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Chromosomal defects’ evaluation with new
ultrasound markers in first trimester having high
genetic risk pregnancies
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SUMMARY

Objective: To determine sensitivity (Se), specificity (Sp), false
positive rate (FPR), positive predictive value (PPV) of new ultrasound
markers on high genetic risk pregnancies between weeks 11 and
14. Before CVS procedure, the new ultrasound markers nasal
bone(NB), DV and TR were assessed. We determined diagnostic
evaluation of new ultrasound markers based on ultrasound findings
and genetic results from CVS — gold standard.

Results: NB marker: Se: 60%, Sp: 97.1%, FPR: 2.9% for
T21. Se: 60%, Sp: 94.5%, FPR: 5.5% for T18. Se: 50%, Sp: 93.6%,
FPR: 6,4% for T13. Se: 100%, Sp: 92.9%, FPR::7,1% forTurner
syndrome. DV marker: Se: 70%, Sp: 96.2,1%, FPR: 3.8% for T21.
Sens: 60%, Spec: 92.7%, FPR: 7.3% for T18. Se: 50%, Sp: 91.8%,
FPR: 8.2% forT13. Se: 100%, Sp: 91.1%, FPR: 8.9% forTurner
syndrome. TR marker: Sens: 60%, Sp 96.1%, FPR: 3.9% for T21.
Se: 40%, Sp: 92.7%, FPR: 73%, for T18. Se: 50%, Sp: 92.7%,
FPR: 7.3% for T13. Se: 100%, Sp: 92%, FPR: 8.0% for Turner
syndrome. Combine 3 new markers for detecting chromosome
defects: Increase Se, Sp and decrease FPR.Se: 60%, Sp: 97,1%,
FPR: 2,9%. Reducing 73% placental biopsies...

Conclusion: New ultrasound markers in the first trimester
improved diagnostic evaluation of chromosome defects and
avoiding unnecessary placental biopsy.

Key words: Chorionic villus sampling, nasal bone, ductus
venosus, tricuspid flow.
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I. DAT VAN DE

Tan suét dbi véi trisomy 21 1& 1/800, dbi véi trisomy
18 la 1/3000 dbi véi trisomy 13 14 1/5000, thworng gay
da di tat, cham phat trién tam than van déng, bat thworng
co quan sinh duc, vb sinh. Chuwong trinh sang loc trwéc
sinh hién nay dwa trén d6 me da gay thai nhi, két qua
xét nghiém double test, triple test cd hiéu qua tr 56%
dén 90%, gia tri FPR 1a 5%. Theo Hiép hoi Y khoa thai
nhi (FMF) Anh vé&i nhitng chi s6 sang loc & ba thang
dau phéi hop nhirng d4u hiéu chi diém méi la bat san
xwong mii, dang séng bt thwéng cliia 6ng tinh mach,
dong phut ngwoc qua van ba la sé tang ti I1é phat hién
dén 95% va giam ti 1é FPR xudng con 2,5%.

Muc dich clGia nghién ctru la tim gid tri chan doan
cta nhirng d4u hiéu chi diém mai & ba thang dau thai,
tang ti 1& phat hién thai ky léch boi nhiém sac thé.

IIl. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

1. Béi twong nghién clru

Thai phu ngwdi Viéet Nam cé don thai séng, tubi
thai 11 tun dén 14 tuan, c6 nguy co cao qua tam soat
léch bdi nhiém séc thé & ba thang dau thai ky, déng y

D&u hiéu bat san xwong miii

Hinh 1. Xuong mdi hién dién

thwc hién tha thuat sinh thiét gai nhau, quyét dinh kham
thai va sinh tai Bénh vién Tt D0. Loai trir bénh nhan
c6 bénh huyét hoc, réi loan déng mau, cé6 nhém mau Rh
dwong, dang dong thai.

