TNU Journal of Science and Technology 228(01): 415 - 422

CONCENTRATINON OF ANTI - ANGIOGENIC FACTOR INPREGNANT WOMEN
IN THE FIRST TRIMESTER OF PREGNANCY MANAGEMENT OF TEMPLE
AT THAI NGUYEN NATIONAL HOSPITAL

Le Thi Huong Lan®", Le Thi Minh Hien?, Nong Thi Duong?
1Thai Nguyen National Hospital, TNU - University of Medicine and Pharmacy

ARTICLE INFO

ABSTRACT

Received: 18/10/2022
Revised: 20/12/2022
Published: 27/12/2022

KEYWORDS

Preeclampsia

PLGF

SFIt-1 levels

Screening

First trimester of pregnancy

To determine the concentration of PLGF and SFIt-1 in pregnant women
in the first trimester of pregnancy in Thai Nguyen, the study was carried
out on 201 pregnant women at high risk of preeclampsia, and 200 normal
pregnant women with gestational age from 11 weeksup to 13 weeks and 6
days, using cross-sectional descriptive research method. PLGF and SFlt-1
concentrations were measured by chemiluminescence electrochemical
method using Roche dianostig reagent. The result showed that: the
concentration of PIGF, sFlt-1, the ratio sFlt-1/PIGF in normal pregnant
women with gestational age from 11-13 weeks and 6 days are: 70.3 pg/dl;
1371.5 pg/dl and 18.4. The concentration of PIGF, sFlt-1, the ratio sFlt-
1/PIGF in normal pregnant women in our study are different from the
reference values recommended by Roche for normal pregnant women at
10-14 weeks gestation. In which, the concentration of PIGF, sFlt-1 was
higher, whereas the ratio sFlt-1/PIGF was lower than the reference value
of Roche (p<0.05). Pregnant women at risk of pre-eclampsia at the same
gestational age: the PLGF level was 52.5 pg/dl; Sfltl: 1678, 9 pg/dl; the
sFIt-1/PIGF ratio is 28.9. The concentration of PIGF decreased, the
concentration of sFlt-1 and especially the ratio sFIt-1/PIGF increased
compared to the concentration and ratio of these factors in normal
pregnant women with corresponding gestational age (p<0.001).
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Nghién ctru nham xéac dinh néng d6 PLGF va SFIt-1 & thai phu trong quy
1 thai ky tai Thai Nguyeén, thuc hién trén 201 thai phu c6 nguy co cao
tién san giat va 200 thai phu binh thuong c6 tudi thai tir 11 tuan dén 13
tuin 6 ngay, sir dung phuong phép nghién ctru m6 ta cit ngang. Nong do
PLGF va SFlt-1 dinh lugng bang phuong phap dién hoa phat quang, hoa
chit cia Roche dianostigs. Két qua nghién ciu chi ra rang, nong do
PIGF, sFlt-1, ty s6 sFIt-1/PIGF & thai phu binh thuong c6 tudi thai tir 11-
13 tudn 6 ngay lan luot 1a: 70,3 pg/dl; 1371,5 pg/dl va 18,4. Nong do
PIGF, sFlt-1, ty sb sFIt-1/PIGF ¢ thai phy binh thudng trong nghién ciu
cua chding toi khac gié tri tham chiéu do hang Roche khuyén céo 4p dung
cho thai phu binh thudng tuan thai 10 -14. Trong d6, nong do PIGF, sFlt-
1 cao hon, trai lai ty s6 sFIt-1/PIGF thip hon gia tri tham chiéu cua hang
Roche (p<0,05).Trong nhém thai phu c6 nguy co tién san giat quy 1 xac
dinh & ciing tudi thai, ndng do PLGF 1a 52,5 pg/dl; Sfitl: 1678,9 pg/dl; ty
So sFIt-1/PIGF 14 28,9. Nong d6 PIGF giam, nong d¢ sFlt-1 va dac biét ty
s6 sFlt-1/PIGF tang so voi ndng do va ty sb nhitng yéu té nay o thai phu
binh thudng c6 tudi thai twong tng (p<0,001).

