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Tom tat

Muc tiéu: Khao sat n(‘Bng d6 PAPP-A va sinh h6a mau me tai thoi diém 11 tuan dén 13 tuan 6
ngay va gia tri du bao tién san giat. Poi twong va phwong phap nghién ciru: Nghién ciru mo ta
tién ctru trén 2.998 thai phu tai thoi diém thai 11 tudn dén 13 tuan 6 ngay dén kham va theo doi thai
nghén tai Khoa Phu San, Bénh vién Dai hoc Y duge Hué tir 09/2011 dén 03/2015. Két qua nghién
ciru: Ty 16 cac rdi loan ting huyét ap trong thai ky chiém 3,74% so v&i toan bo thai nghén, trong d6
tién san giat chiém ty 18 2,84%. Khong c6 su khac biét vé gia tri trung vi BhCG ty do (MoM) giira
nhom phaét trién tién san giat sém, tién san giat mudn va ting huyét ap thai nghén so véi nhom binh
thuong. Gia tri PAPP-A MoM trong nhém thai phu phat trién tién san giat som (0,653 MoM) va
nhom phat trién tién san giat mudn (0,744 MoM) thap hon c6 ¥ nghia so véi nhém thai phu khong
phat trién tién san giat (1,039 MoM). Phéi hop véi cac yéu té nguy co me, dién tich dudi duong
cong ROC du bao tién san gidt som la 0,836, ty 1¢ phat hién 36,4% va 54,6% vdi ty 1€ duong tinh
gia tuong tng 5% va 10%. Ty 1€ phat hién tién san giat muon 1a 14,0% va 24,6% voi ty 1& duong
tinh gia tvong tmg 5% va 10%. Két luadn: Nong do thap PAPP-A tai thoi diém 11 dén 13 tuan 6
ngay co gia tri sang loc bénh Iy tién san giat, can phdi hop thém cac yéu té khac dé ting hiéu qua
sang loc bénh 1y tién san giat.

Tir khéa: Tién san gidt, ting huyét dp thai ky, PAPP-A, phCG, sang loc truée sinh.

Abstract
MATERNAL SERUM PAPP-A LEVELS AT 11+0 TO 13+6 WEEKS OF GESTATION
IN THE PREDICTION OF HYPERTENSION DISORDER
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Objective: To detect maternal serum PAPP-A levels at 11-13 weeks 6 day of gestation in pregnancies
who subsequently develop pre-eclampsia and to evaluating the role of these screening PAPP-A in the
prediction of pre-eclampsia. Materials and methods: Prospective screening study for preeclampsia in
pregnant attending their first hospital visit at 11-13 weeks 6 of gestation. The performance of screening
for PE by serum PAPP-A and free phCG were determined. Results: Of 2.998 patients with complete
outcome data, there were 3.74% of hypertension disorder, and 2.84% cases of pre-eclampsia. free BhCG
levels were no different significantly in pregnancy who developed pre-eclampsia compared to the control
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group. PAPP-A levels were significantly lower in pregnants who developed early pre-eclampsia (0.653

MoM) and late pre-eclampsia (0.744 MoM) compared to the control group (1.039 MoM).In screening

for PE by combinematernal factors and PAPP-A,at false positive rate of 5%, the estimateddetection

rates were 36.4% and the detection rates were 54.6%, at at false positive rate of 10%. Conclusion: Low

PAPP-A levels are associated with the development of preeclampsia; however, it should be combined

with other tests to increase effectiveness of hypertension disorder screening at the first trimester.

Key words: preeclampsia; gestational hypertension; screening; PAPP-A.

1. PAT VAN PE

Tién san giat — san giat (TSG-SG) la bénh ly
thuong gip trong thai ky, theo T6 chuc Y té thé
gidi, ty 1& TSG thay doi khoang 2 — 10% trong tat
ca cc 1an mang thai va c6 thé gap dén 18% tai cac
nudc dang phat trién [12]. Day 1a bénh 1y ¢6 nhiéu
bién chung cho cé thai nhi va ba me, dac biét la
mot trong nam tai bién san khoa hang dau gy tir
vong me va tré so sinh. Khong nhiing vay, hau qua
ctia TSG-SG con kéo dai dai dang sau khi sinh, &
cac 1an sinh tiép theo va 1a yéu t6 nguy co lién quan
dén cac bénh Iy tim mach. Hién nay, TSG-SG van
12 nguyén nhan chu yéu giy tir vong me va chu
sinh trén thé giéi. O mot sd nudc dang phat trién
thudc chau Phi va chau A, gan 1/10 cac truong
hop tir vong me c6 lién quan dén rdi loan huyét
ap trong thai ky, & chau My Latinh, 1/4 trudng
hop tir vong me duoc xac dinh do TSG két hop
v6i nhitng bién chimg kém theo. Pic biét, tir vong
chu sinh ting gip 5 1dn & cac thai phu TSG do hau
qué ctia thai chdm phat trién trong tir cung va sinh
non. Tuy nhién, phan 16n tir vong do TSG-SG ¢6
thé tranh dugc thong qua viéc phat hién kip thoi
va kiém soat hiéu qua bénh va cac bién chung. Tdi
uu cua cong tac cham soc stc khoe thai san lién
quan dén bénh Iy TSG-SG van la sang loc va du
phong duogc su hinh thanh TSG qua d6 ngan chan
su xuét hién bénh, ngan chan tién trién nang ciing
nhu xuat hién cac bién ching.

