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TOM tat

Co nhiéu nghién cuu ching minh rang néng do PAPP-A 6 nhing
bénh nhan co ddi thao duong thai ki thdp hon o cdc thai phu khong
bi ddi thao duong thai ki nén co thé dua vao chi s6 PAPP-A ¢ tam céd
nguyét | dé sang loc som hon nhting bénh nhan co nguy co cao dai thao
duéng thai ki.

Muc tiéu nghién ciiu: Xac dinh ti le dai thao duong thai ki dén kham
tai Bénh vién Phu San Nhi Binh Duong. Xac dinh moi tuong quan gita
néng do PAPP-A va dai thao dudng thai ki va nguéng gia tri PAPP-A
dung dé tién lugng cho ddi thao duong thai ki.

Dai tugng va phuong phap nghién ctiu: Cac thai phu (tudi thai tu 11-13 tuan
6 ngay) chua dugc chan doan dai thdo duong va dong y tham gia nghién
cuu sé lam xet nghiém PAPP-A va dung nap 75gram glucose (OTTG)
khi tuoi thai ti 24-28 tuan 6 ngay. Cac thong tin co lien quan dén d&i thao
duong thai ki dugc thu thap thong qua bang cau hoi phong van luc lam xét
nghiém PAPP-A. Phan tich sé liéu bang phan mém STATA 10.0.

Két qua: Tu 7/2015 - 6/2016, chung toi nhan duoc 103 ca co dai thao
duong thai ki trong tong s6 474 ca. Gia tri trung binh PAPP-A 6 nhom
€O ddi thdo dudng thai ki la 0,802 + 0,027 MoM va nhom khong GDM
la 1,185 + 0,025 MoM (p<0,001). Dién tich dudi duong cong (AUC) la
0,7747 (Cl95%: 0,73-0,82, p<0,001). J = 0,3477, tuong ting vdi PAPP-A
la 0,74 MoM, Se = 49%, Sp = 86%.

Két luan: Ti le dai thdo duong thai ki la 27,8%. Co méi tuong quan
gitia ndbng do PAPP-A thdp va dai thao dudng thai ki, nguéng tién luong
dai thdo dudng thai ki la dudi 0,74 MoM.

Abstract

Background: There are several studies which demonstrate that low
PAPP-A levels at the first trimester correlate with GDM. If there is a link
between PAPP-A and GDM, we can use the value of PAPP-A as a high-risk
factor to screen GDM in early pregnant.



Objective: This study aimed to find out whether PAPP-A is associated with GDM and the cut-off of
PAPP-A for prognosis GDM.

Materials and Methods: Pregnant womens who were not diagnosed with diabetes, agree to participate
in the study are tested for PAPP-A (ages 11-13 weeks 6 days) and were performed 75grams of glucose
tolerance test (OTTG) at gestational age of 24 - 28 weeks 6 days. Information related to GDM is collected
through the PAPP-A interview questionaire. Using STATA 10.0 software for analysis.

Results: From 7/2015 to 6/2016, we received 103 cases with GDM in total of 474 cases. Mean
PAPP-A in the GDM group is 0.802 + 0.027 MoM and the non-GDM group is 1.185 + 0.025 MoM
(p <0.001). The area under the curve (AUC) is 0.7747 (ClI95%: 0.73-0.82, p <0.001). J = 0.3477,
corresponding to PAPP-A 0.74 MoM, Se = 49%; Sp = 86%. In the 1247 cases included in in the study

screened OTTG, the positive rate was 347 cases (27.8%).
Conclusion: Low PAPP-A increases the risk of GDM. Threshold was less than 0.74 MoM. The

prevalence of GDM is found at 27.8%.

Keywords: First trimester screening, Pregnancy-associated plasma protein A (PAPP-A).

