TAP CHI NGHIEN ClPU Y HOC

NGHIEN CU’U CHi SO FREE - BHCG, PAPP - A VA KHOANG

SANG SAU GAY CUA THAI TU 11 TUAN DEN 13 TUAN 06 NGAY.
Nguyén Hai Long" ™, Tran Danh Cwé&ng?, Nguyén Thi Thu Hwong?, Lé S§ Cuwong?

"Trirong Pai hoc Y Ha Noi,

2Bénh vién Phu sén Trung Uong

Khoédng séng sau gay (NT, PAPP - A va free 8 - hCG) thuong duoc st dung dé chan doén nguy co bat
thuong nhiém séc thé cda thai nhi & tudi thai tir 11 tudn dén 13 tudn 06 ngay, tuong Umng véi chiéu dai dau
méng thai nhi (CRL) trong khoang 45 - 84 mm. X4y dung céc gia tri bach phan vi 5, 50, 95 cua NT & cac thai
nhi binh thudng tai Viét Nam. Nghién ctu cét ngang trén 2604 thai phu mang don thai, loai trir nhitng trurong
hop bét thuong hinh thai thai nhi va bét thuwong nhiém séc thé. Siéu &m lay gia tri NT va CRL, lam xét nghiém
thuong quy PAPP - A va free 8 - hCG & tudi thai tir 11 tudn dén 13 tudn 06 ngay. Tinh gia tri trung binh, xay
dung phuong trinh héi quy tuyén tinh cia NT, PAPP - A, free B - hCG theo CRL. Gié trj trung binh ctia CRL
la: 61,09 + 7,16 mm. Phuong trinh tuyén tinh NT = 0,342+ CRLx 0,015 (v6i R? = 0,076), PAPP - A = 104.579x
CRL - 2555.937 (v6i R? = 0,107), free B - hCG = 114.117 - 0,718x CRL ( v6i R? = 0,011). Bwong cong bach phan
vi cia NT, PAPP - A, free 8 - hCG duoc xay dung theo gié tri cia CRL. C6 méi tuong quan tuyén tinh giita NT,
PAPP - A, free 3 - hCG véi CRL. Buong cong béch phén vi cia NT, PAPP - A, free 8 - hCG theo CRL déi véi thai

binh thuong duwoc xdy dung & Viét Nam co thé duoc str dung trong chén doén va sang loc trirée sinh thai nhi.

T khéa: chiéu dai ddu méng (CRL), khoang sang sau gay (NT), PAPP - A, free B - hCG, bach phan vi.

I. DAT VAN DE

Theo dinh nghia cua Bianchi' thi khodng
sang sau gay la mot I16p dich ndm gitra t6 chirc
phan mém clia cot séng cb & phia trwdc véi da
clia viing gay & phia sau, né c6 thé kéo dai twr
vung chdm dén lwng thai nhi, xuat hién trong
quy dau cua thai ky. Day 1a mét td chirc c6 tinh
chét sinh ly dwoc quan sat thay trén siéu am
2D & tAt ca cac thai nhi trong quy dau cda thai
nghén (10 tudn - 14 tuan). Siéu &m do khoang
sang sau gay da tré thanh phwong phap sang
loc phé bién nhat trong chan doan truwéc sinh
quy 01 thai ky & tudi thai t» 11 tudn dén 13 tuan
06 ngay.

O Viét Nam hién nay ngwéng dé chan doan
tang khodng sang sau gay dang dwoc str dung

Téc gid lién hé: Nguyén Hai Long,
Bénh vién Phyu san Hai Phong
Email: nguyenhl.pshp@gmail.com
Ngay nhén: 20/10/2020

Ngay duwoc chép nhén: 10/11/2020

thuwdng la 3,0 mm (nghién clru clia Bui Hai Nam
20112 va Nguyé&n Hai Long 20132). Tuy nhién
c6 mot séb ngwdng chan doan tang khoang
sang sau gay khac nhuw 2.5 mm (Dwong Van
Chwong 2018%) hay gia tri bach phan vij 95 (Min
Hyong Kim 2006%). Tuy nhién hién nay chwa co
gia tri bach phan vj 95 theo cac nghién ctru tai
Viét Nam nén chdng téi tién hanh nghién ctru
nay nham xay dwng gia tri bach phan vi 95 dya
trén cac két qua siéu am cla bénh nhan dén
kham va theo doi thai tai bénh vién phu san
trung wong.

