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UNG DUNG KY THUAT BOBS
PE PHAT HIEN MOT SO HOI CHUNG LECH BOI
VA MAT DOAN NHO NHIEM SAC THE THAI
TRONG CHAN POAN TRUGC SINH
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Tu khéa: BoBs, chdn dodn Tom tat

pose sty [giertag Mue tiéu: Panh gia gia tri ky thuat BoBs trong phat hién mot so léch

KLyifJiZ BoBs, prenatal boi va mét doan nho nhiém sédc thé cua thai.

gif:%nosis, DiGeorge Doi tugng va phuang phap nghién ciu: 30 mau dich 6i cua cdc thai phu
yndrome.

cO nguy co cao cho bat thuong nhiém sac thé (NST) vdi tudi thai = 16
tuan duoc xét nghiem dong thoi ky thuat BoBs va ky thuat nuoi cdy té
bao 6i dé phan tich NST lap karyotype.

Két qua: co 6/30 mau 6i co bat thuong NST, trong do ky thuat BoBs phét
hién 6/6 mau bat thuong NST bao gom: 2 truong hop Trisomy 21, 1 trisomy
18, 2 hoi chiing DiGeorge, 1 hoi chung Cri-du-chat con phan tich NST lap
karyotype phat hieén 3/6 truong hop bét thuong (2 Trisomy 21;1 trisomy 18).

Két luan: ung dung ky thuat BoBs da phat hién dugc 3 truong hop
mat doan nho NST (2 hoi chung DiGeorge, 1 hoi chuing Cri-du-chat) ma
phuong phap lap karyotype khong phat hién duoc vi vay can két hop ky
thuat BoBs vdi di truyén té bao trong chan doan trudc sinh.

Tir khéa: BoBs, chan doan trudc sinh, Hoi chuing DiGeorge.

Abstract

APPLICATIONSBOBSTECHNICQUEFORDETECTION
SOME COMMON CHROMOSOME ANEUPLOIDY AND
MICRODELETION IN PRENATAL DIAGNOSIS

Objective: To evaluate the value of the BoBs assay for prenatal
detection of chromosomal aneuploidies and microdeletions.

Objects and Methods Study: amniotic fluid samples of 30 women
with gestational age = 16 weeks in the Center of Prenatal Diagnosis,
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Conclusion: Bobs asay detected 2 cases DiGeorge syndrome, 1 case Cri-du-chat syndrome that
cytogenetic methods did not detect. Our data suggested that prenatal diagnosis should be combined

both cytogenetic and Bobs assay.

Keywords: BoBs, prenatal diagnosis, DiGeorge Syndrome.

1. bat van dé

Chén dodn va phdt hién sém cac beénh ly di
truyén 6 thai ky phai thai la can thigt dé c6 thé dam
béo cho ra dsi nhong dua tré khée manh nham
nang cao chét lugng dan sé. Hién nay, phuong
phdp phan tich NST va QF-PCR (Quantitative
fluororescen) l& hai ky thuat dang dugc st dung
thusng xuyén nhét. Lap karyotype la tiéu chuén
vang dugc su dyng dé chén dodn céc bét thusng
nhiém séc thé (NST) véi khé nang danh gid dugc
toan bé NST véi do chinh xdc cao [1]. Tuy nhién,
hai phuong phép nay khéng xdc dinh dugc céc
mét doan nhé NST, nhét la céc trusng hop vi mét
doan NST. Ky thuat BoBs (Bacs-on-Beads) ra dsi
da khéc phyc dugc nhing han ché coa cac ky
thuat nary. BoBs cé khé nang phat hién nhanh bét
thusng lien quan dén NST 13, 18, 21, X, Y va
9 hoi ching vi mét doan NST dugc chon ma céc
hoi ching vi mét doan nay ¢ thé bi bé sét khi
xét nghiém bang ky thuat di truyén 1 bao hay QF
- PCR. Ky thuat nay chinh xdc véi ty lé thét bai
khoang 4%. Hon nua, hau qué cua cac dot bién vi
mdt dogn NST vé cung néing né, gay ra bét thusng
cho hau hét cac hé co quan quan trong nhu than
kinh, tim mach, xuong khép dac biet gay cham
phdt trién tri tue. V&i uu diém coa ky thuat BoBs la
c6 thé danh gié nhigu méu bénh phdm trong moét
lain xét nghiém, ky thuat hien dai, tinh ty dong héa
cao, thai gian thyc hién ky thuat va c6 két qua tu
24-48h [2], xét nghiém nay da dugc chung chi IVD
va gid thanh xét nghiém dugc chdp nhan.

Ky thuat nay da dugc dp dung phé bién tren thé
gidi, 6 Viet Nam ky thuat BoBs véin con méi vi vay
chung 16i tién hanh dé tai nay véi hai myc fiéu: (1) Mo
t& mot s6 léch boi var vi mét doan NST thai trong chéin
dodn truéce sinh bang ky thuat Bobs var (2) Nhan xét

két qua cta ky thuat Bobs trong chén dodn truéc sinh
mot s6 hoi ching lech boi va vi mét doan NST thai.

