MOI LIEN QUAN GID’A PAPP-A TRONG TAM CA NGUYET THU’ NHAT
VA DAI THAO BUONG THAI KY

Tom tat

Pat van dé va muc tiéu nghién ciu: Xac dinh mdi
lién quan gitka néng d6 PAPP-A trong tam cé nguyét
dau va bénh dai thao dwo’ng thai ky (DTDTK) la mot
vén dé réat hira hen trong viéc tdm soéat sém dén sé
nguy co cao bi DTDTK.

Dia diém: Khoa Phu San - bénh vién Pai Hoc Y
Duge (nay la Bénh vién phu san Mékong)

Déi turong va phuong phdp nghién ctru: St dung
phuong phdp nghién cirubénh chirng khéng bét cap,
ty 16 1:1. Céc thai phu 24 - 28 tudn 6 ngay chuwa duoc
chén doan dai thao duong duwoc thuc hién xét nghiém
dung nap 75 gram glucose dé chon ra hai nhém bénh
va ching. PAPP-A (da duwgc hiéu chinh theo MoM)
duwoc tra ctru trong hé so khém thai cua cac déi tuong
duwgc chon (da thyee hién luc 11 - 13 tudn 6 ngay). Xac
dinh méi twong quan bang phan tich héi quy da bién
khéng ché céc yéu té gay nhidu. Théng qua gidn dé
Bayes cua Pai Hoc Stanford (2012) tinh ra kha ndng
dyr béo nguy co DTDTK béng PAPP-A.

Két qua: Tir 01/10/2012 dén 31/03/2013, chon
duoc 240 déi tuong vao méi nhém. Néng dé PAPP-A
cla thai phu bi BPTPTK c6 trung vj la 0,772 MoM (Tw
phén vj (TPV): 0,543-1,055) thap hon nhém khéng bi
DTDTK la 1,166 MoM (TPV: 0,936-1,621) (p < 0,001).
So véi thai phu ¢6 PAPP-A > 1,282 MoM, nguy co
DTPTK cang tdng khi PAPP-A cang thdp: néu
PAPP-A <0,711 MoM, nguy co BTPTK ting 16 lan
(KTC95%: 8,2-31,7). Qua gidn dé Bayes, néu thai phu
c6 PAPP-A l4n lwot /A 0,71 MoM, 0,65 MoM,
0,57 MoM kha nédng bi DTDTK Jan lwot A 55%, 67%,
82%.

Két luan: PAPP-A cang thap cang lam tiang nguy
co DTDTK.

SUMMARY

Objective: To determine the correlation between
PAPP-A in the first trimester and gestational diabetes
mellitus (GDM).

Design: The study design was unmatched case-
control study with ratio 1:1.From October 10, 2012 to
March 03, 2013. At MoKung Obstetrics and
Gynecology Hospital, among women from 24 weeks
to 28 weeks 6 days of pregnancy underwent an oral
75-gr glucose tolerance test, 240 women with positive
result were selected in the case group and 240
women with negative result were selected in the
control group.PAPP-A (adjusted to MoM) results were
obtained from participants’ medical records. PAPP-A
tests were performed at 11 weeks to 13 weeks 6 days
of pregnancy. Multiple regression was used to
analyze data. The Bayes nomogram of Stanford
University (2012) was used to predict the risk of
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GDM.

Result: The adjusted multiple of median PAPP-A
in the case group was 0.772 MoM (IQR: 0.936-
1.621), less than that in the control group which was
1.116 MoM (IQR: 0.936-1.621, p < 0.001). Women
with PAPP-A < 0,711 MoM have 16 times increased
risk of GDM compared to women with PAPP-A >
1,282 MoM (95%CI: 8,2- 31,7). Results from Bayes
nomogram indicated that pregnant women who had
PAPP-A level of 0.71 MoM, 0.65 MoM, 0.57 MoM
would have 55%, 67%, 82% chances to develop
GDM, respectively.

Conclusions: Low PAPP-A increases risk of GDM.