Mic du nguyén nhin va co ché bénh sinh
cia TSG-SG vén chua dugc biét 16 nhung cac
bién phap du bao va du phong da va dang dugc
nghién ctru. Sy thay dbi cac chat chi diém sinh
hoa phan anh thay doi trong bénh sinh TSG giai
doan sém trong thai ky 1a nén ting dé nghién ciru
gia tri dy bao d6i v6i sy xuat hién TSG. Nhimng
chat sinh hoa chi diém noi chung hay chuyén biét
riéng trong ba thang dau thai ky nhu cac yéu t6
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tang sinh hay trc ché ting sinh mach, cac protein
rau thai, hemoglobin ty do rau thai, cac chit chi
diém lién quan dén than... Gom: PAPP-A, sFlt-1/
PIGF, s-Endoglin, PP13, cystatin-C, HbF va al-
microglobulin. PAPP-A va HbF, day la nhiing chat
chi diém sinh hoa c6 kha ning cho két qua tién
doan TSG trong 3 thang dau thai ky c6 do nhay
dén 70% va do dac hiéu dén 95% [28]. Tuy nhién,
cac chat chi diém sinh hoa thudng khong dic hiéu
cho TSG va can dugc két hop véi mot s6 tham do
khéc tang d¢ nhay, d6 dac hiéu.

Céc cong trinh nghién ciru vé bénh 1y TSG &
Viét Nam néi chung va khu vyc mién Trung néi
riéng da tap trung nhiéu linh vuc dich t& hoc, cac
triéu chimg 1dm sang, can 1am sang, chan doan va
diéu tri trén thai phu da phat trién bénh 1y TSG,
cac nghién ctru dy bao TSG mai thyc hién & mot
vai trung tam. Véi thuc trang bénh Iy TSG-SG con
nhiéu ban cii vé diéu tri cting nhu chua c6 bién
phép du bao dy phong duoc ap dung cu thé thi khao
sat gia tri cac chat chi diém sinh hoa tai thoi diém
tudi thai 11 tudn dén 13 tudn 6 ngay 1a mot trong
nhing co s& dé xdy dung cac mo hinh du bao TSG
hi¢u qua. D6 1a co so ching toi thyc hién dé tai:
Khao sat né‘ng do PAPP-A va sinh hoa mau me tai
thoi diém 11 tuan dén 13 tuan 6 ngay tuéi thai va
gia tri dy bdo tién san gigt. Muc tiéu nham khao
sat gia tri PAPP-A tai thoi diém 11 tuan dén 13
tudn 6 ngay tudi thai & cac thai phu bi TSG. Panh
gia vai tro PAPP-A trong sang loc sém bénh ly
TSG tai thoi diém 11 tudn dén 13 tudn 6 ngay.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién ciru

Tét ca san phu mang don thai tai thoi diém thai
11 tuan dén 13 tun 6 ngay dén kham sang loc va
quan ly thai tai Khoa Phy san - Bénh vién Truong
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Dai hoc Y Dugc Hué tir 09/2011 dén 03/2015. Céc
san phu dugc theo ddi cac triéu chung xuét hién
TSG tir 20 tuan cho dén hét thoi ky hau san.

Tiéu chuén loai trur:

- Pa thai.

- Di tat bam sinh duoc phat hién qua sang
loc quy I: thai v6 s9, vd ndo, hé thanh bung, bat
thuong cot song. ..

- Sy thai, thai chét trong tir cung ma nguyén
nhan khéng phai do bénh 1y hodc cac bién ching
cua TSG — SG.

- Mat dau trong qua trinh theo dai.

2.2. Phuong phap nghién ciru

Nghién ctru mo t4, tién ctru trén 1am sang trén
2.998 truong hop don thai 6 tudi thai tir 11 dén 13
tun 6 ngay dén kham, sang loc quy I thai ky. Thoi
gian nghién ctru 09/2012 dén 03/2015.

Cic buérc tién hanh:

- Thu thap thong tin tién st va bénh su: S6 lan
mang thai, phuong phap thy thai, tién sir san khoa,
tiép xtic voi thudc 14 trong qué trinh mang thai.
Tién sir bénh 1y ting HA man tinh, d4i thdo dudng,
hoi chimg khang phospholipid, ri loan dong méu,
suy giam mién dich, bénh h6ng cau ludi liém, tién
st bénh ly tim mach, bénh than. Tién st gia dinh
me, chi em gai mang thai TSG, gia dinh c6 nguoi
tang HA.

