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TOM TAT

Muc tiéu: Banh gia biéu hién cia VEGF-R1 va VEGF-R2 & bénh nhan (BN) song thai, don thai
va don thai c6 hoi chirng dai xo bubng i tai hai thoi diém quy 1 va quy 2 thai ky trong méau
ngoai vi ciia ngudi me. Déi twong va phwong phap: Xac dinh néng d6 VEGF-R1 va VEGF-R2
trong huyét twong ngudi me bang phwong phap ELISA. Két qua: VEGF-R1 ting cao & nhém
song thai so v&i nhém don thai tai ca hai thoi diém quy 1 va quy 2 cda thai ky. Ngwoc lai,
VEGF-R2 & nhém don thai cao hon so véi nhdém song thai va chi cao hon tai quy 1 cda thai ky.
Khéng thay sy khac biét VEGF-R1 va VEGF-R2 gitra nhém don thai va nhém don thai ¢ hoi
ching dai xo budng 6i. Két luan: VEGF-R1 va VEGF-R2 c6 vai trd quan trong trong diéu hoa
va &n dinh mach & cac thai déi va thai don.

* Tlr khéa: VEGF-R1, VEGF-R2; Thai ky; Dai xo budng 6i.

Serum Level of VEGF-R1 and VEGF-R2 in Pregnant Women with
Amniotic Band Syndrome

Summary

Objectives: To evaluate the expression of VEGF-R1 and VEGF-R2 in patients with amniotic
band syndrome at the first and second trimesters of pregnancy. Subjects and methods:
To determine VEGF-R1 and VEGF-R2 level in maternal plasma by ELISA. Results: VEGF-R1
levels were higher in a twin pregnancy compared to a single one and were higher at both first
and second trimesters of pregnancy. In contrast, VEGF-R2 levels were higher in single compared to
twin pregnant women, and were only higher in the first trimester of pregnancy. No difference in
VEGF-R1 and VEGF-R2 levels were observed between women with and without amniotic band
syndrome. Conclusion: VEGF-R1 and VEGF-R2 play an important role in vascular regulation
and development in twin and single pregnancies.

* Keywords: VEGF-R1, VEGF-R2; Pregnancy; Amniotic band syndrome.

DAT VAN BE nhiéu hon & thai déi so véi thai don [1].

Trong qué trinh mang thai, nhitng bién ~ Trong do, dai xo' buong Gi la mét trong
chtng chu sinh nhu sinh non, thai chét lyu, Nheng bién chiing nguy hiém va dé lai
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sw pha v&, bién dang va di tat cac co
quan cua thai nhi v&i ty Ié wéc tinh trong
1.000 - 15.000 ca sinh sé c6 1 ca bi dai
xo' budng &i va 1 trong 70 ca sé c¢6 thai
chét lwu [2]. Sw xuat hién nhiéu soi dai
trong budng i bam vao va quén lay thai
nhi, tao thanh cac vong co that dan toi sw
co that cac co quan dang phat trién binh
thwong, mot sb trwdng hop nghiém trong
c6 thé dan t&i gian doan mach va cét cut
cac cAu trac lién quan cua co thé. Sy két
dinh dai xo ngay ca khi khéng bi that lai
cling c6 thé dan tdi nhirng tac dong co
hoc bat loi lam bién dang cac co quan
lién quan. Trong mét sé trwong hop, cac
cu tric bi &nh hwéng la cac co quan ndi
tang bén trong du c6 mang i nguyén ven
vé mat ciu tric méd hoc. Nhirng truwdng
hop nay cé sw gian doan Iwu lwong mau
cta thai nhi nhung khéng lién quan dén
cac dai xo. Sy anh huwédng t¢i cac mach
mau nay cé thé do két qua cua viéc tiép
xic v&i misoprotostol trong 3 thang dau
[3]. Nguyén nhan cuta hoéi chirng dai xo
budng 6i c6 thé khéng phai la sw hinh
thanh dai 6i ma la qué trinh da yéu t6 gay
ra di tat, dac biét la sw tén thwong mach
méau va xuat huyét co thé 1a nhirng yéu td
trung tam [4].

