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Relationship between the expression of HPSE . VEGF with clinical pathological characteristics in gastric carcinoma

Chen Jinzhang , Xie Jianming ,Li Aimin , Zheng Hang ,Luo Rongcheng”
(Oncology department , Nan fang Hospital , Southern Medical University ,Guangzhou 510515, China)
Abstract: Objective To investigate the expression of heparanase (HPSE) ,vascular endothelial growth factor(VEGF)in gastric
The expression of HPSE, VEGF in gastric
cancer were studied by immunohistochemical technique with their relation to follow up data, analyzed their detect outcome with
HPSE and VEGF proteins were detected in 57. 3% (59/103) and 46. 6% (48/103) amongst

the 103 tissue samples of gastric adenoma patients, respectively. Both proteins were undetectable using this method in the 20 healthy

cancer and their relationships with clinical pathologic characters and survival. Methods

clinical pathologic characters. Results

control samples. There is no significant correlation between HPSE, VEGF protein expression and the patients’ gender,age,size and
site of the tumor and the degree of differentiation(P>>0. 05). HPSE and VEGF protein expressions correlate with tumor's infiltra-
tion depth,lymph node metastasis,distal metastasis and pathological stages(P<C0. 05). The median survival time for patients with
HPSE or VEGF protein expression is 12. 0 months and 11. 0 months respectively. The difference is statistically significant( P<Z0.
05)compared to HPSE or VEGF negative patients whose median survival time is 70. 0 months. The expressions of HPSE and
VEGF proteins are positively correlated in gastric cancers(r=0. 675, P<C0. 05). Conclusion The results suggest that the high ex-
pression of HPSE, VEGF is an useful tool for providing information about the malignant degree, prognosis,and may be as a gaiding
in targeted therapy selection for patients with gastric carcinoma.

Key words: stomach neoplasms;vascular endothelial growth factor A;immunohistochemistry

PR R R BRI R G R . BT, B O R B
it RSk R, R B AR E R IZ T NG
W FAR BT S BOH BT F AT F R R RE R
FUGE BB ETUR KR AR R 4R
P2 A L SO I A RO R T R ORI TS 98 AR 2 2 AT
BT R B 2Ty ] BN A 92 4 Ak 2 A 3T 43 A 2 T I
Z fiff (heparanase, HPSE) #1145 N | 4= K A T (vascular endo-
thelial growth factor, VEGEF) 78 B i 41 23 F0 1E % B 2 i 41 20
HH R R 3R B 5 I R s B AR 1 OC 2R L S5 R RE I R .

1 #EREHE

1.1 — ¥R 345 2000 4F 1 A = 2004 4F 1 EABEFA
VIR I 2905 B 12 O H B 1 S5 A8 103 B iRyT 4. 55 67 4,
1 36 B ;IR 31~78 %, -1 (57.97+12.28)% ., M H IR
SEE I IE V) A b BEHL AN AR 20 4] X AR AL 55 13 fL &
70 AE RS 32~72 % FH(57. 95511, 83) %, Kl Bk ] Oy 2
~6 4,

1.2 {F A MAB-0243 Mouse Anti-VEGF (i M 41

A

A J@IIEE . Tel: (020061641651 ; E-mail: luorc01@163. com,

W R IF A R E D, BA1630R abbit Monoclonal anti-
HPAGRI M A TRAR AR . AMO R HLGL %R,
AS325) 5 1448 (Olympus BX40) 5 H $fE 5T 1R 46 C 1 I BR gk
By gt —T )

1.3 ik LU R A EliVision™ Z 5 vk B
PEL BN (1065 CHH 2~4 hy (2) 47 8547 F 1B i 2 7K 5 (3)
ZIRK PR 2 ming (OBLFAE E W Y) R B T Mo 02 5k 22 ob
W (pH 6. 0) H1, ZET & 850 W A Hp A 11 min, it 2 %
5 FAZE K WYk 2 ming (520 F 3% H, O, H, #E T % 350
W B b v B 3 2.5 min, AT B PR M 0 STk W I A TS
P (6)ZEIHK WPk 2 min; (7)PBS w1k, 2 minX 3 1K ; (8) & M
—HLTAEW .37 CHEE 1 h; (DOPBS 1.2 minX 3 3K ; (10) 7
fik 7] 1(polymer helper) .37 ‘CHEE 20 min; (11)PBS w2
minX 3 ¥ ; (12) 7 ik 7 2 (poly peroxidase-anti-mouse/rabbit
1gG),37 ‘CHFH 30 min; (13)PBS wi¥k .2 minX 3 ¥ ; (14)DAB
B 5 min; (15) BRAK T4 Pk, B AR EW] B h .
14 PFFIARUE 910 - 20 0 058 J0 A% 3 €0 JOUREBE T 0 5 B < 2



