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CHAN POAN TRU'GC SINH CAC TRISOMY 21, 18 VA 13 BANG
KY THUAT QF-PCR & NHOM THAI PHU CO NGUY CO' CAO
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Tém tat

Pat van dé: Chan dodn trudc sinh trisomy 21, 18 va 13 déng vai trd quan trong trong nang cao chat lugng
dan s8. Dé tai nay nhdm muc tiéu: (1) Xac dinh ty 1é cac trisomy 21,18 va 13 dugc chan dodn bing ky thuat
QF-PCR tlr t& bao &i cla cac thai co nguy co cao; va (2) Khdo sit méi lién quan cla céc trisomy duwoc chan
doan véi mdt s6 dac diém cla me va thai nhi. P6i tweng va phwong phap: 170 thai phu co két qua sang loc
lGc tudi thai tir 11 tudn dén 13 tudn 6 ngay |3 nguy co cao trisomy 21, 18 va 13. Chan dodn trudc sinh bang
ky thuat QF-PCR vé&i DNA chiét tach tir t& bao &i. K&t qua: Ty 18 trisomy dugc chin doan 13 9,4%; trong dé,
trisomy 21 chiém 68,8%, trisomy 18 chiém 31,2%, khéng phat hién thai trisomy 13. Cé m&i lién quan gitra céc
trisomy dwoc chan doan véi tudi me (nguwdng tdi wu 30,5 tudi) va khoang sang sau gay (ngudng tdi wu 1,95
mm). Gia trj trung vi MoM B-hCG ty do tdng & nhdm trisomy 21 (4,35, p = 0,021) va giam & nhom trisomy 18
(0,13, p < 0,001) so v&i nhédm khéng trisomy (2,28). Gid trj trung vi MoM PAPP-A huyét thanh gidm & nhém
trisomy 18 (0,14, p = 0,004) so v&i nhém khong trisomy (0,54). K&t luan: Chan dodn trudc sinh bang ky thuat
QF-PCR d3 phat hién ty |1é dang ké cac trisomy 21 va 18, c6 méi lién quan gitta cic trisomy duwoc chdn doan
trwdc sinh vadi tudi me, khodng sang sau gdy, B-hCG ty do va PAPP-A huyét thanh.

Ttr khéa: chén dodn trudc sinh, trisomy, QF-PCR

Abstract

PRENATAL DIAGNOSIS FOR TRISOMY 21, 18 AND 13 BY
QUANTITATIVE FLUORESCENT POLYMERASE CHAIN REACTION
AMONG PREGNANT WOMEN WITH HIGH RISK

Ha Thi Minh Thi, Le Trung Nghia, Nguyen Viet Nhan, Vo Van Duc, Le Thanh Nha Uyen,
Le Phan Tuong Quynh, Doan Huu Nhat Binh, Le Tuan Linh
Hue University of Medicine and Pharmacy, Hue University

Introduction: Prenatal diagnosis of trisomy 21, 18 and 13 plays a very important role in the improving
population quality. This study was aimed at (1) Identifying the prevalence of trisomy 21, 18 and 13 by QF-
PCR from amniotic cells of high-risk pregnancies; and (2) Evaluating the association between diagnosed
trisomies and some characteristics of mother and fetus. Objectives and methods: 170 pregnant women
with high risk of having trisomy 21, 18 or 13 fetuses during first trimester screening (gestation age from
11 weeks to 13 weeks 6 days). DNA was extracted from amniocytes for prenatal diagnosis using QF-PCR.
Results: The prevalence of trisomies was 9.4%, among which trisomy 21 and trisomy 18 accounted for
68.8% and 31.2%, respectively; none of them was trisomy 13. There was the significant association between
diagnosed trisomies and maternal age (cut-off 30.5 years old) and nuchal translucency thickness (cut-off 1.95
mm). MoM median of free B-hCG increased in trisomy 21 group (4.35, p = 0.021) and decreased in trisomy
18 group (0.13, p < 0.001) as compared to the non-trisomy group (2.28). MoM median of serum PAPP-A
decreased in trisomy 18 group (0.14, p = 0.004) as compared to the non-trisomy group (0.54). Conclusion:
Prenatal diagnosis by QF-PCR detected remarkable prevalence of fetuses with trisomy 21 va 18. There was
the significant association between diagnosed trisomies and maternal age, nuchal translucency thickness,
free B-hCG and serum PAPP-A.
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1. DAT VAN DE