Tiéu chuén xac dinh thai ky ¢6 nguy co cao léch
boi nhiém séc thé trong nghién ctru:

Nguy co = 1/100 qua quy trinh siéu &m do d0 mo
da gay phéi hop véi két qua xét nghiém méau double test:
xét nghiém free beta HCG va PAPP-A trong mau me.

Thai nhi c6 d6 mo da gay day = 3,5 mm.
2. Phwong phap nghién citru

Tién ctvu, thdng ké xac dinh gia tri clia xét nghiém
chan doan (Evaluation of diagnostic test). Thdi gian 6
thang tir thang 01/2011 dén thang 06/ 2011.

3. Phworng tién ki thuat

May siéu am 4D Voluson 730 Pro GE, d&u do convex
3,5 Mhz. B6 dung cu sinh thiét gai nhau chuyén dung.

Cach tién hanh: sinh thiét gai nhau. DU tiéu chuan
chon mau. Siéu am danh gia 3 d4u hiéu chi diém mai
va ghi nhan két qua.

Hinh 2. Bét sén xwong mii

Dé&u hiéu bat thwong dong mdu qua éng tinh mach

Hinh 3. Séng a binh thuong

Dé&u hiéu dong phut ngwoc qua van ba la

Hinh 4. Séng a ddo nguoc bét thuong

Binh thuong: khéng c6 dong phut nguoc trong subt thi tam thu.

Hinh 5.Dong mau binh thurong qua van ba la
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Hinh 6. Dong phut nguwoc qua van ba la

Dong phut nguoc: Pat khodng mét nira bién do séng tam thu, van tc trén 60 cm/giay.
Sau khi c6 két qua siéu am, sé sinh thiét gai nhau. Thu thap bo nhiém s&c thé thai nhi sau 1 tuan.

Xtr ly s6 liéu: théng qua phan mém SPSS 16.0. Tinh gia tri FPR, PPV, NPV

ll. KET QUA NGHIEN CclrU
1. Pac diém chung ctia mau nghién ctru

Bang 1. Bac diém cua thai phu tham gia nghién ciru

<35 tudi 235 tudi

Tubi me 66,1% 33,9 %

Noi TP H6 Chi Minh Tinh thanh khac
cw tra 48,2% 51,8%
Budn ban Cobng nhan Coéng nhan vién |Lam rudng Noi tro
Nghé nghiép | 10% 10% 51% 5% 24%
R Pa c6 mang thai nhwng chwa
Lan 1 , 9 g Co6 1 con Cé=2con
$6 lan mang thai co con

40% 13% 37,5% 9,5%

2. Khao sat bo nhiém sac thé cac loai cua thai ky

C6 114 thai phu nguy co cao, 94 ¢ bo nhidm sac thé binh thwdrng va 20 cé 1éch boi nhidm séc thé: 10 ca T21,
5caT18, 4 ca T13, 1 ca HC Turner. Ti 1& thai nhi c6 bat thwéng nhiém séc thé: T21: T18: T13: HC Turner lan luot:
50%: 25%: 20%: 5%.

3. Gia tri chan doan cua tirng dau hiéu chi diém moi
Dau hiéu bat san xwong mii
Béang 2. Gid tri chan dodn cua dau hiéu bat san xwong mii

BN PDH Tilé FPR GTTD (+) GTTD()
% % % % %
Trisomy 21 (6(/310 0) (1 0917/’1104) 2.9 (666;’96) (1 0916/’1205)
Trisomy 18 (2/%) (1 09;3509) 5.5 ?335) (1 093%’1105)
Trisomy 13 (25/?1) (1 (?3?/’161 0) 6.4 (222/52) (1 093%’1105)
HC Turner 1 /01(; (1 0952/’191 3) A (111/51) (1 015(/)1O 05)
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D4&u hiéu bat thwwong dong méu qua éng tinh mach