1. bat van dé

Bai thdo dusng thai ky (Gestational diabetes
mellitus - GDM) dang ngaly caing gia tang, nhét Ia khu
wyc Chau A - Théi Binh Duong, trong dé ¢6 Viet Nam.
Dai thdo dusng xdy ra khi mang thai thusng khéng cé
triéu chung nhung lai c6 thé géy anh huéng rét nguy
hiém cho me va thai nhi. D&i véi me, GDM c6 thé gay
beénh ly than, tien san giat, benh ly fim mach... Néu
khéng dugc phdt hien vai husng dan mét ché do an
uéng, sinh hogt hop ly, digu tri ding thai phy sé c6
thé fién trién thanh bénh dai théo dusng sau nay. Déi
véi con cé thé gay séy thai, thai di tat, con to, vang da
ndang, ha glucose mdu so sinh, ha canxi méu sc sinh,
da héng cau, hoi ching suy hé hép cép chu sinh, con
cba nhing ba me GDM bi tang nguy co béo phi, feing
nguy co DTD type Il vé sau.

GDM xay ra khi lugng Insulin tao ra khong dap
ung d0 nhu cau cda co thé trong qué trinh mang
thai. Nhiéu nghién ciu da chi ra thai phy GDM cé
sy nhay cam vdi Insulin thép hon so véi cac thai
phy binh thusng ngay tU tuan thd 12-14 coa thai
ky. Khang insulin giém nhe & dau thai ky (thdp
nhét vaio tuan thu 8), tang dan U nba sau thai ky
cho dén truéc khi dé va giam nhanh sau dé [7].

Cdc yéu t6 nguy co gaty GDM hay gap la: tusi me,
BMI, chung téc, tién su gia dinh c6 DTD, tién su dé
con to, tién su bét thusng vé dung nap glucose,
tang can qud nhiéu trong thai ky...

Trong nhing nam gan day trén thé gisi da
c6 nhong nghién cu ching minh réng néng do
PAPP-A & nhong bénh nhéan c6 GDM thép hon 6
céc thai phy khéng bi GDM [3], [5], [11]. Néu gita
PAPP-A v& GDM cé méi lien quan thi ¢ thé dya
vaio chi s6 PAPP-A dé sang loc sém hon nhing bénh
nhén c6 nguy co cao GDM, va béc si dya véio d6
c6 nhuing tu véin va digu tri kip thai phu hop cho thai
phy dé dem dén két cyc t6t dep cho me va bé.

Muc tiéu nghién cou:

1. Xdc dinh ti lée GDM 6 phy no mang thai dén
kham tai Beénh vien Phy Sén Nhi Binh Duong.

2. Xéc dinh méi tuong quan gita néng do
PAPP-A & tam cd nguyét | va GDM va ngudng gid
tri PAPP-A cho tién lugng GDM.

2. b6i tugng va phuong
phap nghién ctu

Phuong phdp nghién cou tién cou. C6 méu
gom 447 trudng hgp thai phy 11-13 tuan 6 ngay
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chua dugc chén dodn ddi thdo dusng dén kham
tai Bénh vién Phy San Nhi Binh Duong tu 7/2015
- 6/2016, c6 lam xét nghiem PAPP-A va dong y
tham gia nghién cdu. Loai trU cdc trusng hop da
thai, ¢ tién su déi thdo dusng, mang cdc di tat
dugc phat hien do lech boi, st dung rugu, chét kich
thich, uéng thuéc corticoid trong thsi gian dai.

Cdc thai phy dugc chon sé dugc thyc hien xét
nghiém dung nap dudng 75gram (OTTG) khi tuéi
thai tu 24 - 28 tuan 6 ngay.

PAPP-A dugc dinh lugng béng phuong phdp
ELISA, mday ETIMAX 3000, thuéc the cia cong ty
Zentech va dugc hiéu chinh theo MoM bang phan
mém T21. Dusng huyét dugce dinh lugng béing may
Hitachi 7080, thusc tho GLUCOSE FL cda cong ty
Chema Diagnostica.

Chén doan GDM khi két qué dung nap c6 =1
gid tri dusng huyét vuct ngusng (tieu chudn IADPSG
2013): dusng huyét déi = 92 mg/dl (5,1 mmol/L);
dusng huyét 1 gis: = 180 mg/dl (10 mmol/L);
dusng huyét 2 gis: = 153 mg/dl (8,5 mmol/L).

Céc théng tin ¢4 lien quan dén benh GDM dugc
thu thap théng qua bang cau héi phéng vén loc
lam xét nghiém PAPP-A. Phan tich sé lieu bang
ph&in mém STATA 10.0; khodng tin cay 95%.

