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[FEZ] B HF 580 b3 0T e ik 2 B 20 2 b il 4 P8 & AR K R (VEGE) BB % (aVB3) A 8L F (TF) Rk 1Y 5%
F5 ik OB e ST Dk 48 IEOR A= 18 (CNV) SR Y g 2h W 43 S 4 41, 43 00 g s 6 BR 2 R R0 %) RECZH L 2% 9] i 25 AL
A EE 2 (39,975 gokg ™) #E 4k ig 30 d JF HUAT IR BRI AT S AL GUAk S g 5, I A WK 45 B VEGF ,aVB3 , TF [ 3Rk, 45
SR BRI X BE 20 G R Pk 45 B2 21 rf VEGF ,aVE3 , TF ¥ 22 i BHPE 3¢ 3k, % [ 38 L% &5 R s 41 VEGF,aV3 , TF W &£ 55 BH o4
BB PER S . SRR PR, U 19 B AL ARG 2 2 B A ] e Bk 4 B VEFG B9 3RIE (P <0.05) , B M dm il 1 avg3 il TF
B3k (P <0.01) 3% B 4t 35 U755 70 o 20t (b 35 b 30 ) T VEGF, aVE3 Al TF B 3Rik (P <0.01) o £5i% 9 B 1 35 AL 38 2 410 <l
Jok &% JEEHh VEGF ,aVB3 , TF YR IK TP H T CNV BIE B .
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Effects of Ziyin Dihuang Wan on the Expression of VEGF
aVpB3 and TF in Rabbit Choroid Tissue

WANG Zhi-gang, HU Chun-ping, CAO Peng, YANG Jie, ZHENG Quan-xi, WANG Wei"* , SUN Li
(Laboratory of Cellular and Molecular Biology, Jiangsu Province Institute
of Traditional Chinese Medicine, Nanjing 210028, China)

[ Abstract | Objective; To study the effects of Ziyin Dihaung Wan on the expression of vascular
endothelial growth factor (VEGF) , integrin (aVB3) and tissue factor (TF) in rabbit choroids tissue. Method :
Chorodial neovascularization (CNV) model was induced by laser, and then administrated with 9.75, 39 g -kg ™'
Ziyin Dihaung Wan for 30 days and then rabbit eyeballs were performed with immunohistochemical stainingfor
determination of the expression of VEGF, aVB3 and TF in choroid. Result: Compared with the strongly positive
expression of VEGF, aVB3 and TF in model group rabbit choroidal tissue, the expression of VEGF and aVB3 and
TF was weakly positive in low, high dose Ziyin Dihaung Wan treatment groups. Ziyin Dihuang Wan at 9. 75 g -kg ™'
dose inhibited the expression of VEGF, aVB3 and TF significantly (P <0.05). Ziyin Dihuangwan at 39 g kg ™'
dose inhibited the expression of VEGF, aVB3 and TF significantly (P <0.01). Conclusion: Ziyin Dihuang Wan
inhibited CNV by inhibiting the expression of VEGF, aVB3 and TF in rabbit choroids tissue.
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U B BE D R RGO A Y T Y B A BT U Y PO
PRI i 24 JEE AL T S A8 (b 3R ) Pl PR B
P Ik 26 BB 0 JEE 5 A2 (Hh g ) B Hh AR I A OGPk
OGS AR L AN 1Y A e AL GE K 2 2 ], B
H 1 TS A R 25 IR 9T 7 L IO LT R R R TR
) X RN A R . H R AR 22 0 5 2% WY bk 2% TR A= il
B (CNV) (I8 B 5|k - A B b7 MR JFE i i) i 22
L, BT X 2 e 1Y 20 HIL SR 3 Y 2 4 4
CNV (I8 W xF T 3%k 1 36 97 1t B B A 3 2 5
o HETC &M MRS IS LA sh i B
R ok 26 58T A L4 (CNV) J2 38 H 2 48 % AH G
R E B R R A E W R, ALK A
WO GEE S CNV Zh WAL, ok W52 9% [ 7 7 -
BF) 1, 8 Lk CNV 3l ) B B 41 il K]+ VEGF ,aVpB3,
TF F 38 A48 A, B3 0T 100 B 7 B VS 1) 1
FHBLE , Ay e PR B 28 20 o 12 s 46 BE R 2 1 e IR
I RS 3 LAl o
1 ##