- Kham lam sang: xac dinh tudi me, dan toc,
tinh tudi thai. Kham céc déu hiéu thai nghén bat
thuong trong 3 thang dau. Tinh ra chi s6 khdi co
thé (BMI), do HA dong mach.

- Siéu 4m sang loc qui I thai ky: Po chiéu dai
dau — mong, do khoang mo da gay, tim cac di tat
thai nhi, do chi s6 xung PI.

- Xét nghiém PAPP-A va BhCG ty do huyét
thanh me.

Thai phu duoc theo dai xuit hién TSG tir thoi
diém 20 tuan tudi thai cho dén hét thoi gian hau
san (6 tudn sau sinh). TSG dugc dinh nghia xac
dinh theo tiéu chuan chan doan ACOG 2013 [4] gdm
(1) HATT > 140 mmHg hoac HATr > 90 mmHg
tai 2 thoi diém do cach nhau 4 gid va; (2) Protein
niéu > 300mg/24gio hoic c6 2 1an duong tinh (++)
trén thir nghiém dipstick nudc tiéu giira dong hodc
ldy qua Ong thong tiéu hodc xuat hién céc triéu
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chimg 1am sang, can 1am sang lién quan dén TSG.

Thai phu hinh thanh TSG dugc chia thanh 3
nhom TSG sém (trude 34 tuan), TSG trung binh
(tir 34 dén 37 tuan) va TSG mudn (sau 37 tuan,
chuyén da va hau san). Mtc d6 bénh ly duoc phan
chia TSG va TSG nang.

2.2. Xir Iy s6 liéu

Su xuét hién TSG 1a bién sb phu thudc cua
nghién ctru va 1a tiéu chuan danh gia cac gia tri cac
bién s trong vai trd du bao TSG va cac bién ching.
So sanh gitra cac nhom TSG sém, TSG trung gian
va TSG mudn v6i nhom khong phat trién TSG dé
danh gia vai tro PAPP-A, BhCG ty do trong du
bao TSG-SG. Gia tri PAPP-A dugc bicu dién theo
boi s6 cua trung vi MoM. Hiéu chinh gia tri boi )
trung vi MoM ctia PAPP-A huyét thanh méu me
theo chiing toc va can ning, chuyén dbi gia tri cua
nguoi da Trang cho nguodi Nam A theo Spencer va
cong su. Median log PAPP-A (IU/L) theo tudi thai
=-0,0226 x (tudi thai theo tudn)? + 0,7362 x (tudi
thai theo tuan) — 5,163. Log (PAPP-A MoM) diéu
chinh theo can nang = 0,4416 — 0,0066 x Trong
lwong (kg) [17], [31], [32].

Sang loc TSG dya vao PAPP-A duoc tinh theo
phdi hop nguy co me va PAPP-A MoM di hi¢u
chinh, nguy co dugc theo cong thuc Odds/(1+
odds); Odds = eY. Gia tri Y dwa trén phan tich hdi
quy da bién cac dic diém me, yéu td tién sir, bénh
ly ap dung theo cong thirc. TSG sém: Y = 0,066 +
2,490 x log (Nguy co me cho TSG s6m) - 3,438 x
log PAPP-A MoM. (R?=0,194, p <0.0001). TSG
muon: Y = 0,273 + 2,469 x Log (Nguy co m¢ cho
TSG mudn) - 0,964 x log PAPP-A MoM. (R?=
0,135, p <0,0001) [26], [27].

Xir 1y s6 liéu theo phan mém Medcalc 13.3.3.0.

3. KET QUA NGHIEN CUU

Trong thoi gian nghién ctru, 3.317 truong hop
d3 duoc tién hanh sang loc TSG tai thoi diém 11
tuan dén 13 tuan 6 ngay cung véi thoi diém sang
loc quy I thai ky. C6 2.998 truong hop (90,38%)
da dugc theo doi dén két thuc thai ky. Loai bo khoi
d6i tuong nghién ctiru 319 trudong hop (9,62%) mat
dau trong qua trinh nghién ctru gdbm: 259 truong
hop (7,81%) mat lién lac, 13 truong hop (0,39%)
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thai di dang phat hién mudn, c6 chi dinh chdm dit thai ky. C6 34 truong hop (1,03%) thai chét luu trudce
22 tuan, 13 truong hop (0,39%) thai chét luu mudn sau 22 tuan khong lién quan dén bénh Iy TSG-SG.