3. Két qua

Tu 07/2015 dén 06/2016, ching toi da thu
nhan duoc 474 ca théa didu kien nhan vao. Céc
thai phy dén tu khép nai trong tinh. Da phan cac
thai phy dén khém la 6 Tho Dau Meét (22,95%,) va
céc quan huyén quanh bénh vién nhu Thuan An, Tan
Uyén, Bén Cét. Thai phy dén khdm da phan la dan
toc Kinh (97,89%), vai trusng hop la dén toc Hoa va
moét trudng hop la dan toc Cham. Nhém tuéi chiém
da s6 la tr 26-35 tuéi (65,82%), ké dén la nhém ti
20 - 25 1u6i (26,37%), chi cé 6 trusng hop 6 nhém
< 20 tusi (1,27%). V& nghé nghiép, thanh phan lao
dong tri 6c va lao dong chéan tay tuong duong nhau
v nhém néi trg chiém ty lé kha I6n (49,58%). Co
56 ca hot thuse thy dong chiém 11,81%; khéng cé
trusng hgp ndo hit thuée cho dong.

Ve tien su ban than, cé 69 bénh nhan cé tien
sU thai sdy - luu (14,56%), c& 225 chi sinh con
ra (47,47%), c6 21 trusng hgp sinh con néing can
(4,43%), c6 6 trusng hop me nang can (= 6%kg),

chiém 1,27%. Ve tién st gia dinh, c6 9 ca c6 ngusi
nh& bi ddi théo dusng (1,9%).

Bang 1. Gid frj trung binh PAPP-A gita 2 nhom c6 va khong c6 GDM

(6 mav Trung binh PAPP-A (MoM)
Thongso | Nhom khong | Nhém co | Nhom khong | Nhémco | Pvalue
GDM GDM GDM GDM
PAPPA 3 103 | 1,185£0,025 |0,8020,027] <0,0001

So sanh gid tri trung binh PAPP-A gita 2 nhém
c6 va khong c6 GDM, cho thdy nong dé PAPP-A
trung binh & nhém c6 GDM la 0,802 + 0,027 MoM
va nhém khong GDM la 1,185 + 0,025 MoM (p <
0,001), khac biét cé y nghia théng ke. Nhu véry c6 thé
két luan réing PAPP-A théip ¢ lien quan dén GDM.

Chung t6i vé dusng cong ROC dya trén méi lien
quan giga PAPP-A va GDM. Dién tich dugi dusng
cong (AUC) la 0,7747 (Cl 95%: 0,73 - 0,82, p <
0,001). Bigu nay cé nghia la xdc suét ma ngusi
c6 beénh cé két qué xét nghiém véi gid tri cao hon
ngusi kheng méc bénh la 77,47% (Hinh 1).

Sensitivity
0.25 0.50 0.75 1.00
' " '

0.00
L

0.00 0.25 0.50 0.75 1.00
1 - Specificity
Area undar ROC curve = 0.7747

Hinh 1. Buing cong ROC thé hign méi tuang quan gicia PAPP-A via GDM.

Dé xdc dinh gid tri PAPP-A ndio ¢6 d6 nhay va do
daic hiéu cao nhét, chung téi tinh chi s& Youden (J) =
max (Se+Sp -1) véi Se (sensitivit) I& d6 nhay va Sp
(specificity) la do dac hieu. J = 0,3477, tuong Ung véi
PAPP-A la 0,74 MoM, Se = 49% va Sp = 86%.

Chi s6 tien lugng duong PPV la 0,4854. Nhu
vay, néu moét bénh nhan c6 két qua xét nghiem
PAPP-A =< 0,74 MoM thi xdc sudt ma cd nhan dé
méc bénh GDM la 48,54 %. Ti le am tinh gia l&
51%, ti le duong tinh gid la 14%.

Ti s6 duong tinh kha di (likelihood ratio positive
- LR+) la 3,44. Nhu vay, néu két qué xét nghiem



PAPP-A < 0,74 MoM thi khé nang thai phy bi
GDM cao hon la duong tinh gié dén gan 3,5 lan.
Nhu véy, PAPP-A < 0,74 MoM la mét yéu t6 nguy
co cao cua GDM.