L1 Zh¥ Brve ==, MEmE& R, 3k 24 H (K&
(2.0+0.2) kg, W T 4 & %3, & #3E 5 SCXK
(75:)2007-0004 ,

1.2 25% UGB AL, i 24 B 30 g, A B 50
g, 5410 30 g, A 15 ¢, IH 15 g, K& 10 g, M %
10 g, LR 10 g, 8% 10 g, A S5 g, #1585 ¢, H
5 g N, R MG G A0 & vk il & dhr B v i
N 75% BRI SR B 2 R, B 10 £ & &
B, b g, UV M (60 °C) il A T B4 L TOBR
T 75% L BE R4 B2 U, B 25 1 10 A% &
B8 B I (60 C) , HCE A 5 HoA 25 44
FK R EC 2 W, BN 256 10 %55 LB, o ik, B
W (60 °C ), fmsl B0, B O Ak S te i . # ikl
WA I Wi T T e BT (325 19.5 g-mL ™) |
TLIR A8 v B 45 4 s B il 5 &= 4 it

L3 il 3.5% &z AR AHE),
0.5% =20 P IR, 0. 4% {5 & .

1.2.3 Hitk  fyed 20Uk iR g S
TEA Y TARA R A A, BS540 0 o 1l 8 N
H K AT (VEGF) bs-1313R, 41 21 X 7~ (TF) 17435-1-
AP, # {4 % (aVB3) BS-1310R,

1.3 U8} lumenis532 AU HR JE#OEHL (3 FHRHE A
2y H)) B (H A Olympus A ), Excelsion i 7K
ML, Shandon £ H# #1, RM2235 ] F #L, (¥ k% H
Thermo 3 7] ) . TIPAS-88 {443 #T & 4t (2L T Ji#

HARRNFD) o

2 Hik
2.1 FhERGIE" 24 R REdLER 6 H
IEH 4L, T4 18 Bl 0.5% 35 20 P i Bl i XL
MR IR ,0. 4% £ v 3547 MR S8 BRI , 76 42 00 100 i 4%
AR B0 (P K 532 nm) FREFL 3k T 05 15 90 K
BEOHE . BRSBTSk BBk T Oy, LA gk
A S A S T B Bruch BEROFR &L MOE SR
1% 625 ~750 mW i) 0. 1 s, YEHE B2 50 wm, &
$ 40 5 R
2.2 ETTEE RSCERR sy 4 A, 4 IE R X A
ZH AR N B 2EL 3% 9] M B AL R ) 4L L % 9 B AL
MEHRA, A 6 Ho MOERE 2 d TR 4R 25, 9
WAL AR A2, 5 4225 39,9.75 g kg ' d T,
WP AE R 10 mL-kg ™, IE % 4 MRS 4 4y ig [7] 75
B ZE MK, 35745 30 d,
2.3 JSEGEEH LU VEGF,aVR3, TF ik &
SR04 2530 d J5 , Ab B0 G, BRI BB T L E T4
T LR RRFR AL BRI 4% 22 98 T R 3 % v
4 °C R, BT AR SR IR BR BE (095 004 K ok
BE), 2 LRI K, B W], 5T A B
ZEY)H LIRS pm HEFT G0 2 U4k 2% e o K W T 4%
4141 VEGF,aVB3, TF Y fHPE Ik
2.4 FURSBT AL FE ] TIPAS-88 1443 T &
5,400 {5 HLEF T, 4 I ] A58 B AL 1 B 4% 201 52 6 TR
OG0 ISP I 55 20 40 4% 5 A LT, 40 5
R (IO 0 U G R S PR . BRSSO
Gy BB 1y BEETE 2 4, SR 3 4. LU
AR - USRS
2.5 SGiiteEhb B SRATSPSS 13.0 Git i, 24l
] e SR 7 22 40 BRI ¢ R 3, B L & = s R,
P <0.05 43t 5L .
3 R
3.1 PGB B U G IR k4 AL 41 P VEGF 33k
(O SEIR OE 0 R 4L Bk 46 B b B 6 TBURE 4R D
24 43 A0 I O B P 2 (0 B0k ) 5 S 7 X R
2H AT D Jik 4 B A AR 2 b 6 0 2 60 0B, Tk 4%
55 A T DL AR 22 3 A I A L A IR TN BE I 5 B
5 (14 BH P 2 €5 90K 5 0% )t 2 AL AR 70 e 2 o T
B JK 2 T A A Ak BE P A O R B A a4
B s AR T EAR O T A X R AL B B
/D 5 0 ) M B AL R ) A 4L T 0 2 R B O OF 41 Ik
28 W DA W /0 A B 6 0, 0 AR A7 7 9 A I A A IR
WL,
3.2 PG AU S IR K 4 B 4P aV3 E ik
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FOSZMR IE X IR A Dk 2 5 b A /0 o i) BH PR A
UKL , 52 55 FH Pk e 5 5 A TR X R 2w DL Jpk 4% M58 At
B3 0, T 246 58 A T WL AR 22 00 A LA I 5 % Bt
B AUAR | o 0 A 2L o K 26 T P A (0 (8 R e
A RO AR RSN, W2, % 1,