DOI: https://doi.org/10.34238/tnu-jst.6718

*Corresponding author. Email: Lanhuong.bvtutn@gmail.com

http://jst.tnu.edu.vn

415 Email: jst@tnu.edu.vn


http://jst.tnu.edu.vn/
mailto:jst@tnu.edu.vn
https://doi.org/10.34238/tnu-jst.6718

TNU Journal of Science and Technology 228(01): 415 - 422

1. Pat van dé

Tién san giat gay ra nhiéu bién chirng cho thai phu va thai nhi. Nhitng bién chirg nguy hiém
ma tién san giat gay ra cho thai phu la chay mau, rau bong non, suy gan, suy than, san giat, phu
phdi cap... gay anh huong dén tinh mang cua ca me va con. Cho dén nay, bénh nay van la nguyén
nhan hang dau gay tir vong cho me. Tién san giat ciing gay ra rat nhleu bién ching cho con: thai
chét luu, dé non, dé nhe can suy dinh dudng, tré em cham phat trién vé thé chat 1an tinh than [1].
Mac du tién san giat da duoc biét dén tir nhiéu thé ky truée nhung dé chan doan bénh, cho toi nay
chi yéu van dya vao nhiing tri¢u ching cd dién nhu tang huyét ap, protein ni¢u duong tinh va
phu. Tuy nhién, phuong phap chan doan nay boc 16 mot s6 khuyét diém nhu: chi chan doan duoc
tién san giat sém nhét o tuan 20 cua thai ky khi da xuat hién triéu chang 1am sang, dé nham 1an
trong truong hop tién san giat co tridu chimg khong day dii hoac tién san giat xay ra trén thai phu
¢6 bénh noi khoa mic trude khi co thai co triéu chung tuong ty tién san giat. Nghién cau cho
thdy yéu to phat trién rau thai (PIGF — Placental Growth Factor) c6 sy thay doi nong do trong
mau thai phu mac tién san giat, trong do PIGF giam nong do. Pac biét, su thay doi nong do nay
din ra kha sém vao khoang tuan 12 cua thai ky, do vdy c6 thé st dung chi s nay dé chan doan
som tién san giat tir truéc khi xuat hién trigu chung lam sang [2], [3] va cé gia tri chan doan phan
biét tién san giat trong nhu'ng truong hop dé nham Ian ké trén. Bén canh viéc lam xét nghiém
PIGF don ddc, ciing da c6 nhiéu nghién cau chi ra viéc phdi ‘hop 2 xét nghiém PAPP-A va PIGF,
SFLt gilp ting d6 nhay, do dac hiéu trong phat hién sém tién san giat quy 1 [3]-[6]. Day 1a loai
xét nghiém khong xam l4n va hoan toan khéng gay anh huong dén me va thai nhi. Xuat phét tir
thuc tidn do, nghién cau nay duoc thuc hién nham xéac dinh ndng d6 yéu té khang tan tao mach
mau & thai phu quy 1 thai ky tai Thai Nguyén.

2. P6i twong va phwong phap nghién cieu
2.1. Péi twong nghién cizu

Nhom nguy co tién san giat: 201 thai phu c6 nguy co tién san giat dén kham va quan ly thai
nghén tai Bénh vién Trung wong Thai Nguyén va bénh vién A Thai Nguyén.

Nhém chiing: 200 thai phu khong ¢ nguy co d&én kham va quan ly thai nghén tai Bénh vién
trung wong Thai Nguyén.

2.2. Tiéu chudn lwa chon

Déi tugng nghién ctu 1a nhitng thai phu ¢6 1 thai song tir 10 -13 tuan tudi (trong tng chidu dai dau
mang thai nhi tir 45 — 84 mm), dugc kham va quan 1y thai tai Bénh vién Trung wong Thai Nguyén.

* Tiéu chudn chon madu

Nhom thai phu binh thuong dwoc chon theo nhiing tiéu chuan sau: Thai phu khoe manh khéng
c6 céc biéu hién nghén nang, khong phu, khong tang huyet ap, protein niéu &m tinh va khong c6
tién sir tién san giat (TSG) ciing nhu yeu t6 nguy co tién san giat.

Nhém thai phu ¢é nguy co tién sdn gigt: Nhom nay bao goém nhiing thai phu c6 tudi thai 10 -
13 tuan 6 ngay va co mot trong cac yeu t6 nguy co tién san giat nhu:

- C6 thai khi da 16n tudi (> 35 tuoi).

- Hd trg sinh san

- Tang huyét &p toi da > 140 mmHg; tdi thiéu > 90 mmHg

- C6 thai lan dau/ nghén nang

- BMI> 30

- C6 tién su tién san giat hay san giat.

- Tién st rau bong non.

- Tién sir thai chét luu, thai kém phat trién trong tir cung.

- Tién st bénh than

- Tién st bénh gan
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- Tién sir bénh tuyén giap

- Miac mot s bénh ndi khoa nhur lupus ban do hé thong, dai thao duong va bénh Iy ty mién khac.

