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~ NGUONG NGUY CO CUA MQT SO HQI CHUNG
ROI LOAN NHIEM SAC THE KHI SU DUNG CONG THUC 3T
TRONG TRIPLE TEST TAI NAM DINH

Lé Thi Huyén Trinh’, L& Thanh Tung
Truong Pai hoc diéu duong Nam Dinh

TOM TAT

Pit vin dé: Sur dung cac thudt toan trong sang loc triple test dong vai trd quan trong gitp bac si va
gia dinh c6 quyét dinh ding dan cho viéc chan doan trudc sinh, tuy nhién d6i voi mdi thuat toan
déu can duoc thiét 1ap cac gia tri riéng phu hop. Muc tiéu: Xac dinh ngudng nguy co cia mot sb
hoi chimg rdi loan nhiém séc thé khi str dung cong thie 3T trong triple test tai Nam Dinh. Phwong
phap: Mo ta cat ngang trén 991 xét nghiém triple test ciia cac ba me mang thai dugc kham tai
phong kham San phu khoa Nam Binh trong 2 nim 2015-2016. Str dung cac thuat toan thong ké
tim ngudng sang loc phu hop. Két qua: Thai phu ndm trong d6 tudi sinh dé tir 18 -34 chiém
87,4%; chi sb T21 duoc tinh toan qua cong thirc 3T ¢o lién méi lién quan mat thiét dén do tudi cua
me. Thai mang nguy co bit thuong nhidm séc thé tinh chung 1a 9,4% véi cac ngudng da co trude.
Ngudng sang loc pht hop cho cong thire 3T ciia ting hoi ching ri loan nhidm sic thé: Hoi chimg
Trisomi 21 1a 1/538 (khi tudi me tir 18-34) hodc 1/100 (khi tudi me <18 hodc >34); Hoi chung
Trisomi 18 1a 1/1081; Hoi chimg Trisomi 13 la 1/739.

Tir khéa: ngudng sang loc, sang loc trieée sinh, cong thire 3T, triple test, roi loan nhiém sdc thé
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CUT-OFF VALUE OF SOME CHROMOSOME DISORDERS
WHEN APPLYING 3T FOMULA IN TRIPLE TEST IN NAM DINH

Le Thi Huyen Trinh", Le Thanh Tung
Nam Dinh University of Nursing

ABSTRACT

Rationale: Using algorithms in triple test screening plays an important role in helping doctors and
families make the right decisions on prenatal diagnosis; however, each algorithms requires
appropriate values. Objectives: Determine the cut — off value of some chromosomal disorders
when using 3T formula in triple test in Nam Dinh. Methods: Cross-sectional description on 991
triple tests of pregnant women examined at Obstetrics and Gynecology clinic in Nam Dinh in 2
years (2015-2016). Statistical algorithms were used to find appropriate screening thresholds.
Results: 87.4% of the pregnant women were in the reproductive age group from 18-34. T21 index
was calculated by 3T formula, which is closely related to the mother's age. In gerneral,
chromosomal abnormalities accounted for 9.4% with pre-existing thresholds. Followings are
screening cut off point appropriate for 3T formula of each chromosome disorder syndrome:
Trisomy syndrome 21 was 1/538 (with maternal age from 18-34) or 1/100 (with maternal age <18
or> 34) ; Trisomy 18 syndrome was 1/1081; Trisomy syndrome 13 was 1/739.
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1. Pat van dé

