TIEN DOAN TIEN SAN GIAT O TUOI THAI 12-14 TUAN

BANG CHI SO PLGF VA SANG LOC YEU TO NGUY CO CUA THAI PHU
TRUONG MINH PHUONG, NGUYEN DUY ANH
Bénh vién Phu San Ha Néi

TOM TAT

114 thai phu thuéc nhém nguy co cao mac tién san
gigt (TSG) c6 tubi thai 12-14 tudn duoc xét nghiém
dinh Irong PIGF (Placental Growth Factor) va theo dbi
dén khi dé. C6 36 truong hop méac TSG (31,6%). Két
qua xet nghiém PIGF thu dugc trong nghién ciru ¢6 gia
trj tee 29,79-174,2pg/ml. Gid trj trung binh cda nong do
PIGF trong nghién ciru /a 74,81 + 11,12 (pg/m). Néng
dd PIGF trung binh cia nhém mac TSG la
64,7526,45pg/ml; thdp hon néng dé PIGF trung binh
cta nhém khéng méac TSG (79,45+4,62pg/ml). Xac
xuat gap bénh nhén bj TSG & nhém c6 nong dé PIGF
dwai 55pg/ml /A 53,3%; Xac xuat gap bénh nhan bj
TSG & nhém c6 néng dé PIGF trong khoadng 55-
65pg/ml la 36%; Xac Xuét gép bénh nhén bi TSG o4
nhém c6 néng do PIGF trén 65pg/ml la 19,4%. Ket
luén: Xet nghiém dinh_lwrong PIGF cho thai phu co yéu
té nguy co TSG & tudi thai 12-14 tudn cé gia trj trong
viéc tién doan TSG.

SUMMARY

114 pregnancies at 12-14 weeks gestation who had
high risk of preeclampsia (PE) were quantitatively
tested PIGF (Placental Growth Factor) and were
followed up until delivery. There were 36 cases of
preeclampsia (31.6%). The PIGF test result showed
that PIGF concentration was from 29.79-174.2pg/ml.
The average value of PIGF concentrate on 74.81 +
11.12 (pg/ml). The average PIGF concentration with
TSG group was 64.75 = 6.45 pg/ml, lower than
average PIGF concentration of control group (79.45 +
4.62 pg / ml) with 95% reliability. Identification of
patients with the percentage of patients with PE who
had PIGF below 55pg/ml was 53,3%; PIGF from 55-
65pg/ml was 36%; above 65pg/ml was 19,4%.
Conculsion: PIGF qualitative test for pregnancies
having high risk of PE at 12 — 14 weeks of gestation is
useful in PE diagnosis. It should be combined with
other tests to increase effectiveness of PE prognosis at
12 -14 weeks.

DAT VAN DE

PIGF la protein tién tao mach, dwoc ma héa bdi
gen PGF, thu¢c ho VEGF (Yéu tb phat trlen noi mo
mach mau). PIGF chiém khoang 53% céac yéu t6 trong
nhém VEGF. Bang cach chén vao ma hoéa gen sao
chép nguwoc dé thay ddi trinh tw ctia chudi sao chép
nguoc RNA, 2 loai PIGF dugc tao ra: PIGF;, (PIGF -
1) va PIGFs, (PIGF - 2), dwgc cu thanh bdi 149
amino acid.

Dinh lwgng ndng d6 PIGF trong huyét thanh béng
phuong phap mién dich sandwich céng nghé dién héa
phat quang théng qua viéc dinh lwgng khang thé
chéng PIGF trén mau méi trong huyét thanh pha lodng
1:100, trinh tw gen sao chép nguwoc cla chubi protein
mdi la 5’ACGTGGAGCTGACGTTCTCTS’
va 5’CAGCAGGAGTCACTGAAGAG3..