- Thai IVF.

* Tiéu chudn loai triv:

Nhiing thai phu c6 tinh trang bénh 1y sau khong dugc chon 1am d6i twong nghién ctu: Bénh
tim mach; bénh ung thu; thai phu khong dong y tham gia nghién ciu; da thai; thai phu khong
duoc lam du cac xét nghiém trong qua trinh nghién cu.

2.3. Co' méu nghién ciru

C6 méu cho nhém thai phu binh thuwong o i
V6i nhom thai phy binh thuong, ching toi s dung ¢& mau toi thiéu, tiac 195 thai phu, nhom
nghién cau chon duoc 200 thai phu du tiéu chgén.
Cé' mdu cho nhom thai phy c6 nguy co tién sdn gigt
- Chdng tdi sir dung cbng thirc sau dé tinh c& mau:
> pd-p)
N=2:,, BT
Trong d6: n: C& mau nghién cau
Z?_, - hésbtin cay, chon Z= 1,96 tuong tmg do tin cay 95%
p: X&c suit méc tién san giat cua nhém thai phu c6 yéu té nguy co. Theo nghién ctu cua
Akolekar va cong su, p = 0,18 [7] '
d = p.e (e: khoang sai Iéch mong muon chon €: 30%)
Thay vao cong thuc, ta c6: n= 195,52 .
Lay thém truong hop du trit, ta chon n = 200, thai phu c¢6 nguy co tién san giat.

2.4. Chat ligu va kg thudt ap dung trong nghién ciru

Chat liéu nghién ctru 1a 3ml mau tinh mach duoc cho vao éng khdng cé chia chat chdng dong
dé tién hanh phan tich, mau mau duoc tach huyét thanh ngay trong vong mét gio, phan tich ngay
hoic dugc bao quan ¢ nhiét do -20°C cho dén khi phan tich téi da khong qué 6 thang. Pinh lugng
PLGF, SfLt-1, st dung hda chit chinh hing Roche dianostig, phuong phap dién hoa phat quang
trén may Mién dich COBAS. Vi cac thai phu dén kham va quan ly thai nghén xéc dinh c6 yéu t6
nguy co s& duoc lya chon huéng dan dién vao phiéu thu thap sé liéu dé c6 duoc ddy du cac thdng
tin. Sau d6, phu sé dugc khdm san khoa, tinh trang toan than, xét nghiém va siéu am.

2.5. Thiét ké nghién cizu: M6 ta cit ngang

2.6. Pja diém va théi gian nghién ciru: Khoa San Bénh vién A, Trung tdm san khoa Bénh vién
Trung wong Thai Nguyén. Thoi gian nghién ciu tir thang 10/2020 -9/2022.
2.7.Chi tiéu nghién ciru: Lam sang: tudi me, tuoi thai, tinh trang toan than, huyét ap trung binh,
tién str bénh tat, tién sir thai nghén, s6 lan co thai, dinh lwong sFlt-1, PLGF, PAPP-A... siéu am..
2.8. Pao dikc trong nghién cieu: Nghién ctiiu ¢6 su chip thuan caa Hoi dong dao duc Bénh vién
Trung wong Thai Nguyén theo quyét dinh s6 534 ngay 12/4/2021.
2.9. Phan tich va xir Iy s6 li¢u: Phan tich thong ké bang phan mém SPSS 16.0. Dung phép kiém
N dé so sanh 2 hodc nhi€u ty 1¢, khoang tin cdy 95% va gia tri cua p. Murc khac biét c6 y nghia
thong ké la p < 0,05.
3. Két qua nghién ctru
3.1. Bic diém déi twgng nghién cru ‘

Mot so dac diem 1dm sang caa nhom chitng va nhdm nguy co tién san giat dugc trinh bay tai
bang 1.
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Bang 1. Mot s6 ddc diém lam sang ciia nhém chieng va nhém nguy co TSG

Nhém thai phu  Nhom chiing Nhém nguy co TSG Nhém nguy co TSG

Pic diém (n=200) (n=201) (n=201)
Tudi me (nam) (X + SD) 29,37 +5,25 27,39 +5,31 p> 0,05
Huyét ap tdm thu (mmHg) 113,06 + 3,89 118,8+7,1 p< 0,01
Huyét 4p tdm truong (mmHg) 65,25 + 6,63 75,51+ 6,16 p<0,01

S liéu tai bang 1 cho thy, lra tudi cua cac thai phu trong nhém chang ciing nhu cac chi s6
vé huyét ap tam thu, huyét ap tam truong déu trong gidi han khong c6 ting huyét ap.