Trong qua trinh thu thai, hinh thanh va
phét trién cla thai nhi, hé& mach mau nhau
thai dong vai tro vé cung quan trong. Mét
trong nhitng yéu t6 sinh mach dwoc tiét
ra tr cac té bao nhau thai me d6 la ho
VEGF - yéu t6 tang trwdng ndi mé mach
mau [5, 6]. Ho VEGF gdm 5 thanh vién 1a
VEGFA, VEGFB, VEGFC, VEGFD va yéu
t6 tang trwéng nhau thai (PGF). VEGF
thwe hién vai trd ctia minh béng kha nang
lién két voi hai thu thé VEGF-R1 (FlIt-1) -
thu thé &c ché sinh mach va thu thé
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VEGF-R2 - thu thé tang sinh mach.
VEGF-R2 dwoc goi 1a thu thé tang sinh
mach vi VEGF-R2 truyén tin hiéu gilp
duy tri cac té bao ndi mé, ting sinh cac té
bao mach mau dan t&i sy phan nhanh
cua mach mau va cac mao mach [7].
Nguwoc lai voi VEGF-R2, hoat dong cua
VEGF-R1 lam gidm tang sinh té bao va
can céc td chirc phan nhanh cung mang
lwéi mao mach phat trién bang cach gan
d&c hiéu véi cac yéu té6 VEGF, khi VEGF
lién két dac hiéu véi VEGF-R1 sé& khong
con kha nang kién két voi VEGF-R2 [6, 7].
Sy twong tac cua VEGF-R1 va VEGF-R2
véi VEGF mang dén trang thai can bang
trong qua trinh hinh thanh mach mau
nhau thai, gitp thai nhi phat trién 6n dinh.
T nhivng ly do trén, ching t6i tién hanh
nghién clru ndy nham: X4c dinh néng dé
hai thu thé VEGF-R1 va VEGF-R2 & céc
nhom BN song thai, don thai va don thai co
héi chirng déi xor bubng 6i, dong thoi danh
gia murc dé biéu hién cia VEGF-R1 va
VEGF-R2 trong tirng nhdm nghién curu.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciu

30 BN don thai c6 hdi chirng dai xo
budng 6i, 30 BN don thai khéng cé hoi
chirng dai xo budng 6i va 31 BN song thai
tai Bénh vién Phu san Ha Noi. BN nhdm
don thai cé héi chirng dai xo bubng bi va
don thai khéng dai xo budng &i dwoc lay
mau ngoai vi tai hai thdi diém quy 1 (n = 30)
va quy 2 (n = 30) cla thai ky. Trong sb
31 BN song thai ¢6 31 mau mau thu thap
tai thvi diém quy 1 va 18 mau méu thu thap
tai thoi diém quy 2 cla thai ky. Quy trinh
lAy m&u va cham séc BN tuan thd quy
trinh ctia Bénh vién Phu San Ha Noi.
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2. Phwong phap do néng dé VEGF-R1 va VEGF-R2 bang ELISA

M&u mau ngoai vi ca BN duwoc ly tm lay huyét twong, sau d6 bao quan tai nhiét
dd -80°C va bd ra ngoai nhiét dd phong khi st dung. Néng dé cta hai thu thé VEGF-
R1 va VEGF-R2 duoc xac dinh bang phwong phap ELISA. Néng dé VEGF-R1 dwoc
dinh lwong bang kit VEGF Receptor 1 (Soluble) Human ELISA Kit (Invitrogen). Nong
dé VEGF-R2 dwoc dinh lwgng béng kit VEGF Receptor 2/KDR Human ELISA Kit
(Invitrogen). Quy trinh va thao tac xac dinh néng d6 tuan tha theo hwéng dan chi tiét
clia nha san xuét.

* Xt ly s6 ligu:

Két qua dwoc nhap va xi ly bwéc dau trén Excel 2013, sb liéu sau xir ly dwoc phan
tich bang phan mém SPSS v.20. Sy khac biét gitra cac bién dinh lwong phan bb
khéng chuan dwoc kiém dinh bang phuwong phap Mann-Whitney U test va Wilcoxon
test, khac biét cé y nghia théng ké khi p < 0,05.

