< 936 - doi 10.3969/j.issn.1673-4254.2016.07.11 J South Med Univ, 2016, 36(7): 936-940

EAibff5T

E. NR8383

x| gt g L EMELM L E R ARL &

oy ERRFEHTERaFHARES PO, a4, 7 & M 510515

HE. BR HITHTIRE E(PGE,) Xk FUE M4 ik NR8383 it & i M4 PN Kz AR 1 IR T~ (VEGF) BRI FH LA X A e
Jok N Bz 2 (HUVEC) #a kA s . 735% 3 %5% 0.1 nmol/L PGE,.1 nmol/L PGE,.1 nmol/L PGE,+10 nmol/L EP2 {44
#1139 AH6809+10 nmol/L EP4SZ {4413 AH23848 AbFH (1) NR8383 ZHJIAE 4% SLub2H , Yot 245 PGE, LA N U S 32 k4 )
FILL B NR8383 4 /E A %f HEZH , 5% FH Western blot F11 qPCR 75 ¥4 4% 2H NR8383 4l fits 1) VEGF 45 11 A J2 mRNA [ 253k 7k
AR DL A AL FRZE (AR RS SR VS Sl HUVECS, iz Fl TRANSWELL /)Vas  Matrigel Jise 20 i il SE i 45 S 65 12
WML PGE, I E WA xt HUVEC iEAS RN MR RE T ARE . 455 Fifizs NR8383 UL F= M - A PGE, e 4 &, HL
VEGF % 1335 F1 VEGF mRNA fi 225 /K1 i 25 T3 (P<0.05) ;0.1 nmol/L .1 nmol/L PGE,ZbF#izt ) NR8383 4 fitt 1% 75 15
AJ DL I HUVEC AR )/ NE TR, T2 IV T RS PG E AR BV BE () HE i i (P<0.05) ;s HUVECs it iz st
Rt PGE ACFIR 1 i /N [FI AR B 3858 , HUVECs A TL A8 i 0 25 5 (P<0.05) s 1 9% & B PGE A E5-1E (1) EP2/EP4 3214k
Y3 AHB809/AH23848, 1T L I 3% 411 il PGE, 1 5 NR8383 21 i N VEGF mRNAs & 1% i /F i I HLt {2 41 ] PGE, 3 3
NR8383 4l i {1l HUVECs A4S AL BE 11 AU (P<0.05) . 451 PGE, Rl LA i A NR8383 4Jifd #2 i X i (1Y) EP2/EP4 Z {4
Ve VEGF AY-Ehl, A7 HUVEC AL FI A 250

SRR FIFI IR E, 3 BRI I 15 200 ik NR8383 5 A ik I 457 P B2 4 5 1465 o i A K R -

Media of rat macrophage NR8383 cells

with prostaglandins E.-induced VEGF

over-expression promotes migration and tube formation of human umbilical vein

endothelial cells
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Abstract: Objective To investigate the effect of prostaglandins E. (PGE.) in enhancing vascular endothelial growth factor
(VEGF) expression in a rat macrophage cell line and the effect of the media from PGE;-inuced rat macrophages on
angiogenetic ability of human umbilical vein endothelial cells (HUVECs) in vitro. Methods Western blotting and qPCR were
employed to investigate the expressions of VEGF protein and mRNAs in rat macrophage cell line NR8383 stimulated by PGE.
in the presence or absence of EP2 receptor inhibitor (AH6809) and EP4 receptor inhibitor (AH23848). Conditioned
supernatants were obtained from different NR8383 subsets to stimulate HUVECs, and the tube formation ability and migration
of the HUVECs were assessed with Transwell assay. Results PGE, stimulation significantly enhanced the expression of VEGF
protein and mRNAs in NR8383 cells in a dose-dependent manner. The supernatants from NR8383 cells stimulated by PGE,
significantly enhanced tube formation ability of HUVECs (P<0.05) and promoted the cell migration. Such effects of PGE, were
blocked by the application of AH6809 and AH23848. Conclusion PGE. can dose-dependently increase VEGF expression in
NR8383 cells, and the supernatants derived from PGE,-stimulated NR8383 cells can induce HUVEC migration and accelerate
the growth of tube like structures. PGE, are essential to corpus luteum formation by stimulating macrophages to induce
angiogenesis through EP2/EP4.

Key words: prostaglandin E,; rat pulmonary alveolar macrophage NR8383; human umbilical vein endothelial cell; vascular
endothelial growth factor
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Fig.l VEGF protein expression in NR8383
cells treated with different concentrations of
PGE.. Lane 1: Negative control group; Lane 2:
0.1 nmol/L PGE,; Lane 3: 1 nmol/L PGE..
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Fig.2 VEGF mRNAs expression in NR8383 cells treated
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Fig.3 Migration ability of HUVECs treated with
supernatants derived from NR8383 cells stimulated by
different concentrations of PGE2. A: NC group (Original
magnification: x200); B: 0.1 nmol/L PGE, group (x200); C:
1 nmol/L PGE, group (x 200); D: Average number of
HUVECs migrating across Transwell filter. *P<0.01, **P<
0.01 vs NC group.
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Fig.4 Tube formation ability of HUVECs treated with
D

supernatants derived from NR8383 cells stimulated by
different concentrations of PGE.. A: NC group (Original
magnification: x4); B: 0.1 nmol/L PGE, group (x4); C: 1 nmol/L
PGE; group (x4); D: Formation of network-like structures by
HUVECs. *P<0.01, **P<0.01 vs NC group.
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Fig.5 AH6809 combined with AH23848 inhibits VEGF mRNA expression in NR8383 and blocks tube formation and migration of HUVECs.
A: Average number of migrating HUVECs. AH6809 and AH23848 was used as antagonists for PGE, (Original magnification: x 200); B:
Formation of network-like structures by HUVECs treated with the conditioned supernatants (x4); C: Expression of VEGF mRNAs in cells
treated with PGE, alone or in combination with AH6809 and AH23848. *P<0.01 vs 1 nmol/L PGE. group.
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