Ddi véi nhdm nguy co, Ira tudi cua cac thai phu trong nhém nguy co tién san giat 1a 27,39 +
5,31 ciing nhu cac chi s6 vé huyét 4p tdm thu trung binh 1a 118,8 + 7,1, huyét ap tam truong
75,51 + 6,16, su khac biét gitra 2 nhom c6 ¥ nghia thng ké voi p<0,01.

Bang 2 trinh bay c&c nguy co cua thai phu trong nghién ctu.

Bang 2. Cdc yéu té nguy co cia thai phu trong nghién ciru

TT Yéu td nguy co S6 thai phu mic Ty 18 %
1 C6 thai khi 16n tudi (>35 tudi) 15 75
2 Thai Iuu 19 9,45
3 Tién sir tién san giat 3 1,49
4 Lupus ban do 5 2,48
5 Basedow — Suy giép - Buéu cb 36 17,9
6 Suy than — viém cau than - Soi than 15 7,46
7 Tang huyét &p 16 7,96
8 Viém gan B, C 19 9,45
9 Thai IVF (thy tinh trong 5ng nghiém) 27 13,43
10 Thai xét nghiém Double test nguy co cao 11 5,60
11 Tudi me> 35 8 3,98
12 Nghén qua muc (ndn nhiéu) 27 13,43

Tong 201 100

Qua bang 2 cho thiy, thai phu mic bénh tuyen gidp co ty 1é cao nhat trong nhém thai phu
¢ bénh kem theo cua ngudi me ¢ nguy co tién san giat (chiém 17,9%), thai thu tinh trong
dng nghiém (13,43%) va thai phu co tang huyét ap chlem 7,96%. Bén canh do, thai phu c6
tinh trang nghén nang, ndn nhiéu phai cd cham séc y té ciing chiém ty 1é 13,43%.

3.2. Nong dj PIGF, sFlt-1, 1y sé sFlt-1/PIGF nhom nguy co so véi nhom chirng
~ Céc két qua nghién ciru va so sanh vé nong do PIGF, sFt-1, ty so sFlt-1/PIGF giita cac nhom
doi tugng nghién ciru dugc trinh bay lan lugt tai bang 3 va bang 4.
Bang 3. So sdnh nong dp PIGF, sFit-1, ty s6 sFlt-1/PIGF nhém thai thwong

cua tdc gid voi gia tri tham chiéu cua hang Roche

Chi 6 Nghién ciru cia tac gia Stefan V va cong sw o
Nong d¢ (pg/mL) n Nong dé(pg/mL) n

PIGF 70,3 200 135 44 <0,05

sFit-1 13715 200 1459 44 >0,05

sFIt-1/PIGF 18,4 200 12,6 44 <0,05

Két qua tai bang 3 chi ra riang, nong d6 PIGF, sFlt-1 & thai phu binh thuong trong nghién ctru
ctia ching tdi thip hon so v6i hing Roche khuyén céo &p dung cho thai phu binh thuong. Ty sb
SFIt-1/PIGF ¢ thai phu binh thuong trong nghién ctru cuia ching téi cao hon so véi hdng Roche
(lay nghién ctru ctia V. Stefan va cong sy lam gia tri tham chiéu) [4].

Bang 4. So sdnh nong dé PIGF, sFlt-1, 1 s6 sFl-1/PIGF
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gitta nhém thai phy binh thirong va c6 nguy co tién san gidt

So sanh Nhém chéng (n=200) Nhom nguy co (n=201)
Chisb Trung vi (5% - 95%) Trung vi (5% - 95%) P
PIGF (pg/ml) 70,3 (41,3 -168,8) 52,5 (20,9 -90,9) <0,001
sFIt-1 (pg/ml) 1371,5 (798,4 — 2511) 1678,9 (781,7 — 2630,5) <0,001
sFIt-1/PIGF 18,4 (9,9 —44,8) 28,9 (14,5-93,4) <0,001

S ligu & bang 4 cho thdy, ndng do PLGF nhom thai phu nguy co thip hon nhém chiing, nong
do sFlt-1 va ty so sFlt-1/PIGF cao hon nhom chung. Sy khac biét gitta 2 nhdm c6 ¥ nghia thong
ké, véi p<0,001.