Il. POl TWONG VA PHUONG PHAP
1. Déi twong

Thoi gian, dia diém nghién ctu

Nghién ctru tai trung tm Chan doan trwéc
sinh - Bénh vién Phyu San Trung wong tw
01/01/2019 dén 31/12/2019.

Cé& mau cho nghién civu:
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Trong dé:

S2

n=ZZ1_g). oL

n: sé déi twong nghién ctru can co.

a: mére y nghia théng ké (chon a = 0,05).

Z: hé sb tin cay. Z2 -z Qi@ triZ =196
twong trng véi a = 0,05.

X: Gia tri trung binh cta khoang sang sau
gay dwa vao nghién ctru trwdc

S: Po léch chuan dwa vao két qua cua
nghién ctru trwéc.

d: Khoang sai léch cho phép gilra gia tri
trung binh thu dwoc tir mau nghién cu va gia
tri thwe cha quan thé, chon 9 = 0,01.

L = s6 I6p tudi thai, trong nghién clru cla
chung téi cé 03 16p tudi thai tr 11 tuan dén 11
tudn 06 ngay, 12 tuan dén 12 tuan 06 ngay, va
tr 13 tudn dén 13 tuan 06 ngay.

2. Quy trinh nghién ctru

TAP CHi NGHIEN CPU Y HOC

Theo nghién cru ciia A T Papageorghiou
(2014)8 thi chiéu dai ddu méng trung binh trong
khoang tir 12 tudn dén 12 tuan 06 ngay 1a 60,78
+ 7,07 dwa trén nhom tudi thai dwoc nghién
ctu nhiéu nhat. Ap dung vao cong thirc tinh c&
mau v&i X = 60,78 va S = 7,07 thay vao céng
thtrc ta dwoc n = 1560.

Nghién ctru dwoc thyc hién trén 2604 thai
phu duoc siéu am hinh thai & tudi thai tr 11
tuan dén 13 tudn 06 ngay bang may siéu am
SAMSUNG WSS80A v&i dau do linear CA2 - 9A
va convex CV1 - 8A. Cac phép do thai nhi dwoc
thwe hién va ghi vao phiéu thu thap sé liéu:
chiéu dai ddu méng (CRL), khodng sang sau
gay (NT). Chi nhirng trwdng hop mang thai co
két qua binh thwong méi dwoc dwa vao phan
tich, loai trir nhirng trwéng hop khong thé quan
sat day dd thai nhi, bt thuwéng hinh thai va bat
thwéerng nhiém sac thé.

Phu n mang thai dén kham

A 4

siéu am thai

Lam cac xét nghiém sang loc va

A

\

B4t thuwdng hinh thai hodc bat
thuong nhiém sic thé

thuwong n = 2064

Hinh thai va nhiém sic thé binh

Phan tich sé liéu

Lwoc dd 1. M6 ta qua trinh nghién ciru
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3. Cach do khoang sang sau gay