Phan tich hsi qui don bién méi lien quan GDM
v PAPP-A tai ngudng 0,74 MoM cho thdy nhém
PAPP-A < 0,74 MoM cé nguy co GDM gép 5,79
lan (OR = 5,79; Cl 95%: 3,56 — 9,40; p = 0,000).

4. Ban luan

Trong thai gian nghién cdu, téng cong c6 1247
bénh nhan tham gia tam sodt GDM tai bénh vién.
Trong d6, 347 ca c6 GDM, chiém 27,8 % va ti le
ndy cé sy thay déi I6n gita cac nghién ciu da cong
bs. So véi cdc nghién clu trong nudc, ching toi
ghi nhan hai diém dang cho y. Tha nhét, ti le GDM
ngdy cang tang. Nam 2004, Ngé Thi Kim Phyng
va cong sy [9] cong bé ti le nay la 3,97%, dén
nam 2007 ti le nay da tang gan gép doi (Le Thi
Minh Phu v& cong sy [6]) va nam 2015 la 11,7%
(Nguyén Khoa Diéu Van va cong sy [10]). Cdc
nghién cou dugc tién hanh & hai thanh phé I6n
cUa cd nudc, nai tap trung sinh séng cta déng ddo
dén cu va ti lé dan nhap cu cao nén con sé nay
chung qui cong dang phén danh dung thyc trang
cdc thai phy méc GDM 6 Viét Nam. Thy hai, sy
thay déi vé tieu chudn chén dodn cing lam thay
déi ti le GDM. Nguyén Khoa Diéu Vén va cong
sy da lam mét phép so sénh giva tiéu chuén ADA
2010 va ADA 2011 cho thdy chuén méi ADA
2011 da lam tang ti lé GDM hon 3 lan. Tran va
cong sy [16] da so sanh GDM gita cdc tiéu chudn
ADA (American Diabetes Association) 2010,
IADPSG (International Association of Diabetes and
Pregnancy Study Groups) 2010, WHO (World
Health Organization) 1999 va ADIPS (Australasian
Diabetes in Pregnancy Society) 1998 cho thdy
réing két qua c6 sy khéc biét I6n, ti le nay thay déi
tu 5,9%, 20,4%, 24,3% va 20,8% theo thu ty. So
véi cdc két qua nghién cuu trén thé gidi, Viet Nam
n&m trong vung cé ti & GDM cao.

Trong nghién ciu nay, chung téi théy réng gid
tri PAPP-A 6 tam c& nguyét | giam & nhung phy no
dugc chén dodn la GDM va day la mét yéu t6 doc
lap. Khi phan tich da bién yéu t6 PAPP-A < 0,74
MoM véi GDM, stc manh dy dodn GDM c6 tang

len (OR = 6,28, Cl 95% = 3,76-10,49; p < 0,001),
tuy nhién stc manh dy dodn cta céc yéu t6 nguy
co me khong dugc cai thien.

Bang 2. So sanh gid tri trung binh PAPP-A 6 tam cd nguyét | gidia 2 nhom ¢ va khong c
GDM vdi cdc nghién cdu khdc da cong bo

Camiu PAPPA (Mol
Nghién ciu kh;lﬂl:)ngM (L/llg);;\n NhogDI;;léng Nhom c6 GDM P value
;‘[’)‘;V;dffzv]“‘@"“" 0007 | 779 | 100037 | 0942037 | >005
;;f;"i[’;]m“}"gsu' N6 | 72 | 113£058 | 117071 | >005
;'[’;"3‘3[%”]‘0“95‘-‘" 6559 [ 870 | 1 091 |<0001
lamHoangDuyve |95 | 9y | 116 | 0772 |<0001

cong su, 2013 [5]
Lovati va cong sy,

%6 | 307 | 1306 | 0906 |<005

13[8]

23'};“;']‘?“““?‘"95”' M2 | 12 | 112+064 | 1062059 | <005
%qgsel[l]]k;]vmnw' | T8 |0 o) o | <%
g'[‘)e]‘zk[g']”“ 9% 35| 169 | 0990385 | 09720335 | 04
’z(i[‘)‘;’7')[“]"7‘]°"95“' 9B | 599 | 097035 | 0882034 |<0001
?hguh;i"t;”"m“ 71| 103 |11850025| 08020027 010;0]