Nhitng bat thuong s6 lwong nhiém sic thé
thudng c6 kha ndng séng dén khi sinh chid yéu 13
trisomy 21, trisomy 18 va trisomy 13, chiém ty |&
xap xi 90% cac bat thudng nhidm sic thé cé biéu
hién ki€u hinh ndng véi nhiéu dj tat bdm sinh [14].
T nhitng nam 1970, ky thuat 1ap karyotype dua
trén nhudm bing nhiém sic thé da duwoc s dung
thuwdng quy va tré thanh tiéu chuln vang trong chan
doan bat thuong nhiém sic thé [10]. Tuy nhién, k¥
thuat di truyén t& bao truyén théng nay doi héi phai
nudi ciy t& bao, dac biét trong chan dodn trudc sinh
thi viéc nudi cdy té bao 6i twong déi khé khan va mat
nhiéu thoi gian, két qua thudng chi cé duoc sau 3-4
tuan. Trong thuyc t&, nhiéu trudng hop khi thai phu
nhan dugc két qua chan dodn thi tudi thai da trén
20 tuan, lam tdng nguy co tai bién cho thai phu néu
phai thuc hién thd thuat dinh chi thai ky.

V&i sy ra doi va phat trién nhanh chéng cua
cac ky thuat sinh hoc phan tl, dac biét 13 cac ky
thudt dwa trén nén tdng PCR (Polymerase Chain
Reaction - based techniques) d3 cho phép chan
dodn mot s& bat thudng nhiém sic thé bang cach
phéan tich cac trinh tw DNA dac hiéu. Ky thuat QF-
PCR (Quantitative Fluorescent Polymerase Chain
Reaction) st dung cac cap modi danh dau huynh
quang dé khuéch dai cac da hinh STR (short tandem
repeat: doan l3p ndi ti€p ngan), 1a cac trinh tyw DNA
dic hiéu theo nhiém sic thé va khac nhau vé chiéu
dai gitra cac ca thé [13]. Vi vay, cé thé cho phép phat
hién bat thwong s6 lugng nhiém sic thé thong qua
cac dinh tin hiéu huynh quang duwgc nhan dién trén
hé théng dién di mao quan, vdi dau doc va phan
mém chuyén dung.

Ky thuat QF-PCR c6 nhiéu wu diém la chi can rat
it lwvgng t& bao 6i, cho két qud nhanh chdéng chi sau
1-2 ngay, gid thanh twong duwong véi k§ thuat truyén
théng. Nghién clru cla Grimshaw d3 cho thay ky
thuat QF-PCR c6 d6 nhay va dé dac hiéu rat cao, lan
lwot la 95,65% va 99,97% [11]. Do d6, QF-PCR dang
dan dan tré thanh ky thuat dwoc wu tién thuc hién
cho céc ba me mang thai cé nguy co cao dé chan
doan trwdce sinh thai mac cac trisomy 21, 18 va 13.

Viéc chan doan xac dinh bat thudng cac nhiém
sac thé thudng gdp trén cho cac thai cé nguy co cao
13 mét budc khdng thé thi€u duoc trong cac chuong
trinh sang loc va chan doan trudc sinh, nhdm nang
cao chat lvgng dan sé. Vi vay ching téi thuc hién dé
tai nay nham muc tiéu (1) Xdc dinh ty I cdc trisomy
21, 18 va 13 dwoc chén dodn béng ki thudt QF-PCR
tir t€ bao 8i cla cdc thai ¢é nguy co cao; va (2) Bdnh
gid méi lién quan giira cdc trisomy duroc chdn dodn
vd&i mét sé ddc diém cla me va thai nhi.

2. DOI TUQONG VA PHUONG PHAP NGHIEN cU'U

2.1. Bai twong nghién ciru

Cac thai phu cé tham gia chwong trinh sang loc
ldc tudi thai tir 11 tuan dén 13 tuin 6 ngay [16] vdi
két qua 1a thai cé nguy co cao mic it nhat mot trong
cac trisomy 21, 18 va 13. Thoi gian 18y mau nghién
clru tir 1/5/2017 dén 31/1/2018, tai Trung tdm Sang
loc — chan doan truwdc sinh va so sinh, bénh vién
Trudng Pai Hoc Y Dwoc Hué.