Trong thai nghen binh thucyng, sy xam lan cla
nguyén bao nudi vao néi mdé mach mau dan dén st
phét trién clia cac dong mach xoan Dong mach xodn
gi&n ra, thao xodn dan (cha yeu tai chd & tir cung —
banh rau), didu hdoa mach mau chung va luu lwong
tuan hoan t& cung-rau, d@m bao banh rau va thai nhi
phét trién binh thudng.

D& duy tri gi&n mach mau, can co yéu té gidn mé
néi mac (EDRF — Endothelium derived telaxmg factor -
VEGF) va PGI2 (Prostacyclin). Pha dau cia thai ky
(githa tudn 10 dén tuan 16), EDRF huwéng vao phia co
ttr cung va ndi mac déng mach xoan. O pha thir 2
(tudn 16 dén tuan 22), EDRF huwéng vao mét phan
déng mach xoén & co t&r cung. Ké&t qua la dong mach
xoan phat trién twong (ng voi sw phat trién cla thai
ma khong co that lai dwoc.

Trong tién san giat, khong co hién twong xam 14n
cua nguyén bao nuoi dan dén su co thét mach khu tr
va su truy&n mau vao banh rau it hon, dau cé tang ap
Iwc mach mau; hay noi cach khac, bénh ly tién san giat
xay ra la khi co sw méat can béng ctia nhitng yeu té tao
mach (PIGF). Gia trj PIGF phan anh sy phat trién binh
thwong hay khong binh thwdng ctia ndi mé mach mau,
c6 gia tri tién doan tién san giat & tudi thai som.

Muc tiéu nghién cteu: 1) Xac dinh néng ddé PIGF
cua thai phu co6 nguy co tién san glat & tudi thai 12-14
tuan 2) So sanh nong d¢ PIGF & nhirng thai phu bj
tién san giat va khong bi tién san giat.

POI TUONG VA PHUONG PHAP NGHIEN CUP'U

Phwong phap nghién ctru mo ta tién ctru theo dbi
doc
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Déi twong nghién ciru:

La nhirng thai phu cé nguy co’ cao méac TSG kham
va theo doi thai tai Bénh vién Phu San Ha Noi t
4/2012 - 12/2012.

Tai thoi didm tudi thai 12-14 tudn, cac thai phu c6
nguy co TSG dwoc ldy mau lam xét nghiém PIGF.
Quaé trinh theo dbi theo quy trinh theo ddi thai tai bénh
vién dén khi dé. Phan tich néng do PIGF & nhom thai
phu méc TSG va khdng méc TSG.

Ky thuat 14y mau nghién ctru

Thai phu c6 tudi thai 12-14 tuan, cé nguy co' cao
mac TSG

Sé do khoang sang sau gay binh thwong

Lay huyet thanh toan phan dinh lvgng PIGF

KET QUA NGHIEN clru

1. Pic diém caa déi twong nghién clru:

Thu thap dwoc 114 thai phu vao nghién ctu.

Do tudi: 20-38 tudi, trong d6 20-25 tudi (29,8%); 25-
30 tudi (35,1%); 30-35 tudi (23,7%); trén 35 tudi
(12,3%)

Sé lAn mang thai: Con da (56,1%); Con so (43,9%)

Chi s6 BMI: 18-24,9 (22,8%); 25-29,9 (66,7%); trén
30 (11,4%)

2. Ty l1é mac TSG trong nghién ctru

Bang 1. Ty 16 méc TSG

TSG Khéng TSG Tbng
36 (31,6%) 78 (68,4%) 114

Ghi nhan trong nghién ctru, s6 thai phu mac TSG
la 36 thai phuy, chiém ty 1& 31,6%. Sé thai phu khong
méc TSG 1a 78 thalphu chiém 68,4%.