So sanh véi cdc nghién ciu duge cong bs
U nam 2012 dén nay vé méi lien quan giva
PAPP-A v&t GDM (Béng 2), c6 6 nghién cu dong
thuan réing gid tri PAPP-A & nhém c6 GDM thép
hon nhém khéng GDM. Céc nghién ciu nay cho
thdy gid tri PAPP-A 6 nhém GDM giam tu 5,1-
33,8%. Nghién ctu cua ching téi cho théy gid fri
PAPP-A giam 32,3% so vSi nhém kheng GDM,
phu hop véi két qua cac nghién cou truse day.
bigu nay c6 thé la do PAPP-A tham gia vao qué
trinh hogt héa IGF-I bang céch phan cét phuc
hop IGF-I va IGFBPs, néng dé PAPP-A giam déan
dén nong do IGF-I thép gay ra tang Insulin mau
va co thé gidi phéng dusng huyét bét thusng
gay anh hudng tiéu cyc t6i tinh khdng Insulin
[13]. Nhong digu nay cé thé ly gigi vi sao phy
ng mang thai bi GDM ¢é gid tri PAPP-A gidm
trong tam cd nguyét |. Tuy nhién, cing cé mot sé
y kién trai chigu. Savvidou va céng sy, Husslein
var cong sy va Cheuk va cong sy lai cong bé réing
muc gidm cOa PAPP-A & nhém GDM khéng 6 y
nghia théng ké.

Cdc nghién ctu dong thuéan cong cho réng
muc PAPP-A thép co thé su dung dé dy dodn
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GDM trong tam cé nguyét | nhung y kién coa
ho lai kha trai ngugc. Syngelaki va cong sy cho
rang PAPP-A khéng hou ich trong sang loc GDM
vi gid tri AUC - ROC khi két hgp cdc yéu t6 nguy
co cUa me va gid tri PAPP-A la 0,8409 trong khi
dé gid tri AUC - ROC cua cdc yéu t6 nguy co me
(khéng tinh nguy co PAPP-A) la 0,8409. Ngugc
lai, Lovati va cong sy dua ra chi s6 AUC-ROC
la 0,70 (CI 95%: 0,60 — 0,74) déi véi PAPP-A
va céc yéu t6 nguy co me ¢ gid tri AUC-ROC
la 0,60 (Cl 95%: 0,56 — 0,64) va két luan réng
PAPP-A la mot déu dén sinh hoc tigem nang dé
sang loc GDM. Spencer va céng sy cho réng
PAPP-A la mot yéu 16 dy dodn nguy co GDM
kha yéu vi AUC-ROC la 0,55 (CI 95%: 0,53 -
0,57), tuy nhién lai cé y nghia théng ké. Néng
do6 PAPP-A & 2 nhém c¢6 va khéng c6 GDM trong
nghién cou cUa ching téi tuong dong véi két qué
cta Lam Hoang Duy va cong sy nhung chi sé J,
Se va nguéng gid tri PAPP-A cua ho lai cao hon
cta ching t6i (theo thy ty lan lugt la 0,4208,
67,1%, va 0,938 MoM). Lovati va cong sy tuy cé
két qua AUC-ROC thép hon (AUC-ROC: 0,60;
Cl 95%: 0,56 — 0,64) nhung nguéng PAPP-A
MoM l& 0,70 (95% Cl: 0,66-0,74; p < 0,001) thi
tuong duong véi nguéng PAPP-A cla ching toi.
Tai Bénh vién Phy San Nhi Binh Duong, sang
loc GDM mang tinh phé bién. Tét ca cdc thai phy
tU 24 - 32 tuan déu dugc lam xét nghiem OGTT.
Nhang thai phy cé yéu t6 nguy co GDM cé thé
dugc sang loc 6 thai ki sém hon. Digu nay cing
c6 thé |la mét trong nhang nguyén nhan lam cho
két qué khac biét vi cé nghién cou thyc hien xét
nghiém OGTT do me cé yéu t6 nguy coc GDM
[14], hogc glucose ngau nhién cao [12], hodc
sang loc phé bién giéng chung toi [8], [4], [2].
Két qua khéc nhau nay cong 6 thé la do sy
khac biet vé muc d6 coa GDM trong quan thé
nghién cou. Ti Ié nhém GDM cén si dung liéu
phdp insulin trong nghién ctu cia Spencer va
cong sy [14] va Beneventi va cong sy [1] lan lugt
la 12% var 23,2% trong khi nhém nghién cou coa
Cheuk QK va cong sy [2] chi ¢6 1,2%. Trong
quan thé nghién cou cia Syngelaki va cong sy
[15], ho chia GDM thanh 3 nhém: GDM duoc
kiém sodt béing cach an kieng (36,7%), GDM su
dung metformin (18,2%) va GDM su dyng insulin