3.1. Cac roi loan ting huyét ap trong thai ky

Bang 1. Cac rdi loan ting HA trong thai ky

Cic roi loan ting HA trong thai ky S6 lwgng Ty 1€ (%)
Khong c6 r6i loan HA trong thai ky 2.886 96,26
R&i loan ting HA trong thai ky: 112 3,74
- Tang HA thai nghén 15 0,50
- TSG 85 2,84
- Tang HA man tinh 5 0,17
- TSG chdng chat 7 0,23
Tong 2.998 100,00

C6 112 truong hop xuit hién cac rdi loan ting HA trong thai ky, chiém ty 18 3,74%. Trong d6, 85
truong hop phat trién TSG, chiém ty 1¢ 2,84%, ty 1¢ ting HA thai nghén 0,5%.
3.2. Cac yéu td nguy co me lién quan dén bénh 1y Tién san giat

Bang 2. Cac yéu t6 nguy co me lién quan dén bénh Iy TSG

Yéu t6 nguy co OR Dd 1éch chuin KTC 95% p
Tudi 1,17 0,028 1,11-1,24 <0,0001
BMI 1,23 0,205 1,12-1,35 <0,0001
Meg, chi em gai c6 mang thai bi 10,90 0,3672 5,31-22.38 <0,0001
TSG

Mang thai con so 4,44 0,333 2,31-8,52 <0,0001
Tién sir mang thai TSG 29,80 0,496 11,28-78,73 <0,0001

Nhirng thai phu c6 tién st mang thai bi TSG
tang nguy co bi TSG & nhitng 1an mang thai tiép
theo 1én gan 30 lan so v6i nhom khong cé tién
st mang thai bi TSG, (OR 29,80; 11,28 — 78,73,
p < 0,0001). Nhirng thai phu gia dinh c¢6 me, chi

em gai c6 tién sir mang thai bj TSG ting nguy co

3.3. Két qua phCG tur do theo két qua thai ky

bi TSG 1én gan 11 1an so v6i nhom khéng c6, (OR,
10,90; 5,31 —22,38, p<0,0001). Mang thai con so,
BMI ciing duoc phat hién co lién quan dén nguy
co phat trién TSG. Nguoc lai, cac yéu to nhu sir
dung thudc kich thich rung trimg, tiép xtc thude 1a

trong thai ky cho thay khong lién quan dén TSG.

Bang 3. Gia tri ciia BhCG tu do theo két qua thai ky

Free-BhCG tu do

Nong do (IU/1)

MoM

TSG s6m 67,90 (53,23-72,42) 1,002 (0,865-1,324)
TSG muén 53,10 (41,80-103,10) 1,069 (0,763-1,759)
Tang HA thai nghén 59,90 (52,07-80,87) 1,002 (0,815-1,186)
Khong phét trién TSG 55,50 (34,10-91,30) 1,054 (0,681-1,637)

Khong co6 sy khac biét gia tri cua BPhCG ty do MoM gilta nhém phat trién TSG som, muodn

va ting HA thai nghén so v&i nhom thai phu c6 két qua thai ky khong phat trién cac rdi loan

tang HA.
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3.4. Pic diém PAPP-A theo két qua thai ky.

Bang 4. Gia trj cia PAPP-A theo két qua thai ky

PAPP-A
Nong do (IU/1) MoM p
TSG s6m 2,95 (1,87-3,84) 0,653 (0,519-0,832) 0,0098
TSG mudn 2,31 (1,72-4,40) 0,744 (0,509-1,184) <0,0001
Tang HA thai nghén 3,72 (1,37-4,05) 1,049 (0,761-1,241) -
Khong phat trién TSG 3,96 (2,81-5,52) 1,039 (0,778-1,389) -

Gia tri cia PAPP-A MoM trong nhom thai
phu phat trién TSG sém thap hon c6 ¥ nghia so
v6i nhom thai phu khong phat trién TSG (0,653
MoM so véi 1,039 MoM; p = 0,0098), gia tri
cia PAPP-A MoM ciing thip hon ¢ nhom phat

trién TSG mudn so voi nhom c6 thai ky khong
phat trién TSG (0,744 MoM so véi 1,039 MoM);
p < 0,0001. Khong c6 sy khac biét gia tri PAPP-A
MoM giita nhom phat trién ting HA thai nghén so
v6i nhom thai ky binh thuong.

3.5. Gia tri PAPP-A trong du bio Tién san giat
3.5.1. Gid tri ciia PAPP-A trong dw bdo Tién san gidt
Bang 5. Dién tich du6i duong cong ROC du bao TSG dya vao PAPP-A

PAPP-A MoM (KTC 95%)

ROC Diém cit SE SP +LR |-LR
TSG s6m 0,760 (0,743-0,776) <0,7130 73 | 7932 | 352 | 034
TSG mudn 0,643 (0,625-0,661) <0,7982 51,47 | 7321 | 1,92 | 0,66

Tai diém cit PAPP-A < 0,713 MoM, du bao
TSG sém cho d6 dac hi¢u 72,32%, do nhay
79,32%. Tai diém cat PAPP-A < 0,7982 MoM, du

bao TSG muon cho d6 dac hi¢u 51,47%, do nhay
73,21%.