- Tiu chuén chon méu:

+ Thai phu duoc thuc hién cac xét nghiém sang
loc & tudi thai tir 11 tuan dén 13 tuin 6 ngay vdi
k&t luan thai c6 nguy co cao it nhat mét trong ba
loai trisomy 21, 18 va 13 dya trén cac chi s6 tudi
me, siéu am thai, PAPP-A (pregnancy-associated
plasma protein A) va B-hCG tv do (free beta-human
chorionic gonadotrophin) huyét thanh me duoc tinh
dua trén cadc phan mém FMF va PRISCA. Ngudng
nguy co cao trisomy 21 1a 1/250; nguwdng nguy co
cao trisomy 18 va 13 13 1/150 (phadn mém FMF) hodc
1/200 (phan mém PRISCA).

+ Thai phu déng y choc 8i dé |am xét nghiém
chan doan xac dinh cac trisomy 21, 18 va 13 bang k¥
thuat QF-PCR.

- Tiéu chudn logi trtr: Nhitng trudng hop da thai.

2.2. Phurong phap nghién ctru

- Thiét ké nghién ctru: M6 ta cit ngang

- C& méu: N = 170. C& mAu t6i thiéu duoc tinh
theo cong thirc:

N=2 _,,P(1-p)/d

Trong do:

e N: C& mau nho nhat phdi dat duoc (s6 thai
phu mang thai cé nguy co cao méic trisomy 21,
trisomy 18, trisomy 13)

e a: MUrc y nghta théng ké dugc chon la 0,05,
vi vay Z(l_a/z) =1,96

e d: do chinh xac tuyét d6i mong muén. Dé
nghién ctru cd gia trj vé théng k&, ching téi chon
d =0,05.

e p 13 wéc dodn tham s6 chua biét cla quan
thé. Ty 1é thai duoc chan dodn mac cac trisomy
21, 18 va 13 trong s6 cac thai c6 nguy co cao & mot
nghién ctru tr trudc tai Trung tdm sang loc-chan
doan trwdc sinh va so sinh nam 2012 1a 9,6% [1],
vay p = 0,096.

Nhu vay ¢& mau tdi thiéu cda nghién cliru 13
134. C& mau trong nghién ctru nay 170 1a dat yéu
cau.

- Ky thudt QF-PCR chén dodn xdc dinh cdc
trisomy 21, 18 va 13:

+ DNA duoc tach chiét tir t& bao 8i bing kit
Instagene Matrix (Bio-Rad), do nong dd bing may
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NanoDrop 2000.

+ Khuéch dai céc trinh ty STR (Short Tandem
Repeat) bang bd kit Aneufast QF-PCR, mdi mau
duoc thuc hién hai 6ng phan rng 1a S1 va S2,
dBu cé chira 7 pl dung dich méi (S1 hodc S2), 3
ul Aneufast PCR mix, 1-10 ng DNA (tuy theo néng
dd DNA do duwoc dé Iay thé tich thich hop trong
khodng 1-5 pl), thém nudc cat d3 khir nuclease
dé dat téng thé tich phan &ng |1a 15 pl. Phan &ng
khuéch dai dwoc thyc hién trén may PCR Applied
Biosystems 2720 theo diéu kién luan nhiét phu hop
véi cdc mdi gan huynh quang va enzyme Hot Start
Taq polymerase nhu sau: 96°C, 2 phut; 10 chu ky
94°C 30 giay, 60°C 45 giay, 70°C 45 giay; 15 chu ky
90°C 30 gidy, 60°C 45 gidy, 70°C 45 giay; kéo dai cudi
cung 60°C 30 phut; gitr & 4°C.

+ BO mdi S1 twong ng cdc marker AMXY,
DXYS267, D21S1414, D21S1446, D21S1442,
D18S535, D18S391, D185976, D13S797, D13S631,
D13S305. B6 mbi S2 twong tng cdc marker SRY,
X22, DXYS218, HPRT, D21S1411, D21S1435,
D13S634, D135258, D185S386, D18S390.

+ Bi€n tinh sdn phdm PCR va chuan bi dién di mao
quan: 13 pl HiDi formamide, 0,25 pl GeneScan-500
LIZ, 0,5 ul sdn phdm PCR cla phan &ng S1 va 0,5 pl
san pham PCR cla phan tng S2. U 95°C, 10 phut.
Dién di sdn pham d3 bién tinh trén hé théng phan
tich gene ty déng ABI 3130.