2630

JHLJBE A B0 UL R T U . g 1 40 g R 5K U R JC BH A i
(=)W BRI 0 L3RR IR /N F 1026 () A iR 1
Feak s FHPEAN B 1096 ~50% (+ ) kil 2 gLk, FE
iR 5 50 % (4 ) BRIR Y 3 Rk,
1.5 St R y° K23 Fisher's K51 # % i% ) Kap-
lan-Meier 3, 4= 77 8 th £ S & 4 19 b %8 ] Log Rank ( Mantel-
Cox) B HEAT 43 1T 5 45 048 b5 22 35 19 40 5% LA Spearman 4§ 25 AH
RGBT I RN A 35 5 L COX [l T % 45 I 48 b B X 3R 5k 2 45
WG 5 A R R AT 4 B, P<<0. 05 22 /A 4e it
2 % ES

103 B © 9% 4 4 HPSE, VEGF B 1 % 35 R 4 9 A
57.3%(59/103) .46. 6% (48/103) . WLIE IV & 1, HPSE,VEGF
GHREE SUNCN AL R I8 N [y NN S AN A -
BEEAC(P>0.05), 5 MR i R B Ok O 245 5 7% i 4k
568 M R 4> W AH 26 (P<C0. 05), HPSE,VEGF % 19 3234 I
P B H AL AR AR (] 4 0k 1210 A H L B P A S AL 2R AE B
[ 4 70 4~ H ; HPSE . VEGF 33k FH 1 i 5 B M 58 4 A st
(] (2% 5 Bt 8 X (P<<0. 05,8 2.3), M4 HPSE &
H#ik Y VEGF & H &k R IEM & (r=0. 675, P<0.05),

1.0
T
3 BA %
= 0.8 T OBRE - 8
N BAtE - #0iR
it
Lt
1F 0.4
0.2
0.0
T T T T T T T T
0 10 20 30 4 5 60 70
AFRTECHD

2 BEALAT HPSEZEARIEEEEFERENXER

10
| VEGF
‘~ i
2 0. 8 | T OBAYE - %
. w A - 33
it L
I’ 0. 6 L
Foa
= i
0.2 ——
0.0
T T T T T T T T
0 10 20 30 4 50 60 70
AfFRTE (A)D

B3 BEARAT VEGF EAREELEFERENX R

3 i

B W5 W, HPSE 1 VEGF W] {E 2 5 % 40 4 80 . #5 #
DL BTG A AR . ARTRIT S R 5 2 HI4F . HPSE & —Fp g
ZLR A A R T HLS 5% i P UM S L R A L R (R 2R
SR B A A AR R e A AR EE A AR D 2 iR At
WGBSR W RS R THRROBMTFREA S
## . heparin sulfate proteogly can, HSPG) #% 0> 73 T _E#RER JIF 2
B — 2 P UTRE A, BTN A AR T TR R B IR
AU HPSE B %k, B 441 HPSE £ ik

FEREF 201159 A% 40 5% 26

5 PR A BRI R R bk EL S B R IEAH ¢, HPSE 3 Rk 19 5%
B

VEGF 2 T % 092 158 A= B 76 B Jgd i 58 % B v e 3
TR . I BE AT 2% 3SR A 2% 38 5 1 R . O SR Bl L &5
=N N E R RN SN R N Y I B R I A
52 I 9 0 98k LR S bl 4 20N VEGF mRNA 2 5 i 35, i
I AN ML 43 WA ¥ VEGF S 23850 5 9 B 40 0 b1 32 IRk 45 4 T &
YRR . AR R VEGE 2% s 16 77 10— /> A &
MU, ABEIT A B, HPSE & A5 VEGF & (76 B i 4 41
1) PR 1 2 3k 28 A L T 7 B OF & 41 40 rp 2 [ 4 %2 35 HPSE M
VEGF ) 2235 5 . g 12 28 B e 7 e R 5 SOk 38 19
M, BEAL T HPSE 5 VEGF B H MK G Rk 5 EH
ARG, 38 1Y e 3R E T WD B o AR A A R R R fE

Bz FE I HPSE . VEGF & H 76 B 8 iy 22 38 % #
W B e 0 e RE R TS A EE NS H M E. WS R8T
R F 4% DL HPSE 1 VEGF Sy #8819 259, 38 4 AL AT LA
FE IR BT L 0 HL AT DL R R U L 4R R
18 g R W AR

SE

(1] ZoRebl, . Mg sr Gyt R IM]. 3 . dbat: A
R AL, 2008:457-484

(2] BRA e, R, 8005 55, I8 A T 165 PR Xt
NS R 0N b A I A NS o S
2008,16(3):307-310.