3.5.2. Sang loc Tién sdn gidt bang phéi hgp PAPP-A vdi yéu t6 nguy co me
Bang 6. Phdi hop PAPP-A va yéu t6 nguy co me trong du bao TSG

Dién tich duéi dudng cong ROC (KTC 95%)

TSG sém TSG muon
PAPP-A (MoM) 0,760 (0,743-0,776) 0,643 (0,625-0,661)
Nguy co me, PAPP-A 0,836 (0,822-0,850) 0,686 (0,668-0,703)

Ty 1¢ phat hién (%) véi ty 1¢ duong tinh gia (KTC 95%)

5%

10% 5% 10%

364 (11,2-69,1)

54,6(23,5-83,1)

140 (63-258) | 246(14,1-37,8)

Dién tich du¢i duong cong ROC trong du
bao TSG som, TSG mudn cua PAPP-A (MoM)
twong tng la 0,760 (0,743 — 0,776) va 0,640
(0,625 — 0,661). Phbi hop véi yéu tb nguy co me
va PAPP-A, ty I¢ phat hién TSG som la 36,4% va
54,6% voi ty 1€ duong tinh gia tuong tng la 5% va
10%. Ddi véi TSG mudn, sang loc bang PAPP-A
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cho ty 1€ phat hién chi 14,0%; ty 1€ duong tinh gia
5% va 24,6% voi ty 1& duong tinh gia 10%.

4.BAN LUAN

4.1. Ty 1§ Tién san giat

Trong nghién ctru ¢6 112 trudng hop xuat hién
cac rbi loan ting HA trong thai ky, chiém ty 18
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3,74%. Trong d6, c6 85 trudng hop phat trién
TSG, chiém ty 1¢ 2,84%, ty 1é ting HA thai nghén
14 0,5%, ting HA man tinh 0,17% va TSG chdong
chat trén nén ting HA min tinh 1a 0,23%. Nhin
chung ty 1¢ TSG trong nghién ciru tuong duong
voi ty 1€ chung cua bénh Iy TSG, khoang 2 - 8%.
Mot s6 nghién ctru trong nude di cong bd ty 16
TSG nhu: tac gia Bach Ngo (1994); 8,35% [23],
Ngo Van Tai (2001); 4% [34], Lé Thi Mai (2004);
3,96% [19], Nguyén Thanh Vinh (2013); 5,5%
[36]. Nhin chung ty 1¢ TSG trong cac nghién ctru
nay hau hét dua trén cic nghién ctru vé 1am sang
va can lam sang, dugc thuc hién tai bénh vién, va
khong phai 14 nhiing nghién ciru c6 ¢d mau 1on.
D6i voi cac nghién ctru nude ngoai, chung toi
lga chon cac nghién ctru trén mau rat 16n, ty 1€
TSG ciing cho két qua twong ty nhu: khoang 2,0%
theo tac gia Yu va cong sur (2005), ¢& mau 32.157
truong hop [39], 2,2% theo tac gia Ranjit Akolekar
va cong su (2011), ¢ mau 33.602 truong hop [1],
2,4% theo tac gia Leona Poon va cong su (2012)
¢& mau 22.900 truong hop [26].

4.2. Cac yéu td nguy co Tién san giat

Trong nghién ctru chung t6i, nhiing thai phu
¢6 tién sir mang thai bi TSG ting nguy co bi TSG
& nhimg 1an mang thai tiép theo 1én gan 30 lan
so v6i nhom khong c6 tién sir mang thai bi TSG,
(OR 29,80; 11,28-78,73, p <0,0001). Tuong tu,
yéu td gia dinh c6 me, chi em gai cé tién st mang
thai bi TSG ting nguy co bi TSG 1én gan 11 lan
so voi nhém khoéng c6, (OR, 10,90; 5,31-22,38,
p <0,0001). Chung t6i chi méi dung lai danh gia
nguy co TSG chung cho moi thoi diém ma chua
danh gia cu thé cho timg nhom TSG sém, TSG
mudn hay ting HA thai nghén. Mic du nhing yéu
t6 nay duoc NICE (2013), ACOG (2013) khuyén
c40 14 yéu td nguy co cao TSG [3], [22]. Tuy nhién,
nhitng yéu td tién sir c4 nhan, gia dinh khong chi
lam tang nguy co TSG va con anh huong khac
nhau ddi v6i timg nhom TSG. Cu thé, nghién ctru
cong b két qua twong tu, tac gia Leona Poon va
cac cong sur (2010) cho thay tién sir mang thai TSG
co ty 1€ 3,5% trong nhom c¢ thai ky binh thuong
va tang lén tir 21,6% trong nhém TSG som, 15,6%
trong nhoém TSG mudn va 9,35%. Yéu tb nay lam
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ting nguy co phét trién TSG sém ¢ nhiing lan
mang thai sau 1én gép 4 1an (OR4,02; KTC 95%;
1,58-10,24, p =0,004), ting gap 2 lan dbi véi TSG
mudn (OR, 2,18; KTC 95%, 1,24-3,83, p =0,007)
[26]. Theo tac gia Akolekar va cong su (2011) tién
su mang thai TSG lam tdng nguy co TSG sém lén
2 1an & 1an mang thai tiép theo (OR 2,235, KTC
95% 1,259-3,966, p =0,006), va ting 2 lan di véi
TSG mudn (OR 2,411; KTC 95%, 1,521-3,823,
p <0,0001)[1].