Pit van dé

DTPTK cho dén nay van & mét trong nhirng
bénh ly chuyén héa dang dwoc quan tdm hang dau.
Bénh dang c6 khuynh hu’cynP tang nhanh trén toan thé
gioi cling nhw tai Viét Nam Pl sau nghién cteu khao
sét v& “Tang dudng huyét va cac két cuc xau trong
thai ky” (2010) d& chirng minh du’c_yc,tém quan trong
clia viéc chan doan sém va quan ly tét BPTDTK c6 thé
lam gidm blen chung cling nhuw tt suét clia me va thai
Y rang nh& vao nhitng thay déi tich cwc trong
quy trinh sang loc da lam tang kha nang phat hién
DbTHBTK trong dan sb nhung viéc phat hién tlr som cac
ddi twong ¢ nguy co' cao bi rdi loan dung nap dwéng
ma&i chinh la muc tiéu dwgc cac nha khoa hoc quan
tam nhat hién nay.

V& mét sinh ly, nguoi ta ghi nhan tw lau co sv xuét
hién va tdng dan tinh trang dé khéng insulin & me &
ntra sau thai ky Bl nhuwng chi khoang mét thap nién
gan day ngwdi ta méi tim thay co ché dé khang nay la
do cac hormone tang trwdng lién quan dén nhau thai
gay ra nham “chuyén huwéng ndng lwong ciing nhw
nguon dinh ducyng tlr me sang cho thai nhi”. Cac déu
&n chuyén hoéa nay cé thé bidu hién tlr rat sém, trong
do c6é PAPP-A, mét loai peptid thudc nhom
pappalysins, xuét hién trong mau tvr sau 28 ngay thu
thai. PAPP-A da dwoc biét 1a c6 vai trd diéu hoa sw
xam l4n té bao nudi vao trong mach mau, ciing nhu
théng qua co' ché diéu hoa IGF gidp lam gia téng luvu
lweng mau tlr qua nhau thai. Vi thé néu nhw ngay dau
thai ky, PAPP-A gidm thdp c6 th& din dén gidm luu
lwong mau qua’ thai, lam gia téng nhu cau nang lwgng
cho thai nhi, nén cang lam nang thém tinh trang dé
khang insulin. Neu nhw lugng insulin tiét ra khéng du
dé& bu trir thi réi loan dung nap dwdng 1a didu khé
tranh.

Trén thé _gioi da co nhiéu nghién ctru chirng
minhrdng ndng d& PAPP-A trong huyet thanh
cuanhung bénh nhan bi BTDTKthwong thap hon &
cac thai phu binh thuong®. Nhw vay, néu co thé st
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dung PAPP-A nhw mét phwong tién dé dw bao nguy
co DTDTK trong dan sé &dau thai ky |a rat hira hen,
b&i vi hién tai PAPP-A van dang duoc sir dung
thwong quy trong quy trlnhsang loc léch bgi & ba
thang d4u (Double test) ma phan I&n cac thai phu déu
ddng y thuc hién.Hién ‘nay chwa c6 nghién clru nao
thie hién trong nwéc vé van dé nay. Vi vay, chung toi
tién hanh nghién ctu nham tra 1&i cho gid thuyet
“c6 tén tai méi lién quan gidka PAPP-A trong tam cé
nguyét thir nhat va bénh BTETK.”

Phwong phap nghién ciru

Day 13 nghién cru bénh chirng khdng bét cap, ty 1&
1:1. Mau dwoc chon tlr céc thai phu 24 - 28 tuan 6
ngay chwa dwoc chdn doan dai thdo dwdng dén kham
& Bénh vién phu san Mékong tlr ngay 01/10/2012 dén
31/03/2013. Cac thai phu sau khi thie hién xét nghiém
dung nap 75 gram glucose (thai 24 tuan - 28 tuan
6 ngay) dwoc chia ra thanh hai nhém bénh va
chirng.Buwong huyet dwgc dinh lwgng bdng may
Cobas 6000, thubc thir GLUC3 (Cat. No. 04404483
190), Clibrator (Cat.N0.10759350 190), Precinorm U
(Cat.N0.10171778 122) cla cdng ty Roche. Phuong
phap dinh lwgng enzymatic dwa trén nguyén tic phan
trng phosphoryl oxy héa glucose tao thanh gluconat-P
va NADPH+H+ nho hai enzym Hexokinase, G-6-PDH
va sy c6 mat cla NADP+. Lwong NADPH+H+ hinh
thanh ty 1€ véi nong dd glucose trong huyét twong, tir
dé xac dinh dwoc ndng d6 glucose trong mau.bon vi
tinh la mmol/L. Chan doan BTDTK khi két qua dung nap
dwérng c6 it nhat mot gia tri duwdng huyét vuot ngudng
sau day @ Buong huyét doi > 92 mg/dl (5,1 mmolll),
duwdng huyet sau an 1 gi& > 180 mg/dl (10,0 mmol/),
dwdrng huyét sau &n 2 gio' > 153 mg/di(8,5 mmol/l).