3. KET QUA NGHIEN cU'U

+ Phan tich két qud bang phan mém
GeneMapper v3.2. K&t qua dd tiéu chudn chin
doan khi: Cé it nhat 2 marker tuong &ng nhiém
sdc thé phan tich chira cac allele dj hop ti (goi la
marker théng tin).

. N&u marker cé 2 dinh huynh quang ty 18 1:1 thi
twong ¢ng s6 lvong nhiém sac thé binh thuong.

. N&u marker cé 3 dinh huynh quang ty [& 1:1:1
thi twong &ng trisomy kiéu 3 allele.

. Néu marker ¢ 2 dinh huynh quang ty 1& 2:1
thi twong &ng trisomy kiéu 2 allele.

Trong trudng hop khéng du marker théng tin
dé két luan thi thuc hién thém phan ng bé sung
(back-up) véi cac bd marker b6 sung cho tirng
nhiém séc thé can phan tich gdm cac bd M21, M18
va M13.

- Xt ly sé liéu: Thuc hién bang phan mém SPSS
version 20.0. Test Chi binh phuong duwogc sir dung
dé so sanh cac ty |18, khi ¢ it nhat mot tin s6 trong
bang ti€p lién bé hon 5 thi test Fisher exact duwgc
st dung. Test Mann-Whitney U dugc st dung dé
so sanh céc trung vi MoM cla céc chi s6 héa sinh.
Phan tich méi lién quan giita tudi me, khodng sang
sau gdy (nuchal translucency thickness), v&i két qua
chan doan trisomy bang bidu dd ROC, xac dinh
dién tich dwdi dudng cong ROC, tim diém cut-off
t6i wu va do nhay, d6 dac hiéu twong rng. Mirc
théng ké cé y nghta khi p < 0,05.

3.1. Chan doan trwéc sinh céc trisomy 21, 18 va 13 bang k§ thuat QF-PCR

Bang 1. Ty & trisomy 21, 18 va 13 dugc chan doan trwdc sinh bing ki thuat QF-PCR

K&t qua chan doan trwéc sinh S6 lwgng Tylé %
Khong méc trisomy 21, 18, 13 154 90,6
Trisomy 16 9,4

- Trisomy 21 (11) (68,8)

- Trisomy 18 (5) (31,2)

- Trisomy 13 (0) (0)
Téng 170 100

Nhén xét: Ty & cac thai phu nguy co cao dwgc chan doan trudc sinh thai mac trisomy 13 9,4%, trong
d6 phan 16n 13 trisomy 21, chiém 68,8% (11/16), trisomy 18 chiém 31,2% (5/16) va khéng cé trisomy 13.
Bang 2. Phan bé céc ki€u ty 1& dinh tin hiéu cla cdc marker trong trisomy 21

M3 s6 Marker chan doan

bénh nhén D2151442 D2151414 D2151411 D2151435 D2151446
PD1943 1:1:1 1:1:1 2:1 2:1 1
PD2005 1:1:1 1:1:1 1:1:1 2:1 1
PD2175 1:1:1 1:1:1 2:1 1:1:1 1
PD2183 1:1:1 1:1:1 1:1:1 2:1 1:1:1
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PD2201 1:1:1 2:1 1:1:1 2:1 2:1
PD2242 2:1 1:1:1 2:1 2:1 2:1
PD2253 2:1 1:1:1 2:1 2:1 2:1
PD2362 1:1:1 2:1 2:1 2:1 2:1
PD2366 2:1 1:1:1 1:1:1 2:1 1:1:1
PD2427 2:1 1:1:1 2:1 1:1:1 2:1
PD2455 1:1:1 1:1:1 2:1 2:1 1

Chu thich: Marker ddng hop ti chi cé 1 dinh tin hiéu, dwoc ky hiéu la 1.
Nh@n xét: Tat ca 11 trudong hgp trisomy 21 déu dd tiéu chuin chdn doén trong lan thyc hién phan &ng
QF-PCR d3u tién, khong can phai sir dung céc phan ¢ng b8 sung bang cac marker khac. Tat ca céc truong
hop déu cé it nhat 1 marker cé ty 1& dinh tin hiéu 1:1:1 (trisomy kiéu 3 allele).