Bang 3. Gia tri chdn dodn cua déau hiéu bat thwong dong mau qua éng tinh mach

DN PDH Ti 16 FPR GTTD (+) GTTO()
% % % % %
Trisomy 21 (7710 0) (1 00/t 04) 3.8 (g}o’{ ?) (1 00l 03)
Trisomy 18 (36/(5)3) (?126;) 73 (:25/7{ ?) (1 o1/ 03)
Trisomy 13 (5/91) (1 (?11/181 0) 82 (;?1’ 3) (1 019 /ﬁ 03)
HC Turner (11?10 ) (1(?31/’111 3) 8,9 (19/’111) (11(/)10 )
Dé&u hiéu dong phut ngwoc qua van ba la
Bang 4. Gia tri chan dodn cua dau hiéu “dong phut ngwoc qua van ba 18"
DN PDH Ti lé FPR GTTD (+) GTTD ()
% % % % %
Trisomy 21 (6?? 0) ( 13(?/11 04) 3.9 (66/5? 0) (1 0905’1104)
Trisomy 18 (g/%) (1 0912/’1709) 7.3 (23? 0) (1 0917/’1104)
Trisomy 13 (25/?1) (1 (?22/’171 0) 7.3 (2310 0) (1 092%’1104)
HC Tumer (11(/)1O ) (10942/’1013) 8,0 (1}? 0) (11%) )

4. Gia tri chan doan d6i v&i bat thwong nhiém sac thé chung khi két hop ca 3 dau hiéu chi diém méi

Béang 5. Tan xuéat 3 dau hiéu chi diém méi theo két qua nhiém sac thé

B6 nhiém sic thé | Bo nhiém sac thé Tén
léch boi binh thwong g
Test (+)
Cé it nhat 1 dau hiéu chi diém 19 2 21
Test (-)
Khong cé ca 3 d&u hiéu chi diém 1 92 93
Téng 20 94 114
Bang 6. Gia tri chan dodn bat thuwong nhiém sdc IV. BAN LUAN

thé khi két hop ba dau hiéu chi diém m&i

Sn Sp FPR PPV NPV

% % % %

95 97,8 2,2 90,5 98,9
(19/20) | (92/94) (19/21) | (92/93)

1. Gia tri chan doan cua tirng dau hiéu chi diém maoi
Dé&u hiéu bat san va thiéu san xwong mdi

La biéu hién quan trong & thai nhi trisomy 21 va
mot sb bat thwong nhiém sac thé khac da dwoc y
van thé gi¢i chirng minh va céng nhan. Xwong mii
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c6 thé thay ngay tudn 11 dén tudn 14 cla thai ky.
Cicero va cong sy 2004, trén 5918 thai phu & quy
1, dé thiét |ap ti I& likelihood da céng bbd Sn cia d4u
hiéu nay v&i trisomy 21, trisomy 18, trisomy 13 va
héi chirng Turner theo th ty lan lwot 62,1%, 55%,
31,6%, 38,5%, thdy c6 lién quan chat ché gitra dau
hiéu bat sédn xwong mii va trisomy 21. 2006 Sonek
bao cdo Sn cua dau hiéu nay |a 68,4%, 55%, 35%,
10% lan lwot dbi voi dbéi véi trisomy 21, trisomy 18,
trisomy 13 va hdi chirng Turner. Kagan 2009 Sn véi
trisomy 21, 18, 13 1an lwot la: 59,8%, 52,8%, 45%
va két luan diu hiéu nay da cai thién ti |& phat hién
trisomy 21 va nhitrng bat thwdng nhiém sac thé khac.
Két qua cta chung téi phu hop hoan toan véi cac
nghién ctru trén. Theo Kagan va Nicolaides v&i dau
hiéu bat san xwong mii da tang ti I& phat hién va
hoac giam ti Ié FPR.