3.3 GBI ML R LR G IR Bk 4 IR L U TF KA Y

A ‘B C

RO IE O R K 4 R Ok 2 O 2R
AR XF M 2 AT DL Jpk 295 I B i Bk A € Ik 295 B P T
DLAR 22 0 £ 1 A8 A7 I 5 10 It AL AR 4 2 % s 5
a2 R I A I T R A € ORE L Bl A, e g R
L2555 BV, EL A0 24 2 Jok 245 58 v 249 95k BB A af
B, WIE3, &1,

ATEH B BRI CoE B L # HL 9. 75 g-kg ™' 41D, M5B b L 39 g kg 4L (& 2 ~3 [A])
B 1 %A EHIRRAKEEAL T VEGF RiXMF M (REAWL, x400)

‘B

B2 ZHAMEAIRRKERAL D aVE3 RIANF M (RBEAWL, x400)

‘B C

B3 #AMEAINRRAEKRAL S TF RIZMHME (RBEHNL, x400)

F1 kA E AR R R EA R
VEGF ,aVg3,TF RiEMBM (¥ £5,n=6)

Fiiliia

Bl VEGF/4} aVB3/ 4y TF/ 4y
/g-kg™!

H 7% %t FR - 2.0020.55 2.20£0.45  2.80 0.45

1 AR - 0.40 £0.55%  0.20 £0.45%  0.20 +0.45%

I EAL 9.75  1.20 £0.55"  0.80 £0.45% 0.40 £0.55%
39 0.40 £0.55%  0.40 +0.55% 0.00 +0.00%

W SRR X B AR P <0. 05,7 P <0.01,

MR T AT, 55 A B B ZH A LE 1 ok IR K
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1o 39 R 70 B b B AL R A 4 VEGE [ 38 /K34
AL TR S B2 (P < 0.01) , 5300 2 1% BA b 3% AL
WBEMEH T VEGF /35 (P <0.05) , % B 1 %
i 2 AR VB3 Ik AKCOF B8 35 H AR T
BEARYXH B (P <0.01) 3% BF Hb 2 JUAIS L v 9 e 2
HOTF ) 3k K 3557 W K T AL AR R 4L (P <
0.01),
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Ho BN IR A AR X, T8 ol
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RITAG o CUE B b 35 AL ) 21 B A b 1 P LR b
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%54k KA HUE R IR T4 3 Bk L EE (T D) 3
RS2 8 HR (&%) B (Ek) %2 & £
BRI R, AR, D K, TP A E 52, i
TR AT o b Jy b A 245 3R a9 B
A Hb B b B R DI 2R, RS il TS A,
TR A I % B, S R G S BH R T URCRE T 8
B, NS R B AR SRR BT DURI AT