4. Ban luan

D4i v6i nhom thai phu ¢6 nguy co tién san giat, do tudi trung binh Ia 27,39 + 5,31 s0 v&i nhém
ching thay khong c6 su khéc biét co y nghia thng ké vé do tudi gitra hai nhom. Huyet ap tam thu,
huyét ap tam truong & nhém c6 nguy co tién san giat ciing cao hon c¢é ¥ nghia thong ké so vai
nhom chung (bang 1). Diéu nay 1a hoan toan phu hop boi huyet ap cao ciing la yeu t6 nguy co cua
tién san giat. Két qua nghién cau nay c6 16 truong hop huyét ép tang, chiém 7,9% (bang 2).

Két qua tai bang 2 cho thay, trong nhém thai phu nguy co tién san giat duoc khao sét, céc thai
phu thudng c6 it nhat 1 nguy co cao. Thai phu méc bénh tuyen gidp co ty 1¢ cao nhat trong nhém
bénh kém theo cua ngudi me c6 nguy co tién san giat (chiém 17,9%), tiép theo viém gan B, C,
c6 thai > 35 tudi, tang huyét ap, c6 tién sir tién san giat, thai luu, thai IVE... 1a nhitng nguy
co €ao ve6i TSG [1].

Xét vé nong do PIGF va sFlt-1 & nhém thai phu binh thuong xac dinh trong quy 1 thai ky, két
qua trong nghién ciru caa ching toi phan bd khong chuan, do vay ching toi lay gia tri trung vi,
khoang gi4 tri tham chiéu 5 - 95%. Gi4 trj tham chiéu do hing Roche Ia hang cung cap thudc thir va
phuong phép dinh lwong khuyén céo ciing 14y khoang gia tri gitra 5% va 95%, trung vi la 50% [5],
do vay chung toi ciing x4c dinh khoang gi4 tri tham chiéu cho nhém thai phu binh thuong 13 ddi
tuong nghién ctiru nam trong khoang 5% — 50% - 95%. Nhiing nghién ciu vé sy thay d6i ndng do
cua PIGF va sFlt-1 trong thai ky cho thiy, chung thay doi theo tudi thai va & mdi nhom ddi twong
khéac nhau thi su thay ddi ndy c6 nhiing dic trung khac nhau. O thai phu binh thuong, PIGF ting
dan va dat dinh vao khoang 3 thang giita thai ky ri giam dan cho dén Itic sinh, sFlt-1 kha on dinh
cho dén 3 thang gitra thai ky, song lai ting dan ¢ ba thang cudi thai ky cho den IUc sinh. So véi thai
phu binh thuong c6 tudi thai twong wng, thai phu méc tién san giat ¢ néng do sFlt-1 trong méu
tang, trai lai nong do PIGF lai giam [3]- [51, [8]- Két qua nghién ctru cua chling toi trén nhitng thai
phu binh thudng ¢6 tudi thai tir 11- 13 tuan 6 ngay c6 nong do PIGF 1a 70,3 pg/mL (41,3 - 168,8);
sFIt-1(pg/ml) 12 1371,5 (798,4 — 2511); ty s6 sFIt-1/PIGF 12 18,4 (9,9 — 44,8).

Théng thuong, khi trién khai mot xét nghiém mai thi gia tri tham chiéu 1a van dé rat duoc quan
tam. Néu xét nghiém d6 chua co gia tri tham chiéu riéng ciia phong xét nghiém thi gia tri tham
chiéu thuong st dung 1a gia tri do hdng cung cap thudc thir khuyén céo, ching tdi so sanh két qua
dinh luong ndng do PIGF, sFIt-1 va ty sb sFIt-1/PIGF caa ching t6i véi gia tri tham chiéu do hang
Roche khuyén céo khi cung cap phuong phép dinh lugng. Két qua nay cho thay gia tri nong do
PIGF cua ching t6i thap hon gia trj tham chiéu do hang Roche khuyén céo. Su khac biét nay la
c6 y nghia thong ké (p<0,05). Nong do sFlt-1 ¢ thai phu binh thuong trong nghién ciu caa chung
t6i thap hon so vdi hdng Roche khuyen cao ap dung cho thai phu binh thuong (p>0,05), va ty s6
SFIt-1/PIGF lai cao hon gia tri tham chiéu do hing Roche khuyén co va su khac biét nay la c6 y
nghia théng ké (p<0,05).