2. b6i tugng va phuong
phap nghién ctu

Déi tugng nghién ciu gém 30 méu dich i cia
thai phy ¢6 1 thai = 16 tuan da dugc choc hot 6i,
c6 két qua sang loc thuéc nhém nguy co cao cho
bét thusng di truyén dac biét la céc thai phy cé
hinh anh sieu am thai bét thusng nhu di tat & he
théng tim mach... Xét nghiém dugc tién hanh tai
Trung tam Chdn dodn trudc sinh Bénh vién Phy Sén
Trung uong tu 08/2016 — 11/2016. Véi phuong
phdp nghién ctu ngang mé t& chon méu ¢é cho
dich la nhing méu cé nguy co cao cho vi mét dogn
NST. Méi méu 6i dugc dugc xét nghiém dong thoi
ky thuat BoBs var ky thuat nuéi céy 1€ bao &i dé
phan tich NST lap karyotype.

Phan tich két qua lap karyotpe theo tiéu chudn
quéc & 2015 con két qua cua BoBs sé dugc phéan
tich bsi phan mém chuyén dung BoBsoft, két qué
cusi cung thé hien dudi dang ty lé gita sé lugng
tin hiéu huynh quang coa ADN méu trén s6 lugng
tin hiéu huynh quang ca ADN ching két qué binh
thusng khi ty lé tin hieu huynh quang tu 0,8-1,3;
ld mét doan NST khi ty le < 0,8, la them doan khi
ty le >1,3.

Xu ly va phan tich sé lieu theo phan mém
SPSS 16.0.

3. Két qua nghién ctu

3.1. Két qua phan tich nhiém sac thé va
két qua BoBs

Co 24/30 trusng hgp co két qua di truyen
binh thusng (ca 2 phuong phdp). Trong s6 6/30
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Bang 1. So stnh két qud cda BoBs vdi két qua karyotype

Két qua Bobs Ket qua karyotype

Kieu T Somiv | Tyle(%) 6 miiy Tyl (%)

Binh thuting L 80 0 90
Trisomy 18 1 33 1 333
Trisomy 21 7 6,67 7 6,67
Mét doan nho NST 3 10 0 0
Tong 30 100 30 100

méu bét thusng, ky thuat Bobs phat hien duge 6/6
trusng hop chiém 100% con di truyén € bao chi
phat hien dugc 3/6 trusng hop chiém 50%.

3.2. Déi chiéu két qua di truyén véi két
qua sang loc truéc sinh

Bang 2. Do chiéu ket qua di truyén 1€ bao va ky thudt BoBs vai két qua sang loc

6 nhing truong hgp ¢ bt thuang di truyén

il Siéu im thai Sang loc HTM | Két qudi BoBs | Karyotype
1 Thang len the KhongN | 47XK+21 | 470+
7 Thang len tht, da i KhongXN | 47)K+18 | 470 +18
3 Ti chiing Fallot Khong XN | HC** Digeogre |  46XY
4 | Théng lién thet, theo doi dit quai DPMC|  KhongXN | HC Digeogre 46. XY
5] THSSG*, thong lien thi KhongdN | 47X0+21 | 4700+
6 Ha éng than kinh gg\% (]0/22 HC Cridu Chat | 46,XX
*TKSSG: tiing khodng sding sau gdy, **HC: Hoi chung

6/6 méu bét thusng déu c6 sieu am thai bét
thusng, trong dé cé 5/6 trusng hop lien quan véi
di tat tim, mach. Trong 3 trusng hop vi mét doan
NST ¢6 2 trusng hgp thai méc hoi ching DiGeorge
deu c6 di tat & tim, mach va 1 trusng hop thai méc
hoi chung Cri du chat c6 di tat & 6ng than kinh.

4. Ban luan

Nghién cuu tién hanh trén 30 thai phy tham gia
choc 8i ¢6 tusi thai > 16 tuan. Méi mau &i duoc xét
nghiém béng ky thuat BoBs va ky thuat phéan tich
NST lap karyotype. Béng ky thuat BoBs da phat
hién dugc 6/30 méu cé bét thusng NST va 24/30
méu cé két qué binh thusng. Trong sé bét thusng
NST thi 3 trusng hop lech boi (2 hoi chung Down,
1 héi chung Edwards), 3 trusng hop vi mét doan
NST (2 Digeogre, 1 Cri-du-chat).