Mang thai con so, BMI, tudi me ciing dugc
phat hién c6 lién quan dén nguy co phat trién TSG.
Mang thai khi qua tré hodc khi 16n tudi ciing 1a
mot trong nhimng yéu td nguy co phat trién TSG,
theo ACOG, nguy co TSG ¢ nhiing thai phu trén
40 tudi [24], trong ty khuyén cio ctua NICE [22]
va SOGC [15]. Nghién ctru cua ching t6i cung
v6i mot s tac gia khac nhu Poon va cac cong su
[26], Parra Cordero va cOng su, Spencer va cong
su [30], [33] déu cho thay thai phu trong nhom
TSG va ting HA thai nghén c6 chi sé khdi co
thé BMI cao hon so v6i nhom thai phu khong
bi TSG. Yéu t6 st dung thudc kich thich rung
trimg, tiép xtc thudc 1a trong thai ky ciing da
dugc chimg minh c6 lién quan dén nguy co phat
trién TSG. Nghién ciru cua chung toi mic du
cho két qua tuong tu voi tac gia khac vé ty 18 sir
dung thudc kich thich rung trimg déu cao hon
& nhom xuét hién TSG vé sau, tuy nhién, phin
tich hoi quy logistic chiing t6i chwa thiy lién
quan dén nguy co dén bénh 1y nay.

4.3. Két qua xét nghi¢m sinh h6a mau me
tai thoi diém 11 tudn dén 13 tuin 6 ngay thai ky
va gia tri du bao Tién san giat

4.3.1. Pic diém PAPP-A, fhCG tw do trong
nhém thai phu phdt trién Tién sin gigt

Pi c6 nhiéu nghién ctru danh gia vai tro cua
hai xét nghiém nay trong du bao TSG [28]. Nong
d6 PAPP-A va B-hCG tu do trong huyét thanh me
két hop v6i d6 day khoang mo da gay cua thai
nhi da str dung thudng quy sang loc bat thuong sb
lwong nhiém sic thé 21, 18, 13 ngay tir quy I ciia
thai ky [32], d6 1a 1y do chiing t6i loai bé khoi dbi
tugng nghién ctu cac truong hop nghi ngo di tat
bam sinh.
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4.3.1.1. Bdc diém phCG tw do tai thoi diém 11
tuan dén 13 tudn 6 ngay khai ky

Nghién ctru ching toi cho thay, khong c6 su
khac biét gia tri cia PhCG ty do MoM gitra nhém
phat trién TSG sém (1,002), TSG mudn (1,069)
va tang HA thai nghén (1,002) so vdi nhom khong
phat trién cac rdi loan ting HA trong thai ky (1,054).
Mot s6 nghién ctru cho thdy ndng d6 hCG tur do thap
hon trong nhém phat trién TSG, theo tac gia Nguyén
Thi Bich Van va cong su (2012), gia tri phCG ty do
hiéu chinh trong nhém TSG (0,7 MoM) thap hon so
voi nhom binh thuong (1,11 MoM), p =0,049 [35].
Nghién ctru khac ctia Ozkan Ozdamar va cong su
trén mau 6.822 trudng hop ciing cho két qua tuong
ty, trung vi PhCG trong nhom TSG 1a 0,980 MoM
so voi nhom chimg 1,018 MoM, nhung su khac biét
khong dang ké, p=0,88 [24]. Trong mdt s6 trudong
hop, TSG quan sét c6 lién quan dén bénh 1y té bao
nudi, da thai do phoi nhiém qua muc rau thai [12] lai
dan dén ting ndng d6 PhCG tu do trong huyét thanh.
Tuy nhién, trong nghién ctru chiing t6i loai trur cac
truong hop nay.