3. S6 sinh va s6 mac TSG

Bang 2. S6 sinh va s mac TSG

Con so Conra Tbng
TSG 15 21 36
Khéng TSG 35 43 78
Téng sb 50 64 114
2=0,104; p(1,0,05) = 3,841

Nhan xét:

Nghién ctu gap 15 trwdng hop con so méc TSG
va 35 trudng hop con so khong méc TSG. Co6 21
trwdng hop con ra mac TSG va 43 truéng hop con ra
khong mac TSG. Ty I& méc TSG & con so va con ra
khéac biét khong cé y nghia théng ké véi p<0,05

4. Triéu chirng phu va TSG

Bang 3. Triéu chirng phu va TSG

Phu KQESQ Téng
TSG 24 12 36
Khéng TSG 20 58 68
Téng a4 70 114
T=4,15; t(112;0,05/2) = 1,96

Nhan xét:

Trong sb6 44 trwdng hop cé phu: C6 24 trwdng hop
méc TSG, chiém ty 1& 54,54%. 20 trwdng hop khong
méc TSG, chiém 45,46%.

Trong sb 70 trwong hop khdng co phu: Co 12
trwong hop mac TSG, chiém ty I& 17,14%. 58 trwéng
hop khéng mac TSG, chiém 82,86%.

Ty 1& mé&c TSG & nhitng trwdng hop cé phu cao
hon nhirng trwdng hop khong phu (Cl: 95%).

5. Néng dd PIGF trung binh ctia 2 nhém TSG va
khéng TSG

Bang 4. Bang 4.Néng d6 PIGF trong binh cla 2
nhom TSG va khéng TSG

R [PIGF] TB
TSG Khéng TSG .
) i trong nghién ctru
£+SD £+SD £5D
64,75+ 6,45 7%‘(‘_35; 74,81+28,12
Nhan xét:

Két qua xét nghiém PIGF thu dwoc trong nghién
clru cb gia tri thap nhét 1a 29 ,79pg/ml va cao nhét 1a
174,2pg/ml. B tap trung cta nong do PIGF trong
khoang tir 45 dén 75pg/ml. Gia tri trung binh cta néng
d6 PIGF 1a 74,81 + 28,12 (pg/ml).

Gia tri trung binh cGia ndng d6 PIGF nhém TSG la
64,75 + 6,45pg/ml. Gia tri trung binh clia ndng d6 PIGF
nhom khéng TSG la 79,45 + 4,62pg/ml. Gia tri trung
binh clia néng d6 PIGF nhém méc TSG nhd hon gia tri
trung binh cda néng d6 PIGF nhoém khéng méc TSG
(p<0,05; T=12,29; t = 1,96).

Trong nhém mac TSG, ndng dd PIGF tap trung chii
yéu trong khoang 45-65pg/ml, thap nhat 1a 29, 79pg/ml,
cao nhét & 131, 7pg/ml. Trong nhém khong mac TSG,
ndng do6 PIGF trong khoang 55- 85pg/m| gia tri nong
dd PIGF th&p nhét la 43,7pg/ml va gia tri cao nhét 1a
174,2pg/ml. K&t qua dé tai ghi nhan cé sw giao nhau
cia néng d6 PIGF gitra nhém mac TSG va nhom
khéng mac TSG & khodng 55-65pg/ml.

6. M6i twong quan ctia 3 nhém néng doé PIGF
véi TSG

Bang 5. Méi twong quan ctia 3 nhém néng do PIGF
vOi TSG

Nong dé PIGF TSG Khéng TSG Tbng
£ 55pg/ml 18 14 32
(56,2%) (43,8%) (100%)
6 14 20
55-65pg/ml | 5004 (70%) (100%)
12 50 62
>65pg/ml (19,4%) (80,6%) (100%)
o 36 78 114
9 (31,6%) (68,4%) (1009%)
= 6,63; p=0,036
Nhan xét:

Néu chia 3 nhém theo néng d6 PIGF:
Nhém 1 .£ 55pg/ml / Nhém 2: 55-65Pg/ml/ Nhém 3

> 65 pg/ml

X&c xuét gdp bénh nhan bi TSG & 3 nhém Ian luot
la 53,3%; 36% va 19,4%. Bang trén cho thdy c6 sy
chénh lach kha I&n gilra ty 1& thai phu méc TSG gitra
cac nhom.