Bang 3. Phan b cac kiéu ty |1é dinh tin hiéu cla cac marker trong trisomy 18

M3 s6 Marker chan doan

bénh nhéan D18S391 D18S390 D18S535 D185976 D185386
PD1962 1 2:1 1:1:1 1:1:1 2:1
PD2153 1:1:1 1:1:1 2:1 1 1:1:1
PD2174 2:1 2:1 2:1 1:1:1 2:1
PD2245 1 2:1 2:1 1 2:1
PD2425 1 2:1 2:1 2:1 1:1:1

Nhan xét: Tat ca 5 trudng hop trisomy 18 déu du tiéu chuan chan doan trong lan thyc hién phan &ng
QF-PCR dau tién. 4 trudng hop (chiém 80%) cd it nhat 1 marker cé ty 1é dinh tin hiéu 1:1:1 (trisomy kiéu

3 allele).

3.2. Mai lién quan cuia trisomy dwgc chan doan trwdc sinh véi mot sé dic diém cha me va thai nhi

3.2.1. Méi lién quan véi tudi me

&5 rhay

: AUC : 0,664
Cut-off : 30,5
Qa - N a2K
v by -'ll ale
A - IF ddr hilam

i

Bi€u d6 1. Puwdng cong ROC thé hién dwong tinh that va duong tinh gia cla tudi me
trong phat hién céc truong hop bat thwong nhiém sic thé

Nhdn xét: Tudi me c6 gid tri trong sang loc thai nhi méc trisomy trong quy | thai ky (p = 0,032) vé&i do
nhay 12 93,8% & ngudng t&i wu 13 30,5 tudi.
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3.2.2. Méi lién quan véi khodng sdng sau gdy do dwo'c khi siéu ém

Dby

EWy mhay

AUC 10,735
1 Cutoff  :1,95
Se 10,875
- -Cr-C. -\'.rl :.l :-1'- !I'l I I- :
1 .06 dic hidu

Bi€u d6 2. Puwdng cong ROC thé hién dwong tinh that va duong tinh gia cla khodng sang sau gay
trong phat hién cac truong hop bat thuong nhiém sic thé
Nhén xét: Khodng sang sau gay do dugc khi siéu &m thai tir 11 tudn dén 13 tudn 6 ngay cé gié tri trong
sang loc thai nhi trisomy v&i d6 nhay 87,5% & ngudng cut-off t&i wu la 1,95 mm.
3.2.3. Méi lién quan v@ii gid tri trung vi MoM cua 8-hCG tw do huyét thanh me
Bang 4. So sanh gia trj trung vi MoM B-hCG ty do huyét thanh me gilta cdc nhém nghién ciru

K&t qua QF-PCR S6 Trung vi Do léch chuan Kiém dinh Mann-Whitney U
lwong MoM (SD) n y4 p
Chi c6 trisomy 21 11 4,35 1,81 165 -2,316 0,021
Chi c6 trisomy 18 5 0,13 0,04 159 -3,8 <0,001
Khéng bat thudong 154 2,28 1,79

Nhén xét: Trung vi MoM cla B-hCG ty do huyét thanh me & nhdm trisomy 21 cao hon cd y nghia théng ké
50 v&i nhém khong bat thueng nhiém sac thé, trong khi dé chi s6 nay & nhém trisomy 18 thap hon cd y nghia
thdng ké so véi nhdm khong bat thwong nhiém sac thé.
3.2.4. Méi lién quan vdi gid tri trung vi MoM cua PAPP-A huyét thanh me
Bang 5. So sanh gia trj trung vi MoM cla PAPP-A huyét thanh me gilta cdc nhém nghién clru

Két qua QF-PCR S6lwong | Trungvi | Do léch chuan Kiém dinh Mann-Whitney U
MoM (SD) 0 7 0
Chi ¢6 trisomy 21 11 0,35 0,60 165 -0,516 0,606
Chi cé trisomy 18 5 0,14 0,14 159 - 2,847 0,004
Khoéng bat thudong 154 0,54 0,49

Nhén xét: Trung vi MoM ca PAPP-A huyét thanh me & nhdm trisomy 18 thap hon cd y nghia thong ké so
vdi nhém khong bat thuwong nhiém sic thé.