KET QUA NGHIEN CUU
1. Nong dé VEGF-R1 va VEGF-R2 & BN don thai va song thai
Néng d& VEGF-R1 & nhém song thai cao hon so véi nhém don thai (hinh 1.1).

Tai hai thoi diém quy 1 va quy 2 cda thai ky, ndng d6 VEGF-R1 & nhém song thai cao
hon so v&i nhém don thai (hinh 1.2-1.3).
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Hinh 1.1:Néng d6 VEGF-R1 & BN
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Hinh 1.2: Néng d6 VEGF-R1 & BN don Hinh 1.3:Néng d6 VEGF-R1 & BN don
thai va song thai quy 1 thai ky. thai va song thai quy 2 thai ky.
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Nguoc véi VEGF-R1, ndng dd VEGF-R2 & nhém don thai cao hon nhém song thai
(hinh 4.4). Tai quy 1 cla thai ky, néng d6 VEGF-R2 & nhém don thai cao hon so véi

nhém song thai. Tai quy 2 cla thai ky, néng d6 VEGF-R2 gitra hai nhém khdng khac biét
(hinh 1.5-1.6).
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Hinh 1.6: Néng d6 VEGF-R2 & BN don
thai va song thai quy 2 thai ky.

2. Nong dé VEGF-R1 va VEGF-R2 & BN don thai c6 héi chirng dai xo budng 6i
va khéng dai xo buéng bi

Hinh 1.5: Néng d6 VEGF-R2 & BN don
thai va song thai quy 1 thai ky.

Nong dd VEGF-R1 nhém BN don thai ¢é héi chirng dai xo bubng 6i va nhém BN don
thai khong dai xo budng i khdng khac biét co y nghia (hinh 2.1). Tai thoi diém quy 1 va
quy 2 cla thai ky, nébng d6 VEGF-R1 gitva hai nhém khéng khac biét (hinh 2.2-2.3).
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¢6 hdi chirng dai xo budng Oi va
khéng dai xo budng 0.
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hdi chirng dai xo buong 0i va khong dai héi chirng dai xo budng 6i va khong dai
xo buodng 6i quy 1 thai ky. xo budng 0i quy 2 thai ky.

Nong d6 VEGF-R1 nhém BN cé hdi chirng dai xo budng 6i va nhém BN khong hoi
chirng dai xo budng 6i tai hai thoi diém quy 1 va quy 2 cua thai ky khéng khac biét
(hinh 2.4 -2.5).
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Hinh 2.4:Néng d VEGF-R1 & nhém BN Hinh 2.5:Néng d6 VEGF-R1 & nhém BN
c6 dai xo budng bi. khéng dai xo bubng bi.

Nong d6 VEGF-R2 nhém BN c¢6 hdi chirng dai xo budng 6i va nhém BN khéng dai
xo' budng i cling khéng khac biét ¢é y nghia (hinh 2.6). Tai hai théi diém quy 1 va quy 2,
néng dd6 VEGF-R2 gitra hai nhém khdng khac biét (hinh 2.7-2.8).
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Hinh 2.6: Néng d6 VEGF-R2 & nhom cé
hoi chirng dai xo budng 6i va khéng dai xo
budng bi.
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khéng dai xo budng oi quy 2 thai ky.

Tai hai thoi diém quy 1 va quy 2 cda thai ky, néng d& VEGF-R2 nhém BN c6 hoi
chirng dai xo budng 6i va nhém khéng hoi chirng dai xo budng bi khéng khac biét

(hinh 2.9 -2.10).
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Hinh 2.9: Néng d6 VEGF-R2 & nhém BN
dai xo budng bi.

BAN LUAN

Qué trinh hinh thanh mach la qua trinh
khong thé thiéu trong sw phat trién cla
thai nhi. Nghién ctu cua chung t6i danh
gi4 ndng d6 cla yéu té hinh thanh mach
VEGF-R1 va VEGF-R2 & thai phu mang
song thai va don thai. Két qua cho thay
néng d6 VEGF-R1 & nhém song thai cao
hon so v&i nhém don thai tai cad hai thoi
diém quy 1 va quy 2 cla thai ky. Ngwoc
lai, nbng d& VEGF-R2 & nhém don thai
cao hon so v&i nhém song thai. Tai thoi
diém quy 1, ndng d6 VEGF-R2 nhém don
thai cao hon so v&i nhém song thai, con
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Hinh 2.10: Néng d6 VEGF-R2 & nhém BN
khéng dai xo budng bi.
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tai thoi diém quy 2, khéng nhan thay sy
khac biét cé y nghia.