Dé thye hién viéc danh gia KSSG, may siéu
am phai c6 d6 phan gidi cao v&i chlrc nang
quay nguoc tré lai va chirc nang do dac phai
cung cap nhitng sb do chinh xac dén 0,1 mm.
KSSG c6 thé duoc do thanh céng bang siéu
am duwdng bung khoang 95 - 100% trwdng hop,
trong mot sé trudng hop khac cé thé phai thuc
hién do qua siéu am dwdng am dao. Két qua
vé kich thwéc ciia KSSG khi thwe hién do trén
siéu am qua dwong bung va duwdng am dao thi
twong dwong nhau.” Khi thic hién do KSSG,
chi ¢6 phan dau va phan ngwc trén cla thai
nhi hién dién trén hinh anh. D% phong dai phai
dd 16n, thwée do phai cé dd chinh xac dén 0,1
mm.” Trwéc khi dirng hinh va phéng to hinh anh
(zoom) phai gidm d6 thu thap tin hiéu (gain) dé
c¢6 hinh &nh rd nét vang can do dac. Piéu nay
sé giup tranh duwoc sai lam khi d&t diém do vao
vién mo cha dwong do, néu khéng sé gay nén
sy do thiéu cia KSSG.” Trén mat phéng cat
doc gitra chuén cha thai nhi nhw hinh &nh khi
thwe hién do chiéu dai ddu moéng, tot nhat nén
thwe hién do KSSG khi thai nhi & tw thé trung
tinh (khdng qua cui hay qua ngtra). Néu cé thai
nhi qua ngtra thi sb do thu dwoc cé thé tang Ién
0,6 mm va néu cb thai nhi qua cui thi sé do thu
dwoc cé thé gidm di 0,4 mm.” Can phai phan
biét gitra da thai nhi va mang &i vi & tudi thai
nay ca hai cAu truc chi la mét mang rat méng.
Dé phan biét hai ciu tric nay can phai doi sw
clr déng tw nhién cla thai nhi hodc yéu cau ba
me ho hay vé nhe vao bung me dé thai nhi ctr
dong dé quan sat dwoc da thai nhi tach khdi
mang 6i.7
4. Xtr ly sé liéu

Phwong phap nghién clru md ta cét ngang.
Phan tich dir liéu badng phan mém SPSS 20,0,
Xay dwng phwong trinh hdi quy tuyén tinh cla
khodng sang sau gay theo chiéu dai ddu méng,
cac phép tinh trung binh va cac gia tri 5, 50, 95

cla khoang sang sau gay.
5. Pao dirc nghién ctru

Siéu am & tudi thai tv 11 tudn dén 13 tudn
06 ngay la siéu am thuwdng quy dinh ky, phan
tich sb liéu dwa trén viéc quan sat khong cé
rdi ro, tuan tha cac tiéu chuadn dwoc cong nhan
rong rai vé cach tinh tudi thai va khodng sang
sau gay.

Nghién clru dwoc Hoi ddng dao dlrc trong
nghién ctru y sinh hoc cp co s& chap thuan
ngay 31 thang 03 nam 2019 theo bién ban sb
nghién clru S23/BB - HPDD.

lll. KET QUA

1. Pac diém cla d6i twong nghién ciru

Bang 1. Dac diém cua déi twong nghién clru

Cac chisé Gia tri trung binh

Tubi me 28,25 + 4,6 tubi
CRL 61,09 + 7,16 mm
NT 1,32 + 0,36 mm
PAPP - A 3833.78 + 749.23 mU/I
free B - hCG 70,22 + 48.15 ng/ml

Tudi me trung binh trong nghién ctru la
28,25 + 4,64. Chiéu dai ddu méng thai nhi trung
binh la: 61,09 + 7,16. Khoang sang sau gay
trung binh 1a: 1,32 £ 0,36. Chi s PAPP - Atrung
binh la 3833.78 + 749.23 mU/l va chi sé free B
- hCG 1a 70,22 + 48.15 ng/ml. Chi Céac két qua
nay twong dwong véi nghién clru cla Manisha
Kumar va céng sy nam 2018.8
2. Twong quan tuyén tinh giira khoang sang
sau gay va chiéu dai dadu méng

Gia tri trung binh cua z - score clia khoang
sang sau gay la gan bang 0 va do léch chuan
clia z - score la 1 cho thdy céc gia tri khoang
sang sau gay thai nhi c6 phan bd chuan cta
Gauss. Phan tich héi quy tuyén tinh cho ta thay
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c6 sw twong quan gitra NT va CRL phwong trinh hdi quy tuyén tinh ctia NT theo CRL [a NT = 0,456 +
CRL x 0,014 v¢&i R? = 0,076 twong tw nhw cac nghién clru ciia Manisha Kumar 8 va Jin Hoon Chung °®