4. BAN LUAN tudi me, B-hCG ty do va PAPP-A huyét thanh me,
Nghién clru nay duoc thuc hién trén 170 thai  khodng sang sau géy (nuchal translucency thickness)
phu da duoc sang loc quy | véi két qua thai co nguy  do duoc khi siéu am thai. Ching t6i da thyc hién ky
cao trisomy 21, 18, 13. Cac chi s6 sang loc bao gdm  thuat QF-PCR, mét ky thuat sinh hoc phan tir duoc
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Iwa chon hang dau trong chin doan truwdc sinh cac
bat thuwong s luvong nhiém sic thé thuong gip.

4.1. Chan doan trwdc sinh cac trisomy 21, 18 va
13 bang ky thuat QF-PCR

Két qud & bang 1 cho thiy cé 16 trudng hop
trisomy, chiém ty 1& 9,4%. Két qua nay tuong tu
V@i nghién clru cla Rozenberg ndm 2006 (13,9%; n
= 375) [18], Wojdemann nam 2005 (9,6%; n = 125)
[21], Hoang Trong Nam nam 2012 (11,6%; n = 69)
[3] va mét nghién clru trwdc ddy cda ching ti ndm
2013 (9,0%; n = 78) [1], p > 0,05.

Mot nghién ctu khac ctia D6 Thi Thanh Thay
ti€n hanh vao ndm 2009 & bénh vién Tl D — thanh
ph8 H6 Chi Minh cho thay ty 1& bat thudng sé lugng
nhiém sic thé 21, 18, 13 trong s6 cac thai phu cé
nguy co cao mang thai trisomy tham gia chan doan
trwdc sinh chi ¢ 3,4% (n=324) [5]. K&t qua trong
nghién cru cla ching tdi cao hon cd y nghia théng
ké véi tac gia nay (p < 0,05). S& di trong nghién ciru
clia P Thi Thanh Thay ty & cac bat thwong nhiém
sac thé nay thap, chi 3,4% vi tac gid d3 lua chon
ngudng nguy co 13 1/400 dé sang loc ca 3 loai bat
thuwong: trisomy 21, trisomy 18, trisomy 13 trong khi
phan I&n chuong trinh sang loc va chin dodan trudc
sinh trén thé gidi sir dung ngudng nguy co trong
khoang 1/250-1/300 d6i v&i sang loc trisomy 21 va
trong khodng 1/150 — 1/200 d&i véi sang loc trisomy
18, trisomy 13. Nghién ctru clia chidng t6i st dung
cdc ngudng nguy co tuong tu trén thé gidi. Lua
chon ngud&ng nguy co cao khi sang loc cé y nghia rat
quan trong trong chan doan trudc sinh vi anh hudng
dén ty 1&é ba me phai tién hanh choc &i khéng can
thiét cling nhu ty 18 bd sét trudng hop bat thudng.

Trong s& 16 trudng hop thai nhi dugc chan
doan bat thuong s6 lwong nhiém sic thé 21, 18
va 13 bing ky thuat QF-PCR clia nghién ctu nay,
c6 11 trudng hop trisomy 21 chiém ty I& cao nhat
(68,8%), 5 truwong hop trisomy 18 (31,2%) va khong
6 trudng hop nao mac trisomy 13. Nghién ctru cla
Wojdemann trén 125 truong hop cling khong phat
hién truong hop trisomy 13 nao [21]. Nhitng nghién
ctru khac co6 phat hién trisomy 13 tuy nhién vai ty 1é
rat thap nhu nghién ctru ctia B Thi Thanh Thay c¢é
3 trudrng hop [5] va nghién clru cla Rozenberg c6 4
trudng hop trisomy 13 [18]. Trén thyc té, trisomy
13 chiém ty |& rat thap trong s6 nhitng tré sinh séng,
chi 1/5000 -1/10.000. C4c thai trisomy 13 cling cé ty
I& sdy cao hon trisomy 18 va trisomy 21 nén s& thai
trisomy 13 & tuan thai thir 16 trd di cling thap hon
so voi trisomy 18 va dac biét la so vai trisomy 21.
Nghién clru cla chidng téi phat hién 16 truong hop
trisomy v&i da sb |a trisomy 21 va khéng cé trwong
hgp trisomy 13 nao cling phtu hop.