Sang loc va chan doan trude sinh d tro thanh
thuong qui & nhiéu nudc trén thé gidi. Theo
td chuc Y té thé gidi, di tat bam sinh gap vao
khoang 1 - 2% tré dugc sinh ra. Tai bénh vién
Phu San Trung Uong ¢ Viét Nam, uGe tinh
cur 100 tré sinh ra c6 trén hai tré c6 cac di tat
bam sinh. Trong d6 da phan cac dj tat 1a do
r0i loan NST gay ra hau qua ning né cho ca
tré va me. Mudn han ché cac hau qua d6 phai
c6 bién phap nham phat hién sém. Diéu dé
doi hoi can ¢ sy hd tro cua cac ky thuat y
hoc hién dai, su phéi hop nhiéu chuyén nganh
trong y hoc va trong xa hoi ciing nhu cin mot
lwong kinh phi 16n [1]. Cac phuong phap sang
loc va chan doan trudc sinh da giup bac si va
gia dinh ¢ quyét dinh ding din, han ché sinh
ra tré di tat va c6 y nghia to 16n trong cham
soc diéu tri ¢ giai doan thai ky. Cac phan
mém duogc sir dung dé xtr Iy két qua triple test
trén thé gioi hién nay c6 dic diém chung la
thuong di cung véi mdt hé théng may, hoa
chat, day truyén xét nghiém (tinh ban quyén
va doc quyén) va thuong co hé thdng tinh
toan, thong ké va xir Iy dic thu. Nghién ciru
cic phan mém mién phi (hodc gia ré) trong
sang loc trudc sinh c6 thé giup 1am giam chi
phi cho nguoi bénh qua d6 lam ting kha nang
tiép can véi dich vu nay cia cong dong — co
nhiéu nguoi ¢o6 co hdi dugce st dung cac dich
vu sang loc trude sinh [2]. Nam 2016, tac gia
Lé Thanh Tung cung cong su dua trén phan
mém Stata thiét 14p cong thuc toan hoc dé
tinh nguy co rdi loan nhiém sic thé 21, 18, 13
ctia thai nhi v6i cac thong sb sang loc (tudi
thai, tudi me, néng do cac chat AFP, hCG,
uE3 tir xét nghiém triple test thai phy); cong
thirc toan hoc nay duogc goi tat 1a cong thirc
3T cho két qua sang loc chinh xac nhu cac
phin mém mua ban quyén khac [3]. Tuy
nhién dbi véi mdi cong thirc déu can duoc
thiét 1ap cac gia tri riéng phu hop. Vi vay
chung t6i tiép tuc hoan chinh cong thirc 3T
vé&i muc tiéu: Xdc dinh ngwong nguy co ciia
mot sé hoi chirng roi loan nhiém séic thé khi

st dung cong thirc 3T trong triple test tai
Nam Dinh.

2. Phuwong phap nghién ciru

2.1. Déi twong, thoi gian, dia diém nghién civu
Nghién ctru duge l1ay s6 liéu hdi ciru tir ho so
clia cac san phy dén kham thai tai phong
kham San phuy khoa 144 Song Hao thanh phd
Nam Pinh tir thang 01/2015 dén thang
12/2016.

Déi tugng nghién ciru gdm: Cac két qua siéu
am thai, két qua xét nghiém triple test va két
qua xur 1y cac xét nghiém triple test dé sang
loc trudce sinh.

2.2. Thiét ké nghién ciru

Mo ta cat ngang c6 phan tich.

2.3. C& méu va chon miu nghién ciru
Phwong phdp chon mau:

C& mau toan bd hd so cua céc san phu dén
kham thai tai phong kham San phu khoa 144
Song Hao thanh phé Nam Binh tir thang
01/2015 dén thang 12/2016

Tiéu chuin lua chon: két qud siéu am don
thai, tudi thai tir 14-22 tuan. Tiéu chuan loai
trir: Pa thai, thai phu thu tinh dng nghiém.

C& mdu: Chlng t6i thu thap duoc 991 két qua
siéu am va xét nghiém triple test cia thai phu.
2.4. Thu thdp thong tin

- Phuong phép thu thap dir li€u: Cac dir licu
tir hd so bénh nhan gdm két qua siéu am va
xét nghiém triple test dwoc photo luu lai dé
liy cac thong tin nghién ciu.

- Xtr 1y s6 liéu: Cac thong tin thu thap duoc
nhap vao phan mém Stata gdm: Tudi me, tudi
thai, két qua xét nghiém hoa sinh ndng do cac
chat AFP, hCG va UE; trong mau me.