Dé&u hiéu “bat thuong dong méu qua 6ng tinh mach”

Nhidu nghién clru gan day da néi v& nhirng
thay déi trén doppler dong mau qua éng tinh trong
tam soat bat thwéng nhiém sic thé & ba thang dau
thai ky. B4t thwéng dong mau qua bng tinh mach &
tudi thai tr 11-14 tuan c6 lién quan véi sy tang nguy
co trisomy 21 va nhirtng bat thwdng nhiém séc thé
khac. Riéng dbi va&i thai ky cé bd nhiém sac thé binh
thworng, bat thwong dong mau qua dng tinh mach
con lién quan tang nguy co dj tat tim thai va thai chét
trong bung me.

2009, Maiz va cong su da tdm soat dau hiéu
nay trén 19614 thai tr 11-14 tudn theo chién lwoc
tdm soat qua 2 buwédc ciia FMF. Két qua: Sn cla dau
hiéu nay trong trisomy 21, trisomy 18, trisomy 13, hoi
ching Turner & bwdc 2 1an lwot la: 66,4%, 58,3%,
55%, 75%. Maiz va CS da két luan dau hiéu nay
doéng vai trd quan trong trong tAm soat bat thuong
nhiém sdc thé, nang ti & phat hién trisomy 21 sau hai
buwéc sang loc 1én dén 96% véi ti 1é FPR 14 2,6%. So
sanh v&i két qua cla Maiz, chang toi thay cé cac gia

tri twong dong.

Bang 7. Gia tri chan dodn cta dau hiéu bat thuwong
dong méu qua 6ng tinh mach

Trisomy | Trisomy |_ . HC
21 18 Trisomy13 Turner
1 0,
2"05"9' 2. 664% | 583% | 55% 75%
0,
Chiing 70% | 60% 50% 1(??1?
i, 2011 | (710) | (3/5) (2/4)

DA4u hiéu bat thwérng dong mau qua 6ng tinh mach
trong giai doan t 11-14 tudn tang ti 1& phat hién va
hoac giam ti 1é FPR.

Dé&u hiéu “dong phut ngwoc qua van ba I&”

Nghién ctru kidu hinh cla b4t thwéng nhiém séc
thé da co két luan: dj tat tim la dj tat thwong gdp nhét
trong sb céac di tat ciia nhirng trwéng hop bat thwong
nhiém s&c thé. Dj tat tim gap hon 90% & trisomy 18 hay
trisomy 13 va hon 40% & trisomy 21 hay héi chirng
Turner.

Béang 8. Sn cua dau hiéu dong phut ngwoc
qua van ba la

Trisomy | Trisomy |_ . HC
21 18 Trisomy13 Turner
Faiola, o 50% , .
b005[49] | ©21% 50% 41%
Kagan, o 33,3% o .
boog[s7] | 227" 30% | 37.5%
Chung t6i,| 60% 40% 50% 100%
2071 6/10) | (@5) | (24) | (1)

Két qua cla chung téi twong déng v&i nhirng
nghién ctu trwdc. DAu hiéu nay sé tang ti 1& phat hién
bat thwerng nhiém sac thé thai nhi.

2. Gia tri chan doan d6i véi bat thwong nhiém sac
thé chung khi két hop song song ca 3 dau hiéu chi
diém méi

Két hop ca 3 dau hiéu chi diém mai & ba thang dau
toan bd cac gia tri chan doan déu cai thién.
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Bang 9. Gia tri chan dodn déi véi bat thuwong
nhiém sac thé chung khi két hop ba dau hiéu chi

diém méi
Sn Sp FPR PPV NPV
% % % % %
95 97,8 99 90,5 98,9
(19/20) | (92/94) : (19/21) | (92/93)