Tuong tu nghién ctru chiing t6i, trong mot nghién
ctru rat 16n trén 34.271 trudng hop ciia Dugoff va
cong su (2004) cho thiy ndng do thip PhCG tu
do ¢6 lién quan dén nguy co thai ngimg phat trién
nhung khong tim thay lién quan dén bénh 1y TSG
[10]. Mot tdng quan trén 15 nghién ctru dugc tong
hop tir Medline, EMBASE va thu vién Cochrane
trong thoi gian 1970-2010, dénh gia cac chit chi
diém sinh hoa mau me du bao TSG, thai chim
phat trién va thai chét Iuu, cho thdy BhCG ty do
phdi hop v6i AFP khong c6 ¥ nghia du bao TSG
[28]. Nhin chung, trong cac chét chi diém sinh hoa
da dugc nghién ctru, & cac thai phu binh thuong,
gia tri cua B-hCG ty do huyét thanh me tai thoi
diém thai 11 — 13 tudn 6 ngay hau nhu khong duoc
xem 1a mg vién trong cac chét chi diém sinh hoa
mau du bao TSG [57], [84].

4.3.1.2. Ddc diém PAPP-A tai thoi diém 11
tuan dén 13 tudn 6 ngay khai ky

Trong nghién ctru chung t6i, PAPP-A sau khi
duoc hiéu chinh theo tudi thai, can nang, hi¢u
chinh khac biét gitta nguoi da Trang va ngudi Nam
A, két qua mot lan nita khing dinh PAPP-A thap
tai thoi diém 11 tudn dén 13 tuan 6 ngay & nhiing
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thai phy phat trién TSG vé sau, gia tri ciia PAPP-A
MoM trong nhém thai phu phét trién TSG sém
thap hon c6 ¥ nghia so v6i nhom thai phu khong
phat trién TSG (0,653 MoM so véi 1,039 MoM;
p = 0,0098), gi4 tri ciia PAPP-A MoM ciing thip
hon ¢ nhém phat trién TSG muon so véi nhom
c6 thai ky khong phat trién TSG (0,744 MoM so
voi 1,039 MoM); p <0,0001. Nghién ctru chung
t6i twong tu cac tac gia khac, nhu Nguyén Thi
Bich Vén (2012) néng do PAPP-A trong nhom
TSG trung binh 1a 0,57 MoM, trong khi nhém
binh thuong 1a 1,16 MoM (p =0,004) [35]. Trong
nghién cuu cua Kang JH, Farina A, Park JH, (2008)
két luan & cac thai nghén TSG, nong do PAPP-A
thip c6 ¥ nghia trong qui dau thai ky [16]. Tuy
nhién, cac nghién ctru nay danh gia TSG chung
cho tit ca moi thoi diém. Khi phan tich riéng cho
tirng nhém TSG theo thoi diém xuét hién, Leona
Poon (2010) nghién ctru gia tri du bao TSG béng
yéu td nguy co me, PAPP-A, HATB va PI trén
8.061 truong hop, gia tri PAPP-A 1a 1,01 MoM
trong nhom binh thuong, thdp hon & nhém nhom
xuét hién TSG sém 0,58 MoM (p =0,001), nhom
TSG mudn la 0,90 MoM va nhom tang HA thai
nghén 1a 0,94 MoM [27]. Mt nghién ctu khac
cua Ranjit Akolekar (2011) trén 32.850 thai phu,
gia tri PAPP-A MoM gidm c6 y nghia trong nhém
TSG sém (0,63; 0,40-1,14), nhom TSG trung gian
(0,79; 0,53-1,11) va nhom TSG mudn (0,90; 0,62-
1,29) so v6i nhom chung (1,02; 0,70-1,45), p <
0,0001 [1].

Nhu véy, ngoai khang dinh gia tri PAPP-A thap
trong nhom phat trién TSG tai thoi diém 11 dén
13 tuan 6 ngay, ching t6i ciing cho thdy sy twong
ddng khi gia tri PAPP-A c6 su khéac biét rd rang
& nhom TSG sém, dén nhom TSG mudn va hoan
toan khong khac biét & nhom tang HA thai nghén,
didu nay giai tich két qua dy bao khac nhau cho
tirng nhom TSG.