Céc thong tin c6 lién quan dén bénh DTDTK dugc
thu thap théng qua bang cau héi phéng van va tra ctru
hd so kham thai. Xét nghlem PAPP-A (dwoc hiéu
chinh theo MoM) duoc tra cvu trong bod tAm soét léch
bdi trong 3 thang dau (Double test), duwgc thyc hién
thucyng quy vao thoi diém 11 tudn dén 13 tudn 6 ngay,
str dung may ctia Roche, thudc thtr Cobas e411, ky
thuat mién dich dién hoa phat quang “ECLIA".

Céc sb lieu duoc ‘ma hoa, nhap vao may tinh va
quan ly béng phan mém SPSS 16.05.Cac phép théng
ké va kiém_dinh dugc sir dung:Kiém dinh Chi binh
phuong, kiém dinh Fisher déi véi bién s dinh tinh,
kiém dinh phi tham s6 Mann- Whitney U déi v&i cac
bién sé dinh lwgng phan phéi khdng chudn, vé duwéng
cong ROC xac dinh méi lién quan gitra két cuc la bénh
DTDTK va yéu t6 nguy co la PAPP-ASK dung
phucyng phap phén tich hdi quy da bién sb dé& khéng
ché yéu t6 gay nhleutheo phwong phap duwoc Hosmer
va Lemeshow dé nghi™. St dung gian db Bayes ciia
Dbai Hoc Stanford (2012) dé xac dinh kha nang dy bao
nguy co BDTDTK cla xét nghiém PAPP-A.

Két qua va ban luan

Trong thdi gian tr 01/10/2012 dén 31/03/2013,
ching t6i ghi nhan c6 264 thai phu c6 xét nghiém dung
nap 75 gram glucose uong (+). C6 24 thai phu ttr choi
tham gia nghién ctu, chiing tdi da chon duwoc 240 d6i
twong vao méi nhém bénh va khéng bénh DTDTK.

Khéng cé treéng hgp nao cé bénh ly ndi khoa (tang
huyét ap man tinh, bénh ly tim mach), st dung rugu
hay chét kich thich, st¢ dung thuéc corticoid trong thdi
gian kéo dai, tién c&n thai lwu sau 20 tuan.

Bang 1: Méi lién quan gilva DTDTK va mét sb yéu
t6 trwdrc va sau khi phan tich hdi quy da bién.

Trwéce hiéu

Céac yéu chinh Sau hiéu chinh (*)

© p | orR | p | OrR | KTCI5%)
PAPPA

=0,711 | 001 [17,100|<0,001|16,122|8,189-31,741
@pv 75| <O , , , , ,
0,711 -

0.976 | 6001 5,141 |<0,001| 4,690 | 2,561-8,587
(BPV 50_ 1 1 1 1 il 1
75)

0,976-

1282 1005 | 2481 | 0,010 | 2,242 | 1,212-4,149
(BPV 25_ 1 il 1 il il 1
50)

TUSCQE <0,001| 2,924 | 0,028 | 2,174 | 1,088-4,344
BMI>23| 0,001 | 2,122 | 0,003 | 2.214 | 1,312-3,736
Tang

can  |<0,001| 2122 |<0,001| 2,441 | 1,499-3,975
nhanh

TC gia

@inh  |<0,001| 8,429 | 0,004 | 6,007 |1,766-20,432
bi DTD

TCsinh | 5 045 | 1,508 | 0,710 | 1,096 | 0,676-1,776
conra

TCthal | 4 3y | 1 795 | 0,339 | 1,358 | 0,725-2,542
Iwu nhd

T(t:h;i?y 0,166 | 1,753 | 0,277 | 1,705 | 0,651-4,469
TCsinh | 4011 | 9,312 | 0,370 | 3.259 |0,247-43,055
conto

TC

oToTK | 0018 | 8241 | 0,136 | 6,522 |0,554-76,785

Cha thich: (*) Logistic regression

Qua phén tich héi quy da blen cac yéu té sau day
la nguy co ddi v&i DPTDTK bao gdm: thai phu > 35 tudi
nguy co tang 2,1 1an (KTC95%: 1,1-4,3); thai phu dw
can hoac béo phi nguy co tang 6,0 Ién (KTC95%: 1,3-
3,7); thai phu tang can nhanh trong ba thang gilra
nguy co ting 2,4 lan (KTC95%: 1,5-4,0); tién can co
nguwoi tree hé bi BDTD nguy co DTDTK téang 6,0 I&n
(KTC95%: 1,8-20,4). Cac diem nay pht hop nhw y van
thé gi¢i da bao cao