Ap dung cong thirc 3T do nhém tac gia da
thiét ké dé tinh nguy co thai mang cic hoi
chung r6i loan NST. Chuyén cac két qua
nguy co da tinh dugc sang phan mém SPSS
20.0, st dung thuat toan théng ké tim ra
ngudng nguy co cho mdi hoi ching.
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3. Két qua nghién ctru
3.1. Dic diém phén logi vé tuéi me
Bang 1. Phdn bé theo cdc ngudng tuéi cia thai phu

Do tudi n %
<18 hoiic > 34 125 12,6
Tir 18 - 34 866 87,4
Téng 991 100

Téng s6 991 xét nghiém triple test dugc thuc hién trén 991 phu nit mang thai c6 do tudi cha yéu
nam trong do tudi sinh dé tir 18 -34 chiém 87,4%, ty 1& ngoai ngudng < 18 hodc > 34 chiém
12,6%.
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Biéu d0 1. Yéu 16 tudi me va chi 56 T21

Trong nghién ctru ctia chiing t6i, cac gia tri vé chi sé T21 dugc tinh todn qua cong thie 3T c6 lién
mbi lién quan mat thiét dén do tudi ctia me.
3.2. Két qud sang loc trudc sinh
Xét nghiém triple test dugc thyc hién trén 991 thai phu mang thai tir 14 — 22 tuan, trén hé thong
may Cobas 8.000, Elisa tw ddng cho cac két qua xét nghiém voi cac chi s6 tudi me, tudi thai,
néng d6 céc chat AFP, hCG, uE3. Cac chi sb nay dugc nhdp vao phén mém Stata va st dung
cong thuc 3T tu thiét ké, voi ngudng sang loc nguy co cao ciia hdi ching trisomi 21 1a 1/300 (véi
phu nit > 35 tudi hodc < 18 tudi) hodc 1/350 (v6i phu nit tudi tir 18-35), hoi chung trisomi 18 va
hoi chung trisomi 13 1a 1/1000, cho két qua nhu sau:

Bang 2. Nguy co thai mang bdt thuong NST

Ciic Hii chimg HC Trisomi 21 HC Trisomi 18 HC Trisomi 13 Téng

: n Ty 1€ % n Ty 1€ % n Ty 1€ % n Ty 1€ %
C6 nguy co 44 4.4 35 3,5 14 1,4 93 9,4
Khéng c6 nguy co 947 95,6 956 96,5 977 98,6 898 90,6
Tong s6 991 100 991 100 991 100 991 100

Nhu vay theo cong thirc 3T, chung téi thu dwoc két qua thai mang nguy co bét thuong cua hoi
chimg Trisomi 21 1a 4,4% véi ngudng sang loc 1a 1/300 (voi phu nit > 35 tudi hodc < 18 tudi)
hodc 1/350 (v6i phu nit tudi tir 18-35). Thai mang nguy co bat thuong cta hdi chimg Trisomi 18
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1a 3,5% v&i ngudng sang loc 1a 1/1000; thai mang nguy co b?it’ thuong ctia hdi chirng Trisomi 13
la 1,4% véi ngudng sang loc 1a 1/1000. Thai mang nguy co bat thuong NST tinh chung la 9,4%
vdi cac ngudng nhu trén.

3.3. Cdac ngudng sang loc (cut —off) ciia cong thirc 3T

3.3.1. Nguong sang loc cho hoi chung trisomi 21

Tubi me 1a yéu t6 nguy co dd duoc khiang dinh, vi viy chung t6i tim ngudng nguy co khac nhau
cho nhom tu6i me khac nhau.

Bang 3. Cdc nguong sang loc cho hdi chitng trisomi 21 véi do tudi ciia me tir 18-34

STT Ty 1€ dwong tinh (khéng cé nguy co) Ty 1€ 4m tinh (c6 nguy co) Ngudng nguy co
1 99,9% 0,1% 1/523
2 99,0% 1% 1/534
3 98,0% 2% 1/538

Bang 4. Cdc nguong sang loc cho hgi chieng trisomi 21 voi do tuéi ciia me < 18 hodc >34

STT Ty 1€ duwong tinh (khéng c6 nguy co) Ty 1€ 4m tinh (c6 nguy co) Ngudng nguy co
1 99,0% 1% 1/31
2 98,0% 2% 1/41
3 95,0% 5% 1/100

Véi ngudng sang loc 1a 1/538 (khi tudi me tir 18-34), ty 1& nguy co 1a 2%; ngudng 1/100 (khi tudi
me <18 hodc >34) thi ty 1¢ nguy co 1a 5%.
Dung 2 ngudng sang loc trén dé tinh ty 1¢ thai c6 nguy co bi hoi chimg trisomi 21 bang cong thirc
3T cho két qua c6 23/991 thai phu c6 nguy co chiém ty 18 2,32%.
3.3.2. Nguong sang loc cho hoi chieng trisomi 18