4.3.2. Dw bdo Tién sin gidt dwa vaio PAPP-A

Mic du PAPP-A di dugc ching minh cho thiy
noéng do thap PAPP-A trong quy I thai ky lién
quan dén ting nguy co phat trién TSG vé sau.
Tuy nhién, danh gia ndng do6 PAPP-A khong phai
la phuong phap hiéu qua trong sang loc TSG vi
chi ¢ 8-23% truong hop c6 nong do dudi duong
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bach phan vi tht 5, khoang dudi 0,4 MoM [72].
Tham khao mot s6 nghién ctru vé vai tro PAPP-A
don doc trong du bao TSG chung t6i nhan thiy
hau nhu gia tri dy bao cua PAPP-A khong cao,
theo tac gia Nguyén Thi Bich Vén (2012) ¢ diém
cit PAPP-A hiéu chinh 0,5 MoM cho d9 nhay va
do dac hiéu tuong tu chi 46,7% va 92,7% [35].
Trong nghién cuu, chung t6i khong danh gia
vai trd du bdo chung cho TSG ¢ moi thoi diém
ma khao sat gia tri PAPP-A riéng cho nhom TSG
som (TSG trude 34 tudn, TSG mudn tir 34 tudn vé
sau va nhom ting HA thai nghén). Tai diém cat
PAPP-A <0,713 MoM, du bao TSG sém cho do
dic hiéu 72,32%, d6 nhay 79,32%. Tai diém cit
PAPP-A <0,7982 MoM, du bao TSG mudn cho
d6 dac hiéu 51,47%, d6 nhay 73,21%. Chung t6i
nhan thiy, dién tich du6i duong cong ROC trong
du bao TSG sém (0,760; 0,743-0,776) tot hon so
voi dy bao TSG mudn (0,643; 0,625-0,661) va
PAPP-A khong c6 gia tri trong du bao tang HA
thai nghén. Khi phbi hop véi yéu t6 nguy co me,
PAPP-A cho ty 1€ phat hién TSG sém 1a 36,4% va
54,6%, tuong ung ty 1¢ duong tinh gia la 5% va
10%. Déi véi TSG mudn, sang loc bang PAPP-A
cho ty 1€ phat hién chi 1a 14,0%; ty 1& duong tinh
gia 5% va 24,6% vai ty 1¢ duong tinh gia 10%.
Theo nghién ctru ciia Poon va cong su (2010),
xét nghiém nong dd PAPP-A c6 thé gitip cai thién
d6 chinh xéac cta dy bio TSG som, khi phdi hop
v6i cac yéu td nguy co me cai thién ty 1& phat
hién TSG sém tur 37,0% 1én 45,9% va 47,0% lén
59,5%, tuong ung ty 1¢ duong tinh gia 5% va 10%.
Déi v6i du bao TSG mudn, ty 1¢ phat hién 31,7%
va 45,2% tuong Gng ty 1¢ duong tinh gia 5% va
10%, tuy nhién, PAPP-A khong c6 gia tri trong
du bao ting HA thai nghén [27]. Két qua mot sd
nghién cuu khac cling tuong tu, nghién ctu cia
Ranjit Akolekar c6 két qua ty 1 du bao TSG sém
khi phdi hop PAPP-A va yéu t6 nguy co me la
47,0% va 58,3%, tuong g ty 1€ duong tinh gia

5% va 10%, va ddi véi TSG mudn, ty 1¢ phat hién
27,8% va 37,4% tuong Gng 1¢ duong tinh gia 5%
va 10% [1]. Nghién ciru cua Felicity J Park, phdi
hop PAPP-A va yéu t6 nguy co me cho dién tich
dudi duong cong ROC du bao TSG sém (0,741;
0,725-0,758) tdi hon du bao TSG mudn (0,695;
0,678- 0,711), ty 1¢ phat hién TSG sém la 33,3%
va 50,0% voi ty 1€ duong dinh gia tuong ung 5%
va 10%, ty 1& phat hién TSG mudn chi 8,5% va
25,4% voi ty 1€ duong tinh gia 5% va 10% [11].

Nhin chung, nghién ctru ching ti cho két qua
phi hop véi cac nghién ciru khac cho thay PAPP-A
khi phdi hop véi cac yéu t6 du bao khac lam cai
thién kha ning dy bao TSG va két qua dy bao TSG
som cho két qua kha quan hon trong khi ¢6 nhiéu
han ché trong du bao TSG muén.

5.KET LUAN

Qua nghién ctru trén 2.998 truong hop danh gia
PAPP-A va BhCG tu do tai thoi diém 11 tudn dén
13 tudn 6 ngay, chiing t6i c6 mot sd két luan sau:

Gia tri PAPP-A tai thoi diém 11 tuin dén 13
tuin 6 ngay:

- Gia tri cua PAPP-A MoM trong nhom thai
phu phat trién TSG sém (0,653 MoM) va nhom
thai phu TSG muén (0,744 MoM) thap hon cé y
nghia so v&i nhom thai phu khong phat trién TSG
(1,039 MoM).

Vai tro PAPP-A trong sang lgc sém TSG tai
thoi diém 11 tuan dén 13 tuin 6 ngay:

- Dién tich dudi duong cong ROC trong du bao
TSG sém, TSG mudn cua PAPP-A (MoM) tuong
ung la 0,760 va 0,640.

- Phéi hop v6i yéu t6 nguy co me va PAPP-A, cai
thién dién tich dudi duong cong ROC trong du bao
TSG som 0,836, ty 1¢ phat hién TSG som 1a 36,4% va
54,6%, ty 1¢ duong tinh gia tuwong tmg 1a 5% va 10%.

- Ddi voi du bao TSG mudn, ty 18 phat hién chi
14,0%; ty 1¢ duong tinh gia 5% va 24,6% voi ty 1¢
duong tinh gia 10%.
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