Nhu trén di trinh bay, xét vé xu hudng thay dbi nong d6 PIGF, sFlt-1 cua nhom thai phu binh
thuong trong nghién clru cua chung to1 gidong v6i xu hudng thay d6i nong d6 PIGF va sFlt-1 cua
tac gia nudc ngoai [4]. Hang Roche dua ra gi4 tri tham chiéu cho xét nghiém PIGF, sFlt-1 va ty s6
SFIt-1/PIGF 14 dya trén nghién ctru cta Stefan V. va cong su [4]. Do vay, khi so sanh ndng do
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PIGF, sFlt-1 va ty s6 sFlt-1/PIGF cua ching toi thu duoc trén thai phu Viét Nam binh thuong véi
gi4 trj tham chiéu ctia hing Roche, dong nghia v6i viée so sanh véi két qua cia cac tic gia nude
ngoai nhu Stefan V. va cong sy [4]. Gid tri tham chiéu cta chi s6 hoa sinh phu thudc vao mot s6
yéu t6 nhu: phuong phép dinh lu'ong, chung loai may sir dung dé dinh luong; tuoi, gioi cua doi
tuong nghién ctru; su khac nhau vé vung dia Iy, tép quan sinh hoat hay in udng cta quan thé dan
cu; su bién thién vé nong do chat lién quan dén chung toc..

Do vay, su sai khac vé nong do PIGF, sFlt-1 cua thai phu Viét Nam binh thuong véi gia tri
tham chiéu cua hang Roche khong phai do yéu t ky thuat. Trong céac diéu kién c6 thé anh huong
ti cac chi sé hoa sinh & nguoi binh thuong thi yéu té chung toc 1a yéu td tac dong 16n nhat gay
ra su khac biét. Gia tri tham chiéu vé nong do PIGF va sFlt-1 do hdng Roche khuyén céo la dya
trén nhirng nghién ciru vai doi tuong thai phu binh thuong thudc cac nudc Au — My [4], chinh vi
vay su khéc biét vé nong do PIGF, sFlt-1 giira nhom thai phu binh thuong ngudi Viét Nam véi
ngudi nudc ngoai ¢d 18 chu yéu 1a do su khac biét vé chung toc. Ngoai ra, ¢d thé cd mot sé yéu to
khac gay ra sy khac biét nay nhu: tudi cua ddi twong nghién ciu cua ching tdi khac véi tudi
trong nghién ctu cua tac gia khac, hodc c& mau cua ching toi khac. Tir két qua nghién ctu nay,
cho thiy nong d6 tham chiéu cia PIGF, sFIt-1 n6i riéng va cac chi s6 sinh hoc néi chung cho
ngudi Viét Nam céc phong xét nghiém nén xay dung chi sé tham chiéu cho phong xét nghiém
ciia minh. Nghién ctu nay ciing dat ra mot van d& 1 can tiép tuc nghién ciru nong d6 PIGF, sFlt-
1 & thai phu Viét Nam ¢ cac quy cua thai ky véi qui mo 16n hon theo cac vung dia ly khac nhau
trén ca nuéc nham xay dung gié tri tham chiéu phd hop véi nguoi Viét Nam. Pay la diéu kién
tién quyét cho viéc trién khai xét nghiém nay trén thuc té 1am sang ¢ nude ta. Bé dam bao d6 tin
cay cua xét nghiém, ching toi da thyuc hién ding yéu cau ky thuat caa qui trinh dinh lwong. Cac
budc chuan bi trén duoc tién hanh nghiém tic dam bao cac yéu cau dbi véi xét nghiém do hang
cung cap thuéc thir dua ra.

Dic diém nong do PIGF va sFlt-1 & nhém thai phu c6 nguy co xé&c dinh trong quy 1 thai ky
nhu sau: Qué trinh tan tao mach mau doi hoi sy tuong tac phuc tap gitra céc yéu té ting trudng
noi mac mach mau (VEGF) va yéu té phat trién rau thai (PIGF) véi céc thu thé VEGFR -1, hay
con goi 1a solubefmn like tyrosine kinase 1 (sFlt-1) va VEGFR-2 [5]. Rau thai 1a mét ngudn
phong phi cua cac yéu té tao mach nay [6]. Ngoai viéc diéu hoa can biang noi mdi mach mau,
VEGF, PIGF va cac thu thé Flt-1 da dugc ching minh 14 thanh phan quan trong trong viéc dleu
chinh su séng sot va chirc nang té bao 14 nudi phoi [8]. C6 bang chung rd rang vé su tang nong
do cua sFlt-1 gay giam nong do va hoat tinh sinh hoc PIGF va VEGF ¢ nhing thai phu tién san
giat [8], [9]. Dleu nay goi y rang, mot phan du thira sFIt-1 trong méu c6 thé cé ngu0n gée tir rau
thai. Muc ting nong do6 sFIt-1 trong mau thai phu tuong quan voi mac do nang cua tién san giat.
Trong khi VEGF va PIGF c6 ndng d6 va hoat tinh giam nhiéu ¢ bénh nhan c6 triéu chung tién san
giat nang so voi thai phu binh thuong hoic thai phu c6 triéu chung tién san giat nhe.
Chaemsaithong P. va cong su dé dua ra bang ching vé vai tro caa mé hinh sang loc TSG tir quy
1 thai ky thong qua yéu té khang tan tao mach méu [9].