[3] Shida A.Fujioka S,Kobayashi K, et al. Expression of vas-
cular endothelial growt h factor (VEGF)-C and-D in gas-
tric carcinomal J |. Int J Clin Oncol,2006,11(1) :38-43.

[4] Yingying X, Yong Z,Zhenning W, et al. Role of hepara-
nase-1 in gastric carcinoma invasion [ J ]. Asian Pac ]
Cancer Prev,2009,10(1):151-154.

[6] Xtk CBFRBGMRETE LS BREZELNX
Z 1. A [ i if A 5 2007, 34 (11) 1 657-660.

[6] .k, B 46,5, VEGF-C 78 B i o (1 383k Je Hoas
LT, TE R BE2E,2009,38(5) :508-511.

[7] Gretechel S, Astrosini CH, Vieth M, et al. Markers of
tumor angiogenesis and tumor cells in bone marrow in
gastric cancer patienes[ J]. Eur J Surg Oncol, 2008, 34

(6):642.

[8] Cong B.Zhao X,Zhao XG,et al. Relation of vascular en-
dothelial growth factor-D expression to microvessel densi-
ty.microlymphatic vessel density,and lymphnode metas-
tasis of lung adenocarcinoma[ J]. Zhonghua Yi Xue Za
Zhi,2008,88(31):2179-2182.

[9] Al Moundhri MS, Al Shukaili A, Al Nabhani M, et al
Measurement of Circulating Levels of VEGF-A,-C,and -
D and Their Receptors. VEGFR-1 and -2 in Gastric Ade-
nocarcinomal J |. World ] Gastroenterol, 2008, 14 (24):
3879-3883.

[10] EF 4, P By 0g . AT B3 0T, 55, 1 98 2 W 3R i Al NF-kB
Fe 3k B 5 e PR BLURRAE AR B e R LT P EA R
Ak 2 5 40 Ak 2 2 7, 2007 ,16(1) : 13-18.

[11] Mt SKEBAE. VEGE-C 16 B b 1 3% CF 8 4 2632 70



2632

B 3505 BH PR S BEAT) 2% . BCS By A X 28 2IE - B & R Ik
A 5% Bl 4 A 2 2 OO LR R R s MR ELAR KT 5
em; kEPEBIPEY) 5 © MR AE BRCA 1/2 %878 1 45 2 i 1A 42 5
<35 AWt . XF T A BCS A28 SH0F i 5B 2 AR 52 3
RO UK BCS AR IE AR B9 08 i a8 . L HJE BCS 98 K H 8K &
AR A AR5 M 8K ARG I K e 28 2 B 5 0 56 [ 8L i) £ 4 U
B L RR A L T R Oy 2 TWOR R G 5 R 2 R
AR X F IR K RS w0 R 3L VBRI e
— BN R

[ 2 BT MY I B 45 15 K R (sentinel ymph node biopsy, SL-
NB) i 1l PRI & o K A i IR 3 B CALMANAC 130 L & KA K
22 SNB185 it % #13% E NSABPB-32 i3 ) iiF 52, SLNB [
SRR S R B HTME M S5 H, SLNB B i &
F T BT IR K 45 35 47 . BCS AT A 4 3t A 15 3L IR 2R
WIFLBAME . 5 SLNB 45 &, Al 3 — 25 45 /N 7L e T AR 9 s 1
Ul AR I R ) R A AR v AR I AR T R

25 L TR ARG IA R L 7E T A% S 4R BCS 48 4E 1Y JE R I
ARG EHMNE SR IT 78 R FUR R B AR AR
SR B I RBOR BB R I A A7 [F AR BB R AP 1 3L 5 AN L T
PRI B AL S A L A

SE Xk

[1] ARAHE. ZLARJE AR B L5 107 S IML bt i R R
JiR 41,2004 :9-10.

(2] skfRT. FLIE BCS BTk e LT, v 35 Sh B il 5 11
PR 2% 7 .2005,12(12) : 204-206.

(3] kAR LT, 5 R, xBbak. . B0 5L o 09 S0 BLA 97 O m%
[J]. AR 2 3%, 2007, 29(1) :62-65.