Bang 5. Cdc ngudng sang loc cho hoi chirng trisomi 18

STT Ty 1€ dwong tinh (khéng c6 nguy co) Ty 1€ 4m tinh (c6 nguy co) Ngudng nguy co
1 99,9% 0,1% 1/1081
2 99,8% 0,2% 1/1156
3 99,0% 1% 1/1428

Trén bang 5 cho thy, voi ngudng sang loc 1:1081 ty 18 nguy co 13 0,1%; v6i ngudng 1/1428 ty 18
nguy co tinh dugc 1a 1%.
3.3.3. Nguong sang loc cho hoi chieng trisomi 13

Bang 6. Cdc nguong sang loc cho hoi chirng trisomi 13

STT Ty 1€ dwong tinh (khéng c6 nguy co) Ty 1€ Am tinh (c6 nguy co) Ngudng nguy co
1 99,9% 0,1% 1/105
2 99,0% 0,2% 1/739
3 98,0% 2% 1/2320

Béng 6 cho két qua v6i ngudng sang loc 1:739 cho ty 18 nguy co 1a 0,2%, voi ngudng 1/2320 ty
1€ nguy co tinh dugc 1a 2%.

4. Ban luan ctru ciia Vil Cong Thanh, Nguyén Vian Hung
4.1. Dic diém phan logi vé tuéi me va Nguyén Nghiém Luat tai Bénh vién DPa
khoa MEDLATEC trén 359 thai phu thi do
tudi mang thai tir 20 — 34 chiém t&i 92% [4],
so voi nghién ctu cta Pinh Thi Loan trén
7686 thai phu tai bénh vién Phy san Trung
Uong ¢6 d6 tudi mang thai 20 — 34 chi chiém
33,1% [5]. Nghién ctru cia Vi Thi Thom trén

Nhu két qua nghién ciru, do tudi cua thai phu
cht yéu ndm trong do tudi sinh dé tir 18 -34
chiém 87,4%, 1a d tudi it c6 nguy co sinh
con bi bénh Down. Trong nghién ctru chi c6 1
thai phu c6 d6 tudi dudi 18. So v6i nghién
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6454 thai phu tai Pai hoc Y Dugc Hai Phong,
Bénh vién phu san Trung Uong, Bénh vién
phu san Ha No6i, BO mén Y Sinh hoc Di truyén
Dai hoc Y Ha Noi thi d6 tudi mang tai tir 20-
35 chiém 85,1% [6]. C6 su khac nhau vé ty 1&
mang thai & cac d6 tudi co thé do su khac nhau
vé& viing dia 1y, cac diéu kién cong viéc.

Nhiéu nghién ciru va tai liéu di cho thay tudi
me c6 lién quan dén nguy co sinh con mang
hoi ching Down. Nhin trén biéu d6 1 cho
thdy: Cac gi tri vé chi s6 T21 dugc tinh toan
qua cong thie 3T c6 lién mdi lién quan mat
thiét dén d6 tudi ctia me: tudi me cang cao thi
chi s6 T21 cang giam nghia 1a nguy co con
mang hoi ching trisomi 21 cang cao. Piéu
nay phu hop véi cac nghién ciru vé yéu td
nguy co tudi me véi hoi chimg trisomi 21 (hoi
chung Down).

4.2. Két qua sang loc trudc sinh

Theo tinh toan ctia cong thirc 3T, chung t6i
thu duoc két qua thai mang nguy co bt
thudng cua hdi chung Trisomi 21 1a 4,4% véi
ngudng sang loc 1a 1/300 (voi phu nit > 35
tudi hodc < 18 tudi) hodc 1/350 (v6i phu nir
tudi tir 18 - 35). Thai mang nguy co bat
thuong NST tinh chung 1a 9,4% véi cac
ngudng nhu trén.

So sanh v&i mot s6 nghién ctru trén thé gidi
va trong nudc nhu:

Nghién ctru cua tac gia Kwon J. Y. (2011) [7]
véi 8085 thai phu tham gia sang loc triple test
tai Han Quéc, su dung phin mém HIT
program v6i ngudng sang loc 1a 1/270 c6 595
thai phu c6 nguy co cao vi hdi chung Down
chiém ty 1& 7,36 % cao hon trong nghién ctru
cua chung t6i, tuy nhién co6 sy khac biét veé
nguong sang loc so ching.