Didm dac biét 1a néu so sanh nguy co DTHTK
&nhém cé PAPP-A cang thap véi nhém PAPP-A [&n
hon BPV 75, OR tinh ra dwgc cang cao, cu thé 1a
nhom PAPP-A dwéi bach phan vi 25 cd nguy co bi
DTDTK t6i 16,1 14n (KTC95%: 8,2-31,7), & bach phan
vi 25 - 50 thi nguy co la 4,7 1an (KTC95%: 2,6-8,9),
trong khi & bach phan vi 50 - 75 thi nguy co nay chi
con 2,2 1an (KTC95%: 1,2-4,1).

Tuy két qua phan tich ctia chung t6i cao hon so véi
cua Beneventi va cong s (2013), nhung diém chung
l& PAPP-A cang thap cang lién quan manh v&i bénh
DTDTK (bang 2). C6 thé& khac biét gitra 2 nghién ctu
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la do nguoi Viét Nam la mét trong nhirng chiing téc co
nguy co bj DPTDTK cao hon nguwoi y B,

Bang 2: So sanh OR giira cac khoang t& phan vi
khac nhau ctia 2 nghién ctru.

Beneventi (2013) ™ [ Lam Hoang Duy (2013)

" Tor (KIAS% p | OR (KIAS% b
o b | 189 (3}0157) 0,01 | 4,69 ggg)' <0,001
oo us | 1,16 (fgg)' 0,55 | 2,24 (411251) 0,010

Chung t6i vé dwdng cong ROC dwa trén mai lién
quan gitra PAPP-A va bénh BDTDTK (hinh 1). Dién tich
dwéi duwong cong (AUC) 1a 0,78 (KTC95%: 0,73-0,81,
p <0,001). Nhw vay ndng do PAPP-A thap cé kha
nang dw bao cho bénh ly DTDTK ™.

P3 nhay
1.00

0.75+

0.507

0 25+

\ ' \ '
o 0.25 0.50 0.75 1.0
1-Pp dac hidu

Hinh 1: Dwong cong ROC thé hién méi twong quan
gitba PAPP-A va DPTDTK

DPiém J (Chi sb Youdex) ™ dwoc tinh bang gia tri
I&n nhét cta (d6 nhay + do dic hiéu -1), 1a didm sat
véi dinh clia dwdng cong ROC nhét, J=0,4208
twong ng vé&i PAPP-A la 0,938 MoM, tai day co do
nhay la 67,1%, d6 dac hiéu la 75%.

Bang 3. Phan tich gia tri cha xét nghiém PAPP-A
& cac ngwdng bach phan vi khac nhau trongtién
lwvgng kha nang thai phuy b PTDTK.

T | Gam 2]
PAPP-A nﬁ;’y Dﬁigj‘c tien | sékha
: U | doan(+) | di (%)

BPV | (MoM) | (%) (%) (%) (%)

5 (0,398) | 10,0 | 1000

10 | (0,510) | 196 | 996 | 970 | 47.00
15 | (0.568) | 279 | 979 | 931 | 1340
20 | (0.650) | 346 | 946 | 865 6.38
25 | (0.711) | 412 | 908 | 8Ls8 4.50
30 | (0.761) | 475 | 875 | 792 3.80
35 | (0.815) | 538 | 838 | 768 3.31
40 | (0.870) | 60,0 | 800 | 750 3.00
45 | (0.030) | 654 | 754 | 76.7 2.66
3 1(0936) | 671 | 750 | 729 2.68
50 | (0.976) | 700 | 696 | 69.7 2.30