(46,1%). Husslein va cong sy [4] chi nghién cou
trén nhém bénh nhan cé tien su bi GDM va duoc
digu tri bang insulin. Trong nghién cdu cia Xiao
D va cong sy [17], ¢6 20 benh nhan can digu
tri béng insulin (3,3%). Nhong digu nay chi ra
réing mic d6 GDM khdc nhau dén dén sy khac
nhau vé két qué cong bé. Trong nghién ciu nay,
chung t6i khéng khao sat duge mioc d6 GDM cioa
thai phy.

Mac khdc, tieu chuén chdn dodn so dung
trong céc nghién ctu nay khdac nhau. Huéng dén
cta WHO 1999 va ADA 2001 dugc st dyng lam
tieu chudn chén dodn chinh truéc nam 2013. Co
3 nghién ctu st dung theo tiéu chuén méi coa
IADPSG, trong d6 c6 nghién ciu cua ching téi.

Hon noa, ching téc ngusi da tréng la déi
tugng nghién cuu chinh cta céc nghién cuu trén.
Cé hai nghién cou lien quan dén ngusi Chéau Phi
vt Nam A, hai nghién ciu tién hanh trén quan
thé ngusi Trung Quéc, mét nghién cuu tién hanh
trén quan thé ngusi Viet Nam. Vi vay, sy khéc
biet vé chung toc trong quan thé GDM cing cé
thé la mot nguyén nhan dén dén sy khac biet
trong két qua nghién cou.

biém dat dugc coa nghién cou nay la ching
toi da tim ra dugc méi lien he giva gid tri PAPP-A
6 tam cd nguyét | va GDM va gid tri ngudng
PAPP-A c¢ thé dung dé dy doan GDM la 0,74
MoM. So véi gid tri PAPP-A 0,938 MoM cua Lam
Hoang Duy va cong sy, két qua cta ching t6i ¢6
gié tri dy dodn hon vi gid tri li tudng coa PAPP-A
la 1 MoM.

Tuy nhién, véi ngusng dy dodn PAPP-A la
0,74 MoM, dé nhay cta test la 49%, do dac hieu
l&a 86%, chi s6 tien lugng duong PPV la 48,54%,
day chua phai la nhing con sé t6i uu trong test
chén dodn. Vi vay, khéng nén su dung gid tri
PAPP-A nhu la mét can cu duy nhét dé chén
dodn sém GDM. PAPP-A chi c¢é thé duocc xem
nhu mét yéu 16 nguy co cao cia GDM. Can két
hop véi cdc yéu 16 nguy co khac cia me dé sang
loc va chén dodn sém GDM.

5. Két luan
Ti le GDM tai Bénh vién Phy San Nhi Binh
Duong la kha cao (27,8%).



Két qué thu dugc cho théy, c6 méi tuong
quan gita nong dé PAPP-A thép & tam cé
nguyét | va GDM, véi nguéng PAPP-A dusi 0,74
MoM (CI 95%: 4,55 -19,78, p < 0,001) thi PPV
lo 48,54%, LR+ la 3,44, d6 nhay 49%, do dac
hieu 86%.

Ngodi cdc yéu t6 nguy co da dugc ghi nhan,
nén sU dyng gid tri PAPP-A < 0,74 MoM l& nguéng
tien lugng nguy co cao cia GDM. Béc si lam sang
nén cé ké hoach tu vén, theo doi va nén thuc hien
nghiém phdp dung ngp 75gram glucose uéng cho
100% phy no mang thai c6 két qua PAPP-A < 0,74.
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