Dwa vao bang 5 ta cé thé thay xac suat méc bénh
trwéc test p =,ﬁ []- 12_0 _17.5%. Didu nay
c6 nghia la doi v&i chwong trinh sang loc thuwdng quy
hién hanh. D& Iya chon ra nhém dan sé cé nguy co
cao = 1/100, nhém dan sb nay sé phai thuc hién tha
thuat sinh thiét gai nhau va trung binh trong 100 ca thyc
hién tha thuat chung ta sé c6 dwoc khoang 17,5 ca bat
thwerng nhiém séc thé. Néu thyc hién test bang két hop
song song ca 3 dau hiéu chi diém mai thi sé co gia tri
PPV sau test (xac suit mac bénh sau test) :ﬁ =
90,5% c6 nghia la trong 100 ca cho két qua test dwong

tinh s& cé dén 90,5% ca that sw cé [&ch boi nhiém sac
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TOM TAT
Dat van dé: Can chéan doan léch boi nhiém séc thé véi nhitng dau hiéu siéu &m méi & quy 1 thai ky cda thai
phu nguoi Viét Nam ngoai nhitng déu hiéu siéu 4m van thuc hién thuong quy.

Muc tiéu nghién ctru: Xac dinh dé nhay (Sn), dé dac hiéu (Sp), ti Ié dwong tinh gia (FPR), gia tri tién doan bao
duong (PPV), gia tri tién doén &m (NPV) ctua nhitng dau hiéu: xwong mdi, dong méau qua 6ng tinh mach va dong
phut nguoc qua van ba l4 tim thai & quy 1 thai ky trén thai phu nguy co cao léch béi nhiém séc thé théng qua test
sang loc phéi hop va tha thuét sinh thiét gai nhau.

Phwong phép: Thai phu mang don thai tir 11-14 tuén cé nguy co cao léch béi nhiém séc thé sau test sang loc
tai vién va sinh thiét gai nhau dé xac dinh bo nhiém séc thé thai nhi, siéu 4m truéc danh gié cac dau hiéu chi diém.
L&y tiéu chuén vang la két qué sinh thiét gai nhau, xéc dinh gié tri chdn doén cta nhiing déu hiéu chi diém siéu &m
moi.

Két qua: Dau hiéu xwong mii: Sn: 60%, Sp: 97,1%, FPR: 2,9% déi véi T21. Sn: 60%, Sp: 94,5%, FPR: 5,5%
d6i v6i T18. Sn: 50%, Sp: 93,6%, FPR: 6,4% déi véi T13. Sn: 100%, Sp: 92,9%, FPR: 7,1%,% di v6i hoi chimg
Turner. Dau hiéu dong méu qua éng tinh mach: Sn: 70%, Sp: 96,2,1%, FPR: 3,8% déi véi T21. Sn: 60%, Sp:
92,7%, FPR: 7,3% déi v6i T18. Sn: 50%, Sp: 91,8%, FPR: 8,2% déi v6i T13. Sn: 100%, Sp: 91.1%, FPR: 8,9% dbi
v6i héi chirng Turner. Dau hiéu dong phut nguwoc qua van 3 14: Sn: 60%, Sp: 96,1%, FPR: 3,9% dbi véi T21. Sn:
40%, Sp:92,7%, FPR: 7,3% déi véi T18. Sn: 50%, Sp: 92,7%, FPR: 7,3% déi véi T13. Sn:100%, Sp: 92% FPR:
8,0% dbi voi hoi chirng Turner. Két hop ca 3 dau hiéu chi diém méi trong chan doan bat thuwong nhiém sdc
thé chung:Téng Sn, Sp va gidm ti 1é FPR. Sn: 60%, Sp: 97,1%, FPR: 2,9%. Giam 73% sé truong hop sinh thiét
gai nhau khéng cén thiét.

Két luan: Nhiing déu hiéu chi diém mai céi thién gia tri chdn doan léch boi nhiém séc thé, gidm sé sinh thiét
gai nhau.

Ttr khéa: Sinh thiét gai nhau, xuong mii, dong mau qua éng tinh mach, dong phut nguoc qua van 3 /4.

NGUOI THAM PINH: PGS. TS Nguyén Duy Hué
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