RZ Linear = 0.076

4,007

3.007

NT

2,004

oo T T T T T
4000 50.00 G0.00 7000 80.00

Biéu do 1. Pwong hoi quy ctia NT trong méi twong quan tuyén tinh véi CRL

Dwa vao bang trén chuing ta co6 gia tri & bach phan vj 50 clia khoang sang sau gay hay con goi la
1 MOM va khoang gia tri bach phan vi 5 — 95 tuy theo tirng khoang gia tri ctia CRL. Gia tri 2 MOM
dwoc mét sé tac gia coi la ngudng chan doan tang khoang sang sau gay.®

Nghién ctru ctia chiing t6i cho thdy khodng sang sau gay ting lén ty |& thuan véi chiéu dai dau
mong, két qua nghién clru nay ddng nhét véi cac nghién clu trwdc day.8 DA cé nhiéu tac gid cho
réng viéc str dung nguéng chan doan tang khoang sang sau gay duy nhat la khdng phu hop, vi vay
mdi lan do khodng sang sau gay can duoc dbi chiéu véi chiéu dai ddu méng thai nhi tai thoi diém
do. Schuchter va cong sw da dé xuét s&v dung gia tri MoM dé& miéu ta sw lién hé gitka NT va tudi thai
gidng nhw gia tri MoM cuia cac xét nghiém huyét thanh ngudi me dé sang loc hoi chirng Down, ™
Mot sb tac gid khac cling dé xuét str dung nguwéng cut - off tdng dan nhw gia tri bach phan vi 95 lam
ngudng chan doan tidng khoang sang sau gay bdi cach lam nay cé dd nhay do dac hiéu cao hon
trong chan doan cac bat thwong thai. Do d6 rat can cé nghién ctvu vé phan bd cta gia tri khoang
sang sau gay binh thuwdng.™
3. Twong quan tuyén tinh giitra ndng doé PAPP - A va chiéu dai dau méng

Gié tri trung binh cla z - score clia PAPP - Ala gan béng 0 va dé léch chuén ctia z - score 1a 1 cho
thay cac gia tri khodng sang sau gay tuan theo phan bd chuan ctia Gauss. Phan tich hdi quy tuyén
tinh cho ta thdy cé sw twong quan gitra PAPP - A va CRL v&i phwong trinh hdi quy tuyén tinh ctia
PAPP - A theo CRL la PAPP - A = 104.579x CRL - 2555.937 v&i R? = 0,107 twong (ng v&i nghién
clru clla Manisha Kumar & va Jin Hoon Chung °.
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R2 Linear =0.107
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Biéu d6 2. Pwong hoi quy cua PAPP - A trong twong quan tuyén tinh véi CRL.
Twong quan tuyén tinh gitka ndng dé free B - hCG va chiéu dai dau méng:
Gia tri trung binh clia z - score cla free B - hCG |a gan bang 0 va do léch chuén cla z - score la
1 cho thay céc gia tri free B - hCG tuan theo phan bd chuén clia Gauss. Phan tich héi quy tuyén tinh
cho ta thdy cé sw twong quan nghich dao gitra free B - hCG va CRL véi phuong trinh hdi quy tuyén
tinh ctia PAPP - A theo CRL la free § - hCG = 114.117 - 0,718x CRL v¢i R? = 0,011 twong tng v&i
nghién ctru clia Manisha Kumar® va Jin Hoon Chung.®

R Linear = 0.011
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Biéu do 3. Pwong hodi quy cua free B - hCG trong twong quan tuyén tinh véi CRL
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Gia tri bach phan vi 5, 50, 95 cta khoang sang sau gay, PAPP - A va free 3 - hCG.
Gia tri bach phan vj thir 95 clia khoang sang sau gay la 2.0 mm, gia tri bach phan vi 95 ctia PAPP
- Ala 8262 mUJ/L, gia tri bach phan vi 95 cla free B - hCG la 162.15ng/ml.
Bang 2. Gia tri bach phan vi 5, 50, 95 ciia khoang sang sau gay, PAPP - A va free 8 - hCG