Trong bang 2 va 3, chidng tdi d3 trinh bay céc
kiéu ty I& dinh tin hiéu thu duoc khi phan tich doan
(fragment analysis) bang dién di mao quan cla tat
ca 16 truong hop trisomy dugc chan dodn trudc
sinh, bao gdbm 11 trudng hop trisomy 21 va 5 trudng
hop trisomy 18. K&t qua cho thiy da s6 cac truong
hop (100% trisomy 21 va 80% trisomy 18) déu cé it
nhat moét marker mang kiéu 3 dinh tin hiéu véi ty
[& 1:1:1, nhu vay c6 thé khing dinh cic trwong hop
nay déu I3 trisomy kiéu 3 allele. K&t qua nghién ctru
nay cling phi hop vdi co ché chinh gay ra léch bdi 13
do hién tuong réi loan khéng phan ly nhiém sic thé
ma chd yéu 13 trong gidm phan | cla quad trinh tao
trirng. Ngoai ra, k&t qua cac kiéu ty & dinh tin hiéu
cling cho thay tat ca cic trudrng hop (100%) d3 duoc
chan doan cé du théng tin k&t luan trisomy trong
[an phan tich d3u tién v&i bd phan &ng S1va S2 ma
khéng can phai thuc hién phan &ng bd sung (M21,
M18). Biéu nay chitng t6 cdc marker duwoc lwa chon
trong bd kit chdn doan trwdc sinh Aneufast rat dic
hiéu, k&t qua chan dodn trwéc sinh véi bd kit nay d3
duogc Grimshaw céng bd cé dd nhay va do dac hiéu
rat cao, Ian lwot 14 95,65% va 99,97% [11].

Trong mét phan tich téng quan clta Nicolini, tac
gia d3 trich din mot s& nghién ctru truedec day veé chan
doan léch boi bing k§ thuat QF-PCR cho thay: Verma
(1998) khi phan tich 2139 truwong hop st dung 2-3
marker d& chan dodn trisomy 21 thi phat hién 32/33
trwvong hop; Pertl (1999) khi phéan tich 247 trwong
hop st dung 3 marker d& chin doan trisomy 18 thi
phat hién 4/5 trudng hop. Nhu vay, néu chi sir dung
2-3 marker thi chua thé phat hién duoc tat ca cac
treong hop trisomy 21 va 18. Trong cac nghién clru
cGa Mann (2003) va Quaife (2004) khi st dung 4
marker dé& chan dodan léch boi thi khdng cé trudng
hop nao chin dodn sai [17]. Nghién cttu cta Vi Thi
Huyén [2] khi s&r dung ca 5/5 marker va clia Nguyé&n
Hoai Nam [4] st dung 4/5 marker twong tu nghién
clru cla ching t6i, ty 1& cé di théng tin chdn doan
khoéng can thyc hién phan &ng bd sung (back-up) 1a
100%.

4.2. M&i lién quan cla trisomy & thai nhi vé&i
mot s chi diém nghién ciru

Tir cc bidu d6 1 va 2, chlng t6i nhan thay co su
lién quan cla cac trisomy dugc chdn doan vdi tudi
me (p = 0,032) va khodng sang sau gdy (p = 0,002).
Dwa vao cdc gia tri cia d6 nhay va dé ddc hiéu tuvong
ng vdi cdc chi s& tudi me va khoang sang sau gay,
ching t6i d3 xac dinh dwoc diém cut-off t8i wu cla
tudi me 13 30,5 tudi (d6 nhay tuong ng 13 93,8%),
cla khodng sdng sau gay 1a 1,95 mm (d6 nhay twong
ng 13 87,5%). Cac két qud nay phu hop vdi gid tri
sang loc quy | cac thai nhi mac trisomy cla cac chi s&
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tubi me va khoang séng sau gdy. Tuy nhién, dién tich
dudi dudng cong ROC tuong tng cla hai yéu td nay
lan vt chi 0,664 va 0,735, nén khi st dung don doc
tirng yéu t6 s& cb gia tri khéng cao. Diéu nay cling
phu hop véi cac y van, viéc chi sit dung mét yéu t6
sang loc thi ty 1& phat hién thap va ty 1&é dwong tinh
gia cao, do d6 ching ta can phdi hop céc test sang
loc v&i nhau dé tang ty & phat hién cac trudng hop
thai phu nguy co cao va gidm duong tinh gia, han
ché& céc trudng hop phai choc 8i dé 1am chan doén
trudce sinh khéng can thiét.