k4 B5E CNV I8 J 2 A0 B B I BRI s 1) =
im R R AMBOF K ZR B E X CNV IE L AR
MR A 308 CNV B B E Bl R AF 58 1 355, #F 5%
AR AP T AE 45 A K AR I A B B R 4 4R
R, 0 G2 4o i A N B B K I VEGE 1 3R 3K
VEGF J& H §i #fF 55 JIF & BI04 Ty B 5 38 A9 1 45 T8 o fie
HEPF e AT AR itk i A A 3 57 O 3 P9 R A0 e
S BN SR A0 R R P A
VEGF ] LW 52 B AR A I 45 i 9% B0 o AR S g 4%
R PR B 20 Dk 45 B v VEGF 119 58 FH 1 3% 35 i
HET CNV 1 % A, T % B M 3 L P A ) i 41k
VEGF (363K & 35 IL T AL ARV, I H ik 4% B 20 21
() CNV JE it R B 5 F 0k 3% W 70 B b oh 3 ot
) Bk 2 B4 20 VEGE B2 3K 2 3 ROE 75 S 19
CNV JE B — A B A

aVB3 K TF 7& CNV i3RIk, 78 1 19
O 5% % Jk 245 Fs 1fi 5 AR /0 B8 2R 3k il s M ] aViB3
24 PR 1) 2 38 ok 103 2B i A 14 A g 2B e
FRTHT CNV BESE A B8 7 A IF 58 285 52 2 % 9
b LA T R R ks B 2R TF 2 aVB3 /K-,
22 B35 ) Wb B L8 S B0 ) TF Bz aVB3 1Kl 2
MHOEIE S CNV BRI L

A FELE R LR, 9 o B AL o S0 ] VEGE,
TF ke aVB3 BB M 7 HOLVE S 1% CNV 1P
J, ASBIRSE 25 5 D i R el P 92 B9 s B R 7 LGS
B IR ME T HIE LA,

[ &% 3Tk ]

[1] Dobi E T, Puliafito C A, Destro M. A new model of
experimental choroidal neovascularization in the rat[ J].
Arch Ophthalmol 1989, 107(2) . 264.

[2] REfEERMMEEELIM]. B KRS HR
#t, 2006 1.

[3] Espinosa Heidmann D G, Suner I, Hernandez E P, et
al. Age as an independent risk factor for severity of
experimental choroidal neovascularization [ J]. Invest
Ophthalmol Vis Sic, 2002, 43(5) :1567.

[4] Oh H, Takagi H, Takagi C, et al. The potential
angiogenic role of macrophages in the formation of
choroidal neovascular membranes [ J ] Invest Ophthalmol
Vis Sci, 1999.:40(9) :1891.

[5] Kwak N, Okamoto N, Wood J M, et al. VEGF is a major
stimulator in model of choro ldal neovascularlzationl [ J].
Invest Ophthalmol Vls Scj,2000, 41(10) :3158.

[6] B =ik, Jedls, BRafk. 4R Ve HEH T K&
LA PN B2 A0 PN B2 200 M 7 S 38 1 K 4 R A 1l 4
fFak (1], R R, 2009,34(8) :762.

[7] Volpert O V, Zatchuk T, Zhou W, et al Inducer-
stimulated Fas targets activated endotheltum for
destruction by antt-angtogentc thrombospondin-1 and
pigment epithelium-derived factor [ J]. Nat Med,2002, 8
(4) :349.

(8] XUk, <. (3R b s AN AT A IR 7 72 IR B v i 45
[J]. EPRIRFIARE, 2004,4(3) : 397.

[9] LiuII, RenJ G, Cooper W L, et al. Identification of
the anttvasopermeabtlity effect of pigment epithelium-
derived factor and its active site [ J] Proc Natl Acad Sci
USA, 2004, 101(17) :6605.

[ DT 5]

- 163 -