NT PAPP - A Free BHCG

CRL " 5th  50th 95th 5th 50th 95th 5th 50th 95th
40-449 5 0,8 1,0 558,45 1097,26 29,68 55,47
45-499 103 0,72 1,0 16 757,23 2018,7 4960,85 22,22 60,24 200,35
50-54,9 372 0,7 115 1,8 770,52 2588,08 6433,80 23,66 63,02 186,99
55-59,9 665 08 12 19 104742 3166,53 7058,69 21,72 59,01 173,24
60-649 664 09 13 2,0 127353 3546,25 7976,07 20,89 57,81 145,98
65-69,9 446 09 135 2,0 1333,69 3919,88 9719,29 20,73 56,16 165,71
70-749 245 09 14 22 1467,84 4622,73 10332,43 19,26 52,21 138,96
75-799 104 1,0 15 2,27 169575 5130,46 11120,25 17,02 49,68 121,55

Téng 2604 0,8 1,3 2,0 1069,82 3359,19 826226 21,12 57,68 162,15

Bang 3. Twong quan giira chiéu dai ddu méng
va khoang sang sau gay, PAPP - A, free B - hCG
Twong quan gitra CRL v&i NT, PAPP - Ava free 8 - hCG

Gia trj danh gia Hé s6 twong quan r p
Khoang sang sau gay 0,276 < 0,001
PAPP - A 0,327 < 0,001
free B - hCG - 0,107 < 0,001

Hé sé twong quan r gitra khodng sang sau gay va chiéu dai ddu méng 1a 0,276, gitra PAPP - Ava
chiéu dai dadu méng 1a 0,327 va free B - hCG véi chiéu dai ddu méng la - 0,107

IV. BAN LUAN

Theo nghién ctru ctia Ohuma ' thi chiéu dai
d&u mong thai nhi (CRL) ¢6 thé st dung dé tinh
gan chinh x&c tudi thai, hon niva wu diém cla
st dung CRL la dé& thuwc hién ma khéng bi anh
hwéng béi sai sb nh lai.

Trong cac nghién ctru trwedre day, cac tac gia?
3.4 chi yéu moé t& mdi lién quan gitra khoang
sang sau gay va tudi thai. Trong nghién ctru
nay, chiing t6i nhan thay co sy twong quan gitra
khodng sang sau gay va chiéu dai ddu méng &

murc do trung binh véi hé sb twong quan r =
0,276. Lan dau tién cé nghién clu vé tuwong
quan gitra PAPP - A v&i chiéu dai ddu méng véi
hé s twong quan r = 0,327. Néng do free B -
hCG cé méi twong quan nghich ddo v&i chiéu
dai dau méng véir =-0,107. Cé sy twong quan
gitra khodng sang sau gay, PAPP - A free {8 -
hCG va CRL theo phwong trinh hdi quy tuyén
tinh NT = 0,342+ CRL x 0,015 (v&i R? = 0,076),
PAPP - A = 104.579 x CRL - 2555.937 (v&i R?
=0,107), free B - hCG = 114.117 - 0,718 x CRL
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(R? = 0,011). Khodng sang sau gay trung binh
trong nghién cru nay la 1,3 mm twong dwong
v&i nghién ctru clia Manisha Kumar & ctia An do
nam 2018 nhuwng thdp hon so véi cac nghién
ctru cla Australia (1,7 mm) va Dai Loan (1,6
mm). Diéu nay thé hién su khac biét vé khoang
sang sau gay gilra cac chau luc va gilra cac
chiing téc cung trong mét chau luc. Gia tri cia
PAPP - A téng lén cung tudi thai chirng té vai tro
thic day sw phat trién banh rau ctia PAPP - A.
Trong khi d6 free B - hCG 1a do banh rau ché
tiét ra nén nong do cta né thap dan khi banh
rau trwdng thanh.