S6 liéu tai bang 4 cho thdy, nong do PIGF c6 su khac bi€t c6 y nghia théng ké vé nong doé
PIGF giita nhém chting va nhém nguy co. G nhém nguy co, nong do PIGF giam dang ké so voi
nhom chung (52,5 pg/mL ¢ nhém nguy co so v6i70,3pg/mL & nhdm chang), su sai khac nay la
¢6 y nghia thong ké véi p<0,001. Nguoc lai, ndng do sFlt-1 lai ting cao so véi nhém chung
(1678,9 pg/mL & nhém nguy co so véi 1371,5 pg/mL & nhém chung), su sai khac nay ciing c6 y
nghia thong ké véi p<0,001. Két qua nghién ciru: J. H. Lim va cong sy [10] nghién cau trén 40 thai
phu sau nay tién trién thanh tién san giat, nhém ching 100, thoi diém lay mau tir 14-21 tuan thu duoc
két qua ndng do PIGF & nhédm chitng va nhém bénh 1a 179 pg/mL so véi 100 pg/mL va ndng do sFlt-
1 & nhom ching va nhom bénh 1a 2788 pg/mL so vai 4945 pg/mL. Céc tac gia khac nhu: Poon va
cong su [2], De Vivo va cong su [3]... cling thu duoc két qua tuong tu.

Nong d6 PIGF huyét thanh cua thai phu giam, thuc chat khdng phai do rau thai giam tiét chét
ndy ma su giam nong d¢ cua PIGF 1a do twong quan rang bugc giira PIGF va sFlt-1. Khi xay ra
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tinh trang thiéu oxy, rau thai s& tang tiét sFlt-1, sFIt-1 véi vai tro 1a chat khang tan tao mach méu
s& két hop voi PIGF 1am PIGF thiéu hut trong mau me. PIGF thiéu hut s& khdng con du dé két
hop véi SFIt-1 tao 16p 16t trong ndi mac mach mau. Khi 16p 16t nay bi giam hay mét s& lam cho
nhitng té bao ndi mac mach mau yéu dan va chét di gay tén thuong cac mach mau, lam xuat hién
céc trigu chimg 1am sang cua tién san giat [11].

Két qua nghién ciru vé sé sFlt-1/PIGF & thai phu €O nguy co tién sdn gidt: La nudi phoi yéu
cAu mot qua trinh tan tao mach méu de th1et 1ap mot mang lu6i mach rau thai, cudi cuing Ia tu stra
va hoan thanh cua cac dong mach xodn 6¢ dé luu thdng vai tir cung. Qué trinh phat trién va tu
sira ciia dong mach xodn oc cO mot y nghia hét sirc quan trong cho mot thai ky binh thuong [11].
Khi qua trinh nay bi 15i, tién san giat co thé xay ra. Trong qua trinh nay, mot tép hop cac té bao 14
nudi phoi bién doi k1eu hinh ndi mé. That bai cua sy chuyen d6i nay rat co thé 1a két qua cua qua
trinh khéng cung cap day du mau cho rau thai dang phat trién. Tinh trang thleu oxy dan dén thay
do1 trong qua trinh tiét cac yéu td rau thai va lam mat can bang gilta cac yéu t6 nay. Tién san gidt
gan day duge m ta nhu la mot sy mat can bang giita yéu t6 phat trién rau thai (PIGF) va thu thé
clia yéu to ting truong noi mac hoa tan (sFlt-1) [5], [11].