Qua d6, tuy rang & cac ngucyng gia tri PAPP-A
thap, d6 nhay ciing thap, vé ly thuyét c6 kha ning sé

bd sét mét sé lwgng bénh nhan bj BTDTK nhwng vé
bénh sinh cla PTDTK, 12 tudn chwa phai la thoi
diém gia tdng d& khang insuline di d& dan dén
DTDTK hay cé thé xuét hién bién chirng cla bénh.
Péng théi PAPP-A cling khong phdi 1a mot xét
nghiém mang tinh chét chdn doan BTDTK ma chi |&
mot dau &n sinh héa goi ¥ kha nang méc bénh. Vi
vay, déi v&i chiing toc Viét Nam 1a dan sé cé nguy co
cao bi BTDTK ™ cin lwa chon mot ngwdng “bét
thwdng” cang chinh xac cang tét. Chinh vi thé, lva
chon ngwéng gia tri cé do nhay xét nghiém thap la c6
thé chdp nhan duwgc. Pdng thoi, rd rang & céc
nguwdng PAPP-A cang thap, khdng nhitng dd déc
hiéu, gia tri tién doan (+) cang cao ma ti sb kha di (+)
cling cao, nhw vay cang khang dinh duwoc gia tri tién
doan nguy co DTDTK trong dan sé.

Chudng t6i da ap dung phwong phap Bayes duoc
trwong Pai hoc Stanford d& nghi ndm 2012 nhdm
giGp nha Iam sang co th& wéc tinh nhanh kha ndng
mac bénh qua mot xét nghiém dwa vao ti s6 hién méc
va 1 s6 kha di dwong ™. Tai Bénh vién Mékdng, Xac
suat mac bénh DTDTK 1a 25% (ghi nhan tir bdo céo
ctia Phong K& Hoach Tdng Hop). Nhw vay, mét thai
phu c6 xét nghiém PAPP-A duéi 0,568 MoM (BPV
15), kha nang thai phu bi BPTDTK la 82%; PAPP-A
dwéi 0,650 MoM (BPV 20), thi kha nang méc bénh 1a
67%; con néu PAPP-A duwéi 0,711 MoM (BPV 25), thi
kha nang méc bénh la 55% (Hinh 2). R6 rang & thai
phu c6 PAPP-A cang can thiét dwoc theo di sat dé
phét hién sém va hwéng dan didu tri sém, tranh céc
bién chirng vé& sau.

D6 91% |
2 95%
dac hiéu 98%
Gid tri 829 |
: 0,
tién doan (+) 87%
Kha nang 55% 1
, 0,
mac bénh 6%

H PAPP-A<0,568 PAPP-A<0,650
Hinh 2: So sanh d6 déc hiéu, gia tri tién doan (+), xac
dinh kha nang mac bénh & cac ngwé'ng PAPP-A
khéac nhau

‘Nghién ctru cta chung tdi con tdn tai cac mét han
ché: Tuy ‘rang d6 manh cta thiét ké bénh chung khéng
béng thiét k& doan hé tién ctvu cling nhw ¢& mau 480
thai phu chwa du cho ching t6i dwa ra mét nguwdng gia
tri duy nhét ctia PAPP-A trong sang loc DPTDTK.Nghién
clru clia chang t6i ciing khdng d& cap dén cac yéu té
c6 kha nadng twong tac dén méi lien quan gitra PAPP-
A va DTDTK. Ngoai ra con c6 cac sai léch do héi
twdng, sai léch do chon Iya (da sb thai phu dén kham
& bénh vién phu san Mékéng |a tang I&p tri thire, kinh
t& trung binh - kha, dinh dwéng khi mang thai c6 phan
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day da hon & nhirng noi khdc ma da phan la nguoi
lao ddng, nén vo hinh chung két qua cé thé khéng dai
dién cho mau dan mién nam Viét Nam)

KE&T LUAN, KIéN NGHj

Viéc két qué dinh lwvgng PAPP-A (MoM) cua thai
phu cang thap cang cé nguy co b PTDTK trong twong
lai. Vi thé, trong thuc hanh l1am sang, ngoai céc yéu td
nguy co da ghi nhan(nhw dw can - béo phi, tang can
nhanh trong thai ky, thai phu I&n tudi, tién can réi loan
dung nap duwdng, tién cdn gia dinh thai phu cé ngudi
trwc hé bi DTD). Do d6 & nhirng déi twong nay, bac si
lam sangnén cé ké& hoach tw van, theo dai, thwc hién
nghiém phap dung nap 75 gram glucose uéng & thoi
diém s&m hon néu nghi ngo thai phu bi roi loan dung
nap duong dé& didu tri sém, gidm cac két cuc thai ky
xau gay ra do DT TK.

Chuing t6i d& nghi thém nhung nghién cteu voi thlet
ké c6 d manh hon va mé rong thém vé c& mau
khdng dinh gia thuyét va xac dinh ngudng tién lvgng
thich hgp clia PAPP-A cho céng dong ngudi Viét
Nam.
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