Dwa vao Bang 2 chung ta ciing cé co6 gia
tri bach phan vi 50 ctia khodng sang sau gay
hay con goi l1a 1 MOM va khoang gia tri bach
phan vi 5 — 95 tuy theo tirng khoang gia tri clia
CRL. Gia tri 2 MOM duwoc mot sb tac gia coi la
ngwdng chan doan tang khoang sang sau gay.
Nghién ctru clia ching téi cho thdy khoang sang
sau gay tang lén ty lé thuan véi chiéu dai dau
mong, két qua nghién clru nay déng nhat voi
cac nghién ciru tréc day.2° DA cé nhiéu tac gia
cho rang viéc s&r dung ngudng chan doan tang
khodng sang sau gay duy nhét la khéng phu
hop, vi vay mdi lan do khoang sang sau gay
can duoc dbi chiéu véi chiéu dai dadu mong thai
nhi tai thoi diém do. Schuchter va cong su da
dé& xuét st dung gia tri MoM dé& miéu ta sw lién
hé gitra NT va tudi thai gibng nhw gia tri MoM
clia cac xét nghiém huyét thanh nguwdi me dé
sang loc hdi chixng Down.™® M6t sb tac gia khac
cling d& xuét st dung nguéng cut - off tdng
dan nhw gia tri bach phan vi 95 lam nguéng
chan doan tang khoang sang sau gay b&i cach
[am nay c6 d6 nhay dd dac hiéu cao hon trong
chan doan cac bat thwdng thai. Do d6 rat can
c6 nghién ctu vé phan bb cla gia tri khodng
sang sau gay binh thuwdng.™

Trong nghién cru nay chung tbi cling xay
dwng gia tri bach phan vi theo chiéu dai dau

moéng cho khodng sang sau gay, PAPPA - Ava
free B - hCG. Chiéu dai ddu méng cé thé phan
anh chinh xac tudi thai theo tuan, 1a gia trj dé
nhé, dé sir dung hon so véi tudi thai theo tudn
trong sang loc cac bat thwerng & quy 01 thai ky
nhét la trong trwong hop nhiéu thai phu khéng
nhé rd ngay kinh cudi hodc khéng nhé rd tudi
thai khi di kham.

V. KET LUAN

Cé6 su tvong quan gilra khodng sang sau
gay, PAPP - A, free 3 - hCG va CRL theo phwong
trinh hdi quy tuyén tinh NT = 0,342+ CRL x
0,015 (v&i R? = 0,076), PAPP - A = 104.579 x
CRL - 2555.937 (v&i R? = 0,107), free B - hCG =
114.117 - 0,718x CRL ( v&i R? = 0,011).

Cac gia tri bach phan vj 5,50 (1MoM), 95 cla
PAPP - A, free B - hCG va NT theo chiéu dai dau
méng cé thé s& dung trong chan doan nguy co
thai bat thworng nhiém séc thé va thai co két
qua thai nghén bét thwdng, can tién hanh thém
cac nghién ctru dé tim ra ngudng chan doan co
dd nhay va do dac hiéu cao nhat dbi véi nguoi
Viét Nam.
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Summary
REFERENCE CENTILE CHARTS OF F-BHCG, PAPP-A AND
NUCHAL TRANSLUCENCY IN 11 - 13 WEEK 06 DAY FETUS

This study was conducted to assess the correlation between the crow-rump length (CRL) and
nuchal translucency, PAPP-A, free B-hCG, and build their 5th, 50th, 95th value in normal fetus. A
total of 2604 women with singleton pregnancies between 11 and 13 week and 6 days at the Center
of Prenatal Diagnostic of National Hospital were enrolled in the study. CRL and nuchal translucency
(NT) were measured, and test of PAPP-A and free 3-hCG were conducted. The means, standards
derivation, and correlation between CRL and NT, PAPP-A and free B-hCG were calculated; the
equations for NT, PAPP-A and free B-hCG were derived. Results showed that the average CRL was
61.09 + 7.16mm, average NT was 1.32 £ 0.36mm, average PAPP-A was 3833.78 + 749.23 mU/I,
average free B-hCG was 70.22 + 48.15 ng/ml. The regression equation for NT was 0,342 + CRLx 0,015
(R2=0.076), for PAPP-A= 104.579x CRL- 2555.937 (R2 = 0.107), free B-hCG = 114.117- 0.718x CRL
(R2 = 0.011). In conclusion, there is the correlation between CRL and NT, PAPP-A, free BhCG. The
reference centile charts of first trimester aneuploidy screening were derived in Viethamese pregnant
women. These centile charts may be used as a reference for clinical use in Vietham population.

Keywords: crow-rump length (CRL), nuchal translucency (NT), PAPP-A, free B-hCG, percentile.
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