[4] Fung MC, Scthulz DJ, Solin LJ. Early-stage bilateral
breast cancer treated with breast conserbing surgery and
definitive irradiation; the Unibersity of Pennsylvania ex-
perience[ J]. Radiat Oncol Biol Phys,1997.38(5):959.

[5] Van Tienhoven G, Voogd AC,Peterse JL,et al. Prognosis
after treatment for loco-regional after mastectomy or
breast conserbing therapy in two randomized trials
(EORTC 10801 and DBCG-82TM). CORTC Breast Canc-
er Cooperative Group and Daimistl Breast Cancer Cooper-
ative Group[J]. Eur Jcancer,1995,35(1) :32-38.

[6] Anscher M, Jones P, Prosnitz L, et al. Local failure and
marfinstatus in early-stage breast carcinoma treated with
conservation surfery and radiation therapy[J]. Ann Surg,
1993,218(1) :22-28.

[7] Spivak B,Khanna M M, Tafra L,et al. Margin status and

FTHRESF 201159 A% 40 5% 26

local recurrendce after breast-conserving surgery[ J]. Arch
Surg,1994,129(9) :952-957.

[8] Smitt MC, Nowels KW, Zdeblick MJ, et al. The impor-
tance of the lumpectomy surgical margin status in long
term results of breast conservation[ ] ]. Cancer, 1995, 76
(2):259-267.

[9] Olson TP, Harter J,Munoz A,et al. Frozen section analy-
sis for intraoperative margin assessment during breast-
conserving surgery results in low rates of re-excision and
local recurrence[J]. Ann Surg Oncol,2007,14(10):2953-
2960.

[10] Veronesi U, Cascineli N, Mariani L, et al. Twenty-year
follow-up of a randomized study comparing breast-con-
sering surgery withradical mastectomy for early breast
cancer[ J]. N Engl ] Med,2002,347(16):1227-1232.

[11] Fisher B, Anderson S,Bryant J.et al. Twenty-year follow-
up of a randomized trial compadng total mastectomy,
lumpectomy, and lumpectomy plus irradiation for the
treatment of invasiveive breast cancer[J]. N Engl J Med,
2002,347(16) :1233-1241.

[12] van DongenJA, Voogd AC, Fentiman IS, et al. Long-term
results of a randomized trial comparing breast-conserving
thempy with mastectomy: European Orgamization for Re-
search and Treatment of Cancer 10801 trial[J]. ] Natl
Cancer Inst. 2000,92(14) :1143-1150.

[13] Arriagada R,Le MG,Rochard F,et al. Conservative treat-
ment vesus mastectomv in early breast cancer: pattems of
failure with 15 years of followup data. Instjtut Gustave-
Roussy Breast Cancer Gmup[J]. J Clin Oncol, 1996, 14
(5):1558-1564.

[147] Poggi MM, Danfbnll DN, sciuto Lc, et al. Eighteen-year
resulst in the treatmem of early breast carcinoma with
mastectomy vesus breast eonservation therapy: the Na-
tional Cancer InstituteRandomized Trial [ J]. Cancer,
2003,98(4) :697-702.

[15] Blichert-Toft M. Nieken M, Dnring M, et al. Long-term
results of breast conserving surgery vs. mastectomy for
eady stage invasive breast cancer: 20-year follow-up of
the Danish randomized DBCG-82TM protocol [ J]. Acta
Oncol,2008,47(4) :672-681.

e H 7 :2011-05-27 &[] A #1:2011-06-25)

(A5 2630 T
KR5S B R T Rk R,
2008,32(1) :3-4.

[12] RA:4E, drdk T, WA, 4. B VEGF-C.VEGFR-3 K&
CNTN-1 (s R H 5k B #ER 0g5 R L. E 358 4
B2 .2010,19(10) :1065-1070.

[13] skZe4e, PhAE S, JR i A% . 46, Notchl/DLL4 {5 53 f 5
VEGF 7£ 8 4 12 i A B v i 15 Fl AR G LT .
Wi AR 2 7, 2010,19(4) £ 374-378.

C14] JBUS, J8) o o 5P B 5 45 S T 2R A g ol 487 & AE T %
B H 1) I8 1 Ty RE A I PR = LT . o By 3 BF 5. 2007, 34
(7):540-543.

[15] PRIGEZE B E B B2 6. 45, ST R A X ES 3 0
Xt B R R I L) ] e e ARk A 2009, 8
(5) :344-346.

I hig H 497 :2011-01-09 & [l H 1. 2011-04-25)