banh gid gid tri ky thuat BoBs trong chén dodn
truéc sinh mot s6 hoi chung mét doan nhé va bét
thusng nhiém séc thé. Phuong phap phan tich NST
lap karyotype tu lau da dugc xem la tiéu chuén vang
trong viéc danh gia bé NST ngusi. Vi vay, ching
t6i lya chon phuong phép nay lam co sé dé danh
gid ky thuat BoBs. Theo bang 1, két qué coa BoBs
va phan tich NST lap karyotype phu hop 24/30

trusng hop. SU dung ky thuat BoBs da chén dodn
dugc 6/6 (chiém ty le 100%) trusng hgp bét thusng
NST, trong khi véi phuong phdp lap karyotype chi
phdt hien dugc 3/6 méu chiém 50%. Ky thuat BoBs
cho két qué giéng véi ky thuat di truyen t& bao véi
d6 chinh xdc 100% & tét ca cdc trusng hgp trisomy
21 va trisomy 18, phu hop véi nghién ciu coa Choy
va cong sy (2014), khi so sanh ky thuat BoBs véi
hai phuong phdp lap karyotype va QF- PCR & 2153
méu chén dodn trudc sinh cho théy tét cé trusng hop
lech boi cia NST 13, 18, 21, X va Y déu dugc phat
hien [3]. Ngodi ra BoBs con phdt hign them duge 3
trusng hop c6 dot bién vi mét doan NST ma khéng
dugc phét hien béng phuong phdp phan tich NST
théng thusng cong nhu phuong phép QF-PCR, dé &
2 trusng hop thai hoi ching Digeogre var 1 trusng
hop Cri-du-chat. Bay la nhung héi ching vi mét
doan ¢6 kich thuéc < 5 Mb, trong khi phuong phép
di truyén té bao chi phat hien dugc mét doan véi
kich thuéc l6n hon TOMb [4]. Héi ching DiGeogre
la hoi chung da di tat bdm sinh véi nhong di tét &
tim mach, bét thusng & vom miéng, thiéu hyt mién
dich va dac biet la gay ra chém phdt trién tam than
[5],[6]. Chén dodn sém sé gitp giam dang ké chi
phi cham séc y t& va ¢ thé gitp cho sy phdt trién
lau dai coa tré.

Ve méi lien he giva két qua di truyeén € bao,
ky thuat BoBs var sang loc trudc sinh. Qua bang 2,
thély réing mét trusng hop ¢ déu hiéu tang khoang
sang sau gdy va théng lien thét phat hien tren sieu
am thi két qua chén dodn cia ca hai ky thuat deu
l& thai méc hoi chung trisomy 21, digu nay cing
dugc thé hién trong nghién cou coa téc giég Hoang
Thi Ngoc Lan va cong sy (2006) [7], khi st dung
déu hiéu tang khodang séng sau gdy dé phat hign
thai méc héi chung Down ¢6 ty lé phdt hién cao.
Nhu véy cé 5/6 trusng hop trén siéu am phat hien
di tat he tim mach (théng lien thét, to chung Fallot,
theo déi dut quai déng mach chu), trong dé 6 3
logi dot bién khac nhau: trisomy 21, trisomy 18 va
2 trusng hop hoi ching DiGeorge. Nhu véy, mac
du két qua sang loc trudc sinh déu huéng t6i hoi
ching Down, nhung trén thyc & con gap mot s6 dot
bién NST khdc nta. Két qua nay c6 thé gidi thich vi
hoi ching DiGeorge géy t6n thuong nhigu co quan
bo phan trong dé bét thusng hé tim mach chiém
75% [8]. Mat khdc, hoi ching Down l& héi ching



dugc chén dodn béng phuong phép di truyén &
bao, do véy néu ching ta chi can cu vao két qué
sang loc trudc sinh ma chi dinh nuéi cdy 1€ bao hay
QF-PCR thi s& b sét réit nhigu trusng hgp lien quan
v6i vi mét doan NST. Trong nhung hoi chung vi méit
doan lai thi héi chung DiGeorge hay géaip (1/4000)
[9], nd gay ra hau qué rét nghiém trong, siéu ém
c6 nhing déu hiéu chi diém nhu bét thusng hé tim
mach, bét thusng vé vom miéng. Tuy nhién, cdc
déu hiéu nay cing gap trong mét sé bt thusng
NST khdc. Hon nia, mét s6 héi ching vi mét doan
rét khé dugc phdt hién trén siéu éam va ngay cé
khi tré dugc sinh ra nhu hoi chung Prader — Willi/
Angelman vi vay viéc dua ky thuat BoBs vao chén
dodn trudc sinh l& can thiét. Trong nghién cou ¢6
1 trusng hop viua cé két qué siéu am bét thusng
vUa ¢6 sang loc huyét thanh me thuéc nguy co cao
véi hoi ching Down, thai dugc chén dodn 46,XX,
nhung lai dugc chén dodn l& héi ching Cri-du-
chat bang ky thuat BoBs. Két qua nay cho ching ta
thély sang loc huyét thanh me khong chi sang cho
hoi ching Down, héi ching Edwards ma con sang
loc cdc dang bét thusng NST khéc. Hau hét cac
hoi ching vi mét doan nhé NST déu gay ra cham
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