Sy mit can dbi giira yéu t6 phat trién rau thai (PIGF) va thu thé yéu t6 ting truéng ndi mac
hoa tan (sFlt-1) duoc thé hién qua ty sé nong do giita hai yéu té nay. Két qua nghién ciu cua
ching tdi cho thiy ty s6 sFIt-1/PIGF ¢ nhém nguy co ting cao cd ¥ nghia théng ké so véi nhom
chung (p<0,001). Ty sb nay ting & nhém nguy co 1 tat yéu boi nong do sFIt-1 trong mau & nhom
nay tang trong khi nong do PIGF lai giam. Mot sb tac gia cho rang ty s6 giita nong do sFlt-1 voi
nong do PIGF c6 gia tri kha tét trong du béo tién san giat [10] va tham chi 12 xem xét ty s6 sFlt-
1/PIGF con quan trong hon viéc xem xét gi tri cua tung yéu t6. Diéu nay theo ching ti la hoan
toan hop ly bai ching ta biét su thay d6i nong d6 PIGF va sFlt-1 ¢ nhirng thai phu sau nay tién
trién thanh tién san giat c6 dic diém: PIGF thay d6i nong do kha sém vao khoang tuan 12 cua
thai ky, trong khi d6 sFlt-1 lai thay d6i nong dé muon hon. Su thay d6i nong do sFlt-1 chi thuc su
rd truée khi khai phat tién san giat tir 5-8 tuan, trong khi dé tién san giat thuong xuét hién triu
ching sém nhat ¢ tuan 20 thai ky va da phan Ia xuat hién vao khoang >30 tuan thai ky. Do vay,
khi danh gid két qua xét nghiém o nhing thai phy, dac biét 1a & do tudi thai thap néu xét riéng
nong do tung yeu t6 s& thiy PIGF da c6 su thay dbi nong do con nong do sFIt-1 co thé chua thay
ddi hoac thay ddi khong ré rang. Lic nay, neu xét riéng nong do cua ting yéu té PIGF hay sFlt-1
s& gap nhitng kho khin va cé thé nham 1an hay bo st nhitng truong hop thuc su sé tién trién
thanh tién san giat vé sau. Song néu xét ty s6 sFlt-1/PIGF da théy ty sb nay co sy thay ddi co y
nghia va viéc xem xét danh gia, dua ra chan doan s& d& dang va chinh xéac hon [7]-[10].

Thuyc chét viéc xem xét ty s6 sFIt-1/PIGF chinh la xem xét két hop giira hai yéu t6 do va duong
nhién viéc 1am ndy cho ching ta nhiing thdng tin chinh xAc va tin cay hon. Két qua nghién ctu cia
ching t6i thu duogc ty sb sFIt-1/PIGF giita nhém chang véi nhém nguy co 13 18,4 va 28,9. Két
qua nay pht hop véi mét sé tac gia nudc ngoai nhu: J. H. Lim va cong su [10] nghién ciu trén 40
thai phu sau nay tién trién thanh tién san giat, nhom ching 100, thoi diém lay mau tir 14 -21 tuan
thu duoc ty sé sFIt-1/PIGF ¢ nhém ching va nhém bénh 1a 19,4 so véi 75,5. Rat nhiéu tac gia
khéc nhu: A. De Vivo va cong su[3],.. ciing thu duoc két qua tuong tu.

5. Két luan

Nong do PIGF, sFlt-1, ty sé sFIt-1/PIGF & thai phy binh thuong ¢6 tudi thai tir 11- 13 tuan 6
ngay lan luot 1a: 70,3 pg/dl; 1371,5 pg/dl va 18,4. Nong d6 PIGF, sFlt-1, ty s6 sFlt-1/PIGF ¢ thai
phu binh thuong trong nghién ciu cua ching téi khac gia tri tham chiéu do hing Roche khuyén
c4o &p dung cho thai phy binh thuong tuan thai 10-14. Trong d6, PIGF, sFlt-1 cao hon, trai lai ty
s6 sFIt-1/PIGF thap hon gia tri tham chiéu cua hing Roche (p<0,05).

Trong nhém thai phu co nguy co tién san giat & quy 1 thai ky, nong d6 PLGF la 52,5 pg/dl;
sFIt-1: 1678, 9 pg/dl; ty sb sFIt-1/PIGF la 28,9. Nong d¢ PIGF giam, nong do sFt-1 va dac biét ty
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s6 sFlt-1/PIGF tang so v6i ndng do va ty sd nhitng yéu to ndy ¢ thai phy binh thuong c6 tudi thai
twong tng (p<0,001).

6. Khuyén nghi

Phong xét nghiém nén xac dinh gia tri tham chiéu’cho cac giai doan cua thai ky; o tuan thai 11
— 13 tuan 6 ngay nén xét nghiém PLGF, SFLt-1 két hop thém cac tham do khac nhu siéu am
dong mach tir cung dé phéat hién sém nguy co tién san giat ¢ thai phu.
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