C6 31,6% thai phu trong nhém nghién ctru méc
TSG. C6 dd bang chirng cho thdy c6 méi tuong quan
gitba ndng do PIGF véi ty 16 méc TSG. Su khac biét
gitra ty I&é mac TSG cla 3 nhém dwa theo s phan
chia ndng dd PIGF la cé y nghia thdng ké (°=6,63;

p=0,036).
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BAN LUAN

1. Dac diém cta phwong phap nghién ciru, déi
twong nghién ciru

Phuwong phap nghién ctu la mé ta theo ddi doc.
Thoi gian thu thap mau 1a 36 ngay, thu thap duoc
117 thai phu vao nghién ctru. Qua trinh theo doi gap
nhidu khé khan do san phu khéng dén kham theo
hen, hodac khéong dé tai bénh vién. C6 1 trvong hop
thai lwu & tudi thai 18 tuan, 2 trweng hop pha thai &
tubi thai 16 va 17 tuan. Sé thai phu dugc theo dbi
dén cudi nghién ctru & 114.

Céc thai_phu trong nhém nghién ctru hu hét déu
trong do tudi sinh dé (tr 20-35 tudi). C6 14 truwdng
hop, chiém 12,3% thai phu trén 35 tudi. Ty 1& méc
TSG téng 1&n & nhitng thai phu c6 d6 tudi I6n hon 35,
khéng lién quan dé lan the méy Dé tai nay ghi nhan 3
thai phu trong s 15 thai phu c¢6 tudi trén 35 méc TSG,
chiém 20%. Tuy nhién, dé tudi cha thai phu trong dé
tai bi anh hwéng bdi thiét k& nghién ctu. Do do, ty 1&
nay khong dai dién ty Ié,mé'c TSG & nhirng thai phu
trén 35 tudi trong quan thé.

Triéu chirng phi cé thé xuét hién trén nhirng thai
phu binh thuwong. Sy gilr nwdc sinh ly & ngudi co
thai binh thwéng va phu do bénh Iy TSG khéng thé
phan biét dwoc bang 1am sang, do do, d4u hiéu phu
khong phai la triéu chirng dé chan doan TSG, nhung
né la dau hiéu goi y quan trong dé dy doan kha ning
phét sinh nhitng réi loan tang huyét ap thai san.
Nhirng thai phu cé phtt mac TSG cao hon nhirng thai
phu khéng cé phu.

Trong nghién ctu nay, chdng t6i dirng theo doi khi
thai phu duoc chan doan TSG. Do d6, mic dd TSG
dwa vao tri sb huyet &p khéng thé hién trong nghién
clru. Nhung khi héi ctru lai nhirng thai phu trong nhém
TSG, chi ¢6 01 bénh nhan tién trién nang Ién, thanh
TSG nang, va dwoc dinh chi thai nghén & tudi thai 34
tuadn bang md dé, con cac trwdng hop khac déu theo
d&i dworc dén khi thai nhi d thang.

Lwong protein niéu dwoc chia lam 3 méc trong
nghién ctu: Dwoi 1g/l, tr 1-3g/l, trén 3g/l, twong tng
v&i cé protein niéu @ mirc do nhe, trung binh va nang.
C6 72,2% thai phu mac TSG cé protein niéu muc dd
nhe va 27,78% thai phu méc TSG c6 protein niéu mdrc
d6 vira. Khong cé trwdng hgp nao co protein niéu mirc
d6 nang. Tuy nhién, lwgng protein niéu khéng phan
anh mirc d6 nang — nhe cia TSG, do bj anh hwéng
béi thiét ké nghién ctru.

Ty 1&€ mac TSG trong nghlen ctru la 31,6%. Dleu
nay cho thay, chi dwa vao viéc sang loc cac yéu té
nguy co cua thai phu da tién doan dung dwgc khoang
1/3sb trucyng hop s& méc TSG.