Trong qua trinh hinh thanh va phat
trién cuta thai nhi, VEGF dwoc co thé me
tiét ra dé tham gia qué trinh hinh thanh
mach trong ndi mac tl cung [5, 8]. Sw
biéu hién qua mec cta VEGF & ndi mac
tlr cung dan t&i khé thu thai, tang sy thai
va bién dang mach mau lan réng trong
nhau thai, dac biét 1a kénh ndi tinh mach -
tinh mach gitra me va thai [8]. D& hép thu
va loai bé cac VEGF dw thtra, trong nhau
thai tiét ra VEGF-R1 cé nhiém vu lién két
dac hiéu véi cac VEGF ngan chan sy
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lién két ctia VEGF v&i VEGF-R2 l1am giam
va ngan chan céc triéu chirng do VEGF
biéu hién quéa m&c gay nén. VEGF-R1
dong vai trod thiét yéu trong viéc duy tri
tinh toan ven cia mach mau trong nhau
thai bang cach lién két voi cac VEGF tw
do cla ngwoi me [8]. Bay ciing la nguyén
nhan néng d6 VEGF-R1 tang dot ngot
trong thai ky va giam nhanh sau khi sinh
[9]. VEGR két hop véi VEGF-R2 kich
hoat qua trinh tao mach trong ndi mac t
cung dan t&i tao mach cung cép dinh
duéng cho sy phat trién cla thai nhi. So
véi thai don, thai d6i can nhiéu duéng
chat hon dé cé thé phat trién, do dé dap
&ng cha co thé me dan t&i viéc san xuét
VEGF cao hon. Nghién ctru cta chung téi
dwa ra két qua phu hop khi nhan thay
néng dé VEGF-R1 & nhém song thai cao
hon so v&i nhém don thai, nguoc lai
néng d6 VEGF-R2 & nhém song thai thap
hon so v&i nhém don thai.

Nhirng bién chirng chu sinh Ia hau qua
clia qué trinh tén thwong hay bat thwong
trong hinh thanh mach trong qua trinh
phét trién thai nhi gay ra. Mét trong nhirng
yéu td dan t&i hoi chirng dai xo budng 6i
c6 thé l1a sy tdn thwong mach mau va
xuét huyét 1a nhirng yéu té trung tam [4].
banh gia mwc dé biéu hién ctia VEGF-R1
va VEGF-R2 trong nguwdi me & nhdém cé
héi chirng dai xo budng 6i so v&i nhém
khong cé héi chirng dai xo budng 6i, két
qua khong c6 khéac biét vé ndng do
VEGF-R1 va VEGF-R2 tai cad hai thoi
diém quy 1 va quy 2 cla thai ky. Dai xo
budng &i dwoc cho la cé nhiéu nguyén
nhan gay ra, nhu thiéu 6i, tang huyét ap
thai nhi, & tré tinh mach, chén ép thai nhi
va thiéu mau cuc bd cuda thai nhi cho con

co t&r cung [10]. Co ché bénh sinh trong
mé hinh & thé ciing cho thdy sw xuét
huyét thoat mach t» cac mach néng cua
mang i thai nhi, sy gian doan cla cac té
bao biéu sinh bao phi mang 6i va phoi
cung véi cac té bao trung mo lién ké va
néi mé clia cac mach mau phan bé mat
mang 6i. Sy gian doan cac té bao nay
cla cac mo 14 nguyén nhan dan toi sw
xuét hién cta céc dai bi [4].

KET LUAN

Néng d6 VEGF-R1 trong ngudi me &
nhom song thai tang so v&i nhém don
thai tai c& hai thoi diém quy 1 va quy 2
cua thai ky. VEGF-R2 & nhém don thai
cao hon so v&i nhom song thai tai quy 1
cua thai ky. VEGF-R1 va VEGF-R2 c6 vai
trd quan trong trong diéu hda va 6n dinh
mach & cac thai dbi va thai don.
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