Nghién ctru cua céac tac gia Lé Thi Mai Dung,
Pham Thi Mai, L€ Thi My Ngoc — Bénh vién
Pai hoc Y Dugc TP.HCM trén 600 thai phuy,
tinh todn bang phan mém FMF cho két qua ty
1¢ cac truong hop mang thai nguy co hoi
ching Down 13 2,16% & ngudng cit 1/250 va
3% & ngudng cat 1/350 [8].

Nghién ctru cia tac gia Lé Pham Sy Cuong va
cong su tai trung tdm Chan doan trude sinh,
Bénh vién phu san Trung wong trén 14969
thai phu lam xét nghiém triple test, sang loc
trén hé thbng AUTODELFIA bang phin mém
LIFECYCLE 3.2 va cac ngudng sang lochdi
chimng Down > 1/250, hoi ching Edwards >
1/100 cho ty 18 5,91% bat thuong NST néi
chung [9]. Nhu vay két qua cua chung toi cao
hon nhung do ngudng sang loc ctia chiing t6i
1a 1/300 khéac voi ngudng sang loc cua tac gia.
Nghién ctru cta céc tac gia Vi Cong Thanh,
Nguyén Vin Hung va Nguyén Nghiém Luat
bang phan mém PRISCA véi ngudng nguy co
Hoi chitng Down theo test bo ba > 1/250 cho
ty 1é thai c6 nguy co cao chiém 3% [4].

Céc tac gia Lé Tran Anh Thu, V5 Ho Quynh
Nhu va CS (2013) nghién ctru trén 260 san
phu cho ty 1¢ thai phu c6 nguy co hdi ching
Down cao > 1/250 1a 28 truong hop chiém
10,8% [10].

Nghién ctu cia Pinh Thi Loan tai bénh vién
Phu san Trung uong trén 7686 thai phu lam
xét nghiém triple test, sang loc trén hé thong
AUTODELFIA bang phin mém LIFECYCLE
4.0 véi nguong sang loc cho hoi chig Down
la 1/320, ty 1€ thai phu c6 nguy co cao (theo
két qua sinh hoa) 14 5,08% va nguy co cao theo
tudi me don doc 1a 5,28% [5].

Nhu vay, tuy theo cac ngudng sang loc khac
nhau ma két qua nguy co 1a khac nhau. Viéc
chon ngudng nguy co dé sang loc 1a rat quan
trong va c6 tinh déc trung cho timg phan mém
khac nhau. Cong thtc 3T cta ching t6i da
duoc khéng dinh vé tinh chinh xac tuong tu
két qua khi so sanh véi phin mém mua ban
quyén Antenatal  Screening  Software-
Trisomy Risk calculator (ASSTRc¢) ctua Tay
Ban Nha [3]. Tuy nhién, chung téi chua cé
mdt ngudng sang loc riéng cho cong thirc 3T.
Vi véy viéc tim ra ngudng sang loc cho cong
thirc 3T dé hoan chinh cac gia tri do 1a hét suc
can thiét.

4.3. Cic nguwong sang loc (cut —off) cua
cong thire 3T
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4.3.1. Nguong sang loc cho hgi ching trisomi 21
Khi phéan tich ty 1€ nguy co & cac ngudng
sang loc khac nhau, ngudng sang loc phu hop
duogc chon 1a 1/538 (khi tudi me tur 18-34), ty
1& nguy co 13 2%; va ngudng 1/100 (khi tudi
me <18 hodc >34) cho ty 1€ nguy co la 5%.
Nhu vay két qua sang loc triple test bang cong
thirc 3T cho két qua ty 16 mang thai c6 nguy co
bi hdi ching trisomi 21 1a 2,32%. Ty 1¢ nay
phtt hop v6i nhidu nghién ctru nhu ké trén.
4.3.2. Nguong sang loc cho hgi ching trisomi 18
Trisomi 18 1a mot hoi chimg hiém gip, ty 18
trong cac nghién ctru cho thiy rét thap; trong
cong dong, tAn sd trisomi nay 1a 1/4000 —
1/8000 tré so sinh [11]. Trén bang 3.5 cho
thdy, voi ngudng sang loc 1:1081 ty 1& nguy
co 1a 0,1%; véi ngudng 1/1428 ty 1€ nguy co
tinh dugc 1a 1%. So vdéi ngudng sang loc
thuong ding ctia cic phan mém khac la
1/1000, ngudng sang loc ctia chung to6i chon
va str dung cho cong thire 3T 13 1/1081, diéu
nay c6 nghia 1a trong 1081 thai phu lam xét
nghiém triple test c6 1 thai phu c6 nguy co
mang thai bi hdi chung trisomi 18.