2. Két qua xét nghiém PIGF

Ké&t qua xét nghiém PIGF thu duwoc trong nghién
clru co gia tri tr 29,79-174,2pg/ml. Gia tri trung binh
ctia ndng dd PIGF trong nghién ctru & 74,81 + 11,12
(pg/ml). D6 tap trung clia néng dd PIGF trong khoang
ttr 45-75pg/ml. K&t qué nay 1a phi hop véi cac nghién
clru trvdc day cua Akolear va cong sw (2011), hay
Foidart va cong s (2010).

Co6 36 trwong hop mac TSG trong nghién ctry,
chiém 31,6%. Tri s0 trung binh ctia nong dé PIGF cua
cac trwong hcyp mac TSG 14 64,75 + 6 ,45pg/ml. Tri sb
trung binh cla cac trwong hop khong mac TSG la
79,45 + 4,62pm/ml. Sy khac biét nay cé y nghia
théng ké véi p<0,05. Trong nhém thai phu mac TSG,
gia tri trung binh cia ndng d PIGF |a thdp hon nhém
thai phu khéng méc TSG. Do d6, c6 thé dung gia tri
néng d6 PIGF dé dy doan liéu mét thai phu cé hay
khéng méc TSG.

Quéa trinh phan tich s6 liéu nhan thdy ndng do PIGF
cla nhédm mac TSG tap trung trong khoang duoi
65pg/ml (24/36 trwong hop) va nhom khdéng mac TSG
tap trung trong khodng trén 55pg/ml (64/78 trwdng
hop). & day cé sw xen ké nhau & 2 mirc ndng do: 55-
65pg/ml.

Chung t6i chia gia tri clia néng dd PIGF thanh 3
nhom: Nhém 1: [PIGF] £ 55pg/ml; Nhém 2: 55pg/ml <
[PIGF] £ 65Pg/ml; Nhém 3: [PIGF] > 65 pg/ml. Xac
xudt gap TSG & 3 nhém lan lwot 14 53,3%; 36%;
19,4%. C6 sy chénh léch 1&n gilra ty I€ bi TSG gitra 2
nhém: Nhém 1 va nhém 3, tucyng trng 53,3% bi TSG &
nhém 1 va 19,4% méc TSG & nhom 3. O’ nhém 3, xac
Xuét khong bi TSG la 80,6% cho thay gla tri chan doan
am tinh cla néng dd PIGF & nhém nay la cao. Sy
khéc biét gitra ty 16 mac TSG va khong méc TSG & 3
nhém da phan chialacoy nghla thong ké v&i p<0,05.

Qua nghién ctru nay, néu dung ndng dé PIGF dé&
tién doan TSG, sé& xac dinh dwgc t 19,4% (v&i
nguwdng nong d6 PIGF trén 65pg/ml) dén 53,3% (voi
ngucyng nong do PIGF nhé hon 55pg/ml) cac thai phu
s& méc TSG trong twong lai (ty 1& duwong tinh gia 5%).
Cac nghién ctru khac dinh Iucyng nong do PIGF & cac
tudi thai I&n hon cho két qua tién doan cao hon.

Chua c6 nghién clru nao trudc day & Viét Nam st
dung ndng d6 PIGF dé tién doan TSG & tudi thai 12-14
tudn, do d6, cac két qua thu dwoc trong dé tai nay
khong cé sw so sanh véi cac nghién ciru trudc.

KET LUAN

Néng dé PIGF trung binh cla thai phu cé nguy co
TSG trong nghién ctru 1a 74,81128,12pg/m|.

Néng d6 PIGF trung binh cda nhom méc TSG la
64,75+6,45pg/ml; thap hon néng d6 PIGF trung binh
clia nhom khéng mac TSG (79,45+4,62pg/ml) v&i do
tin cay 95%.

Xét nghiém dinh lwong PIGF cho thai phu cé yéu té
nguy co TSG & tudi thai 12-14 tudn cho gia tri tién
doan TSG tir 19,4-53,3%. Can két hop voi cac xét
nghiém khac dé lam téng gia tri tién doan TSG & tudi
thai 12-14 tuan.
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