NST phan tich phdi hop xét nghiém
FISH va PCR gen SRY (gen biét hoa
tinh hoan), ca 3 trudng hop déu chira
vat chat di truyén nhiém sic Y bao
g6m 1 trudng hop dicentric Y; 14 va 2
truong hop NST marker [S]. Nhu vay,
két hop siéu 4m voi phén tich di truyén
té bao va phan tir cho vat liéu NST Y
1a rat quan trong voi cdc truong hop
chan dodn trude sinh HC Turner.

01 truong hop chuyén doan khong
can bang gitra NST X va NST 16 dugc
phét hién (Hinh 2). Ching t6i kiém tra
NST bd me, két qua ngudi me c6
chuyén doan NST X va 16. Nhu vay,
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NST der(X) cua thai ngoai méat doan
nhanh ngin NST X giy biéu hién cia
HC Turner cdon c6 thém 1 phan NST
16. Tién luong cho truong hgp nay
ning né hon thé Turner mat doan
nhanh ngin. Do d6, tat ca cdc truong
hop bat thuong cau tric NST X nén
lam xét nghiém NST bd me. Diéu nay
khong nhiing tién lugng cho thai hién
tai ma con ¢4 gid tri tién lugng vé mat
sinh san cho cdc 1an mang thai sau.

Sy da dang trong kiéu hinh HC
Turner phu thudc nhiéu vao thé rdi
loan di truyén ciia HC Turner. Nghién
ctru nay cho thay biéu hién kiéu hinh
clia thai trong thé 45,X thuan niang hon
so voi thé kham va thé dot bién cau
tric NST X. Két qua ndy tuong tu voi
cac nghién ctru khic, Monosomy X
thuan c6 nhiéu biéu hién 1am sang trén
siéu am hon, muc do cua tri¢u chung
cling ning né hon va thoi gian phét
hién sém hon [3, 6]. Can luu y do6i khi
cic dau hiéu siéu am goi y HC Turner
nhu ting KSSG, nang bach huyét viing
cd c6 thé méat di & nhitng tuan thai
mudn hon. Diéu nay nhan manh lai
tAm quan trong cta siéu 4m 3 thdng
dau thai ky kiém tra cic bat thuong
NST. Céc nghién ctru déu cho thay céc
dau hiéu siéu am chinh nghiém trong
ctia HC Turner thudng dugc chan dodn
trong 3 thang dau va 3 thang giira thai
ky [3, 6].
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Tuy nhién, siéu 4m c6 thé bo sét cac
tinh trang kham vi khong c6 céc biéu
hién 1o rang tham chi khong cé bat
thuong hinh théi. Két qua nay tuong tu
voi cdc nghién ctru khac nhu nghién
ctru cua Papp (2006) va Akbar (2019)
[3, 6]. HC Turner thé kham hoac thé
rdi loan céu tric thuong cé ty 1& phat
hién bat thuong trén siéu am thép, it
khi dan dén cic két cuc bat 1gi nhu say
thai, thai luu, tr vong so sinh. Céac
truong hop Turner thé kham sau khi
sinh ra thudng c6 it di tit bAm sinh
hon, néu c6 céc tridu chimg ciing nhe
hon va chirc ning budng tring tot hon
50 v6i thé 45,X thuan. Nit giéi mac HC
Turner thé kham dic biét 1a thé kham
45,X/46,XX va 45,X/47,XXX van c6
kha nang ddy thi ty nhi€n, c6 kinh
nguyét va c6 thai mdc du kha nang
nay thap hon so véi nit gidi c6 46,XX
binh thuong va ting nguy co cic bat
thuong sinh san hon [7]. Sybert va
CS da téng két cic truong hop Turner
thdy rang: 13/123 (11%) truong hop
45X thuan cé kinh nguyét tu nhién
so voi 11/32 (34%) truong hop
45,X/46,XX; 30/44 (68%) trudong hop
45,X/46,XX/47,XXX va 11/13 (84%)
truong hop 45,X/47, XXX cling c6 kinh
nguyét ty nhién. Ty 16 mang thai thip
hon & nhimng trudng hop 45X thuan
(1/123 = 0,8%) so voi 6/32 (19%) cho
45,X/46,XX;  20/44  (45%) cho
45,X/46,XX/47,XXX va 9/13 (69%)
45,X/47, XXX [8]. Khi BN Turner

kham mang thai tw nhién s€ tang nguy
co sy thai tu nhién, thai chét luu, di
tat bam sinh, di boi.

DPbi voi truong hop chuyén doan
khong can bang giita NST X va NST
thudng, ngoai biéu hién kiéu hinh cta
HC Turner con c6 cic bat thuong kiéu
hinh lién quan dén trisomy mot phan
NST thuong nhu cic di tat hinh théi,
cham phét trién tri tug, do d6 tién
lwong nang né hon.

KET LUAN

Trong 36 truong hop thai mic HC
Turner, c6 38,89% truong hop 1a 45,X
thuan; 27,78% kham 45X voi dong
46,XX hoac 47,XXX; 16,67% kham
45X véi dong té bao 46,XY; 13,89%
Turner thé bat thuong cau triic NST X
va 2,78% chuyén doan khong cin bang
gitta NST X va NST thuong.

Két qua karyotype va dic diém siéu
am c6 moéi lién quan: Céc trudng hop
Turner thé 45X thudn c6 nhiéu bat
thuong va muc do bt thudng ning né
hon so v&i Turner thé kham hodc thé
bat thuong cau tric. Cic bat thuong
hay gip & thai mac HC Turner 45,X
thudn gdm phi thai, ting KSSG, nang
bach huyét viing cb.

Loi cam on: Nhom nghién ciu
chan thanh cam on Trung tam sang loc
chan doén trude sinh va so sinh, Bénh
vién Phu san Ha Noi va su gitdp do cua
cdc k¥ thuat vién di hd tro thuc hién
nghién cuu.
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