Trén bang 3, khi st dung ngudng nguy co
1/1000 nhu ngudng cua phan mém ASSTRC,
chung t6i tim thay t6i 35 truong hop thai phu
c6 nguy co mang thai trisomi 18, ty 1€ nguy
co nay la 3,5% qua cao khi so sanh voi cac
két qua nghién ctru khac ciing nhu cic cong
bd vé ty 18 trisomi 18 trong cong ddng. Viéc
chon mot ngudng madi 1/1081 trong nghién
cliru nay cling phu hop véi ty 1€ trisomi thuc
trong cong dong hon.

4.3.3. Ngudng sang loc cho héi chung trisomi 13
Tuong ty nhu trisomi 18, trisomi 13 trong cac
nghién ctru cho ty 1& rat thap [11]. Bang 6 cho
két qua voi ngudng sang loc 1:739 cho ty 18
nguy co la 0,2%, véi ngudng 1/2320 ty 1€
nguy co tinh dugc la 2%. Ngudng sang loc
thuong ding ctia cic phan mém khac Ia
1/1000, ngudng sang loc phu hop cta ching
toi chon va st dung cho cong thic 3T la
1/7309.

Nhu ta di biét, cac phﬁn mém st dung dé tinh
nguy co cia cic di tit bam sinh ¢ thai nhi
trong sang loc trude sinh thudng chi co gia tri
trong viéc dua ra cac canh bao vé nguy co va
cac nhoém cd nguy co cao hay thip bi cac di
tat bam sinh nay ma khong cé gia tri trong
chan doan dj tat bam sinh. Piéu d6 co nghia
1a ké ca trong trudng hop nguodi me nim trong
nhém c6 nguy co cao co thai nhi bi di tat bam
sinh duogc xac dinh bé‘mg cac bién phap sang
loc ké trén thi ciing khong ¢ nghia 1a dta tré
sinh ra sau nay bi di tit. Va nguoc lai, khi két
qua sang loc trude sinh cho két qua thai phu
thudc nhom thai nhi c6 nguy co thép bi di tat
bam sinh thi cling khong c6 nghia 1a thai nhi
khong bi di tat. Ngoai ra, cac bién phap sang
loc trude sinh thuong chi sang loc mot sb cac
r6i loan NST va rdi loan chuyén héa bam sinh
hay gip ma khong thé sang loc tat ca cac di
tat bam sinh. Pay 1a kién thirc rit quan trong
can phai tu van cho cac thai phu va gia dinh
khi lam sang lgc trudc sinh.

Hon thé nira, trong nhiing truong hop thai
phu thugc nhdém céd nguy co cao thai bi cac di
tat bam sinh qua cac bién phéap sang loc trudc
sinh thi cAn phai tu van cho thai phu lam thém
cac tham do khac dé xac dinh chan doan va
phat hién soém cac di tat bam sinh (néu c0) vi
du nhu xét nghiém NIPT hoéc choc i va xét
nghiém nuéc i (xét nghiém NST va gen ciia
thai, xét nghiém phan 1ap céc virus gy di tat
bam sinh & tré so sinh nhu CMV,,...).

5. Két luan

Ngudng sang loc cia Hoi chimg Trisomi 21
trong cong thirc 3T 1a 1/538 (khi tudi me tir 18-
34) hogc 1/100 (khi tudi me <18 hoic >34).
Ngudng sang loc ctia Hoi chung Trisomi 18
trong cong thuc 3T 1a 1/1081

Ngudng sang loc ctia Hoi ching Trisomi 13
trong cong thirc 3T 1a 1/739
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