Theo Nicolaides, gia tri trung vi MoM B-hCG ty
do trong mau me & nhém thai nhi dwgc chan doan
trisomy 21 cao hon nhém thai nhi cé bd nhiém séc
thé binh thwdng [15]. K&t qua nghién ctru clia ching
téi cling phu hop vdi két ludn trén: trung vi MoM
cla B-hCG tuw do & nhom trisomy 21 13 4,35 cao
hon gid tri trung vi MoM cdia B-hCG ty do & nhém
binh thuéng 2,35, véi p < 0,05. So sanh véi két qua
nghién cru cia mét s8 tac gid khac, két qua ching
i c6 phan cao hon: Kagan [12] gid tri trung vi nay |1a
2, Spencer [19] 13 2,15, Canick [8] gid trinay 1a 1,8 &
nhém mang thai trisomy 21.

Nguoc lai, trong céc thai nhi dugc chin doén
trisomy 18, gia tri trung vi MoM B-hCG ty do trong
mau me giam [15]. Trong nghién ciru cha chung
to6i, gia tri trung vi MoM B-hCG tu do trong nhom
trisomy 18 13 0,13, thap hon cd y nghia théng ké so
V@i gid tri trung vi MoM & nhdm binh thuwdng. Két
qud nay phu hop vai két qud cha Karl O. Kagan va
cs [12], Natasha Tul va cs [20], Roberto Biagiotti va
cs [6]: ndng dd B-hCG tu do cla ba me mang thai
trisomy 18 déu gidm, [an luot 12 0,281; 0,2 va 0,34.

Trong nghién ctru cda ching tdi, trung vi MoM
cUa PAPP-A huyét thanh & nhdm ba me mang thai
trisomy 21 va trisomy 18 [an lwot 13 0,35 va 0,14, tuy
nhién khi so sanh véi trung vi MoM cla nhdm binh
thudng (0,54) thi su khac biét chi cé y nghia théng
ké & nhom trisomy 18. K&t qua cla chung tdi cling
phu hop vdi mot sé tac gid khac nhu nghién ctru cla

Brambati (1994) c6 trung vi MoM PAPP-A & nhém
ba me mang thai trisomy 21 la 0,31 [7], nghién cttu
cla Christiansen co gia tri nay 1a 0,30 [9], va nghién
cru clia Canick 1a 0,40 [8]. Tac gid Nicolaides [16] ghi
nhan gia tri MoM cla PAPP-A & céc thai ky trisomy
21 vao thoi diém thai 12 tudn 13 thap hon 0,5. O
nhém ba me mang thai trisomy 18, két qua trung
vi MoM cla PAPP-A trong nghién clru cda ching t6i
cling twong tu vadi cac nghién clru khac: nghién ctru
cla Karl O. Kagan [12] gid tri nay 13 0,2; cla Natasha
Tul [20] 13 0,177.

5. KET LUAN

Qua nghién ctru 170 ba me mang thai nguy co
cao duoc thyc hién xét nghiém QF-PCR dé chan
doan trwdc sinh cac trisomy 21, 18 va 13 tai Trung
tam sang loc — chan doan trudc sinh va so sinh bénh
vién Trudong Dai hoc Y Dwoc Hué, ching t6i rit ra cac
két luan sau:

5.1. Ty 1é cac trisomy dwoc chan doan truwdc
sinh bang ky thuat QF-PCR

- Ty 1& ba me mang thai nguy co cao dugc chan
doan truwdc sinh thai mac trisomy 21, 18 va 13 bang
ky thuat QF-PCR la 9,4%; trong do, thai trisomy 21
chiém ty 1& 68,8%, trisomy 18 chiém 31,2%, khdng
phat hién trwdng hop thai trisomy 13.

- 100% trisomy 21 va 80% trisomy 18 thudc
nhém trisomy kiéu 3 allele.

5.2. M@&i lién quan clia cac trisomy véi dic diém
cha me va thai

- C6 méi lién quan gilra cac trisomy duwoc chan
dodn véi tudi me (ngudng t6i wu 30,5 tudi) va
khoang sang sau gdy (ngudng téi wu 1,95 mm).

- Gid trj trung vi MoM cla B-hCG ty do huyét
thanh tdng & nhdom ba me mang thai trisomy 21
(4,35) va gidm & nhdm ba me mang thai trisomy 18
(0,13) so v&i nhédm khéng mac trisomy (2,28). Gid tri
trung vi MoM clia PAPP-A huyét thanh gidm & nhém
ba me mang thai trisomy 18 (0,14) so v&i nhom
khong trisomy (0,54).
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