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WE: BR HTmEA s E S 1 (VASHL) Al 4 AR K R 7 (VEGE) A & 45 SR 4 il ( ESCC) 4128
FFER ST IR, Ik SBBUPE A RMEES 153 tui B Bk FAL 2006 457 H Z 2007 4F 10 H 7R 1
FH ESCC ZH WA 128 Bl FIIE BB HL R A 42 4], e H b~ (SP) Al L VASHI 1 VEGF [193R35, IF 4R
PP VTR AT R R Kaplan-Meier A2 4753 HTMIZ IR Cox [MIH43HT. 4% VASHI VEGF 7E ESCC ZH - v i1y FH 14
FBHAHIH 53.9% (69/128) 59.4% (76/128) , FEIEH L A FHME R IR R 50 7. 1% (3/42) 16.7% (7/42) ,
VASHI \VEGF 7£ ESCC £ 40 rp i) BH M 2634 5 0 35 8 T2 1E W 48U M B 338 % (P <0.05) ; VASHI \VEGF 7£ ESCC
HE Y FRIE 5 NIRRT TR EE (TNM 433 ROtk I 25 56 B 1 ARG (P < 0. 05) ; ESCC 4H 4 rh, VEGF 5 VASHI ik 5
BEIEM(r=0.543 ) =37.810,P <0.05) ; Z[H & Cox [0 9431 @R, 12 I MR EL45 568 VASHI . VEGF %
KRS ESCC Wi M7 G & (P <0.05) . 4538 VASHI fil VEGF mJ 85 ESCC A& JE J=2E A <,
B Hi ESCC M 1l fe HoA — B .
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Relationship between vasohibin 1 and vascular endothelial growth factor and the prognosis of esoph-
ageal squamous cell carcinoma and their effect on prognosis

GUO Xiao-feng,ZHANG Yong, LI Bao-tian, LI Dan-dan,LIU Yan,LI Dong-fang, LIU Gao-feng

( Department of Thoracic Surgery ,the 153" Center Hospital of People's Liberation Army , Zhengzhou 450000, Henan Province,
China)

Abstract: Objective To explore the relationship between vasohibin 1( VASHI1 ) and vascular endothelial growth factor
(VEGF) and the prognosis of esophageal squamous cell carcinoma (ESCC). Methods One hundred and twenty-eight paraf-
fin embedded tissue specimens and forty-two normal esophageal tissues in the Department of Pathology , the 153" Center Hospi-
tal of People’s Liberation Army from July 2006 to October 2007 were selected. The expressions of VASH1 and VEGF in esoph-
ageal cancer tissue and normal esophageal tissues were detected by streptavidin perosidase ( SP) method. The univariate Kap-
lan-Meier survival analysis and multivariate Cox regression analysis were performed according to the follow-up data. Results
The positive expression rates of VASH1 , VEGF in ESCC tissues were 53.9% (69/128) and 59.4% (76/128) ,in normal e-
sophageal tissues were 7. 1% (3/42) and 16.7% (7/42) ;the positive expression rates of VASHI and VEGF in ESCC tissues
were significant higher than those in normal esophageal tissues (P <0.05). The expressions of VASHI , VEGF in ESCC tissues
were related with the depth of invasion, TNM stage and lymph node metastasis (P <0.05) ;the expression of VASHI1 was posi-
tively correlated with VEGF in ESCC tissue(r =0. 670 ,X2 =37.810,P <0.05) ; multivariate Cox regression analysis showed
that the depth of invasion,lymph node metastasis, VASH1 and VEGF expression were the independent prognostic factors of ES-
CC (P<0.05). Conclusion VASHI,VEGF may be related to the development ,invasion and metastasis of ESCC;and have a
certain significance in predicting the prognosis of ESCC.
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1, VASHL) J2 BT 5t i & LA ' VASHL HoAy
YR 9 i el (1= A ) = i iy Y e B )
PR R R nFL AR TSR R
E%J:ﬁﬁm%o T ML N 2 A K A F- (vascular en-
dothelial growth factor, VEGF) i i 45 54 b /F A F
L PN S 200, 0 T 2 2 e 9 ¥ I8 2, 386 7
A, A PR b A0 e B RN . G T
VASH1 \VEGF 75 & 85 1k 40 if1 5% ( esophageal squa-
mous cell carcinoma, ESCC) 2H 21 v [ 5¢ £ [ PN 4 3L
BRI B AL D A S R ] e e H P B R R I R
o E ALY B ( streptavidin perosidase , SP) 46 ES-
CC 2 VASHI |\ VEGF [k, I 1T H KRR S
et Ao BRAFAE B TS (R G AR
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L1 —Rg3s RIBoh E O RMBCESS 153 bl
B B BEEL 2006 4F 7 J] 5 2007 4F 10 J A5 41 35
{338 ESCC HHZbRA 128 il FIE # 2B H L R4 42
], #29m BRIR ANE - 21 ( hematoxylin-eosin , HE ) 4t
ARSI (K 1), 128 {4 ESCC & Y 84 i, 4 44
;4R 45 ~76 27,14 (58.31 £7.62) % s 5 04k
27 i), h o34k 62 i) I 39 il IR T, + T,
49 {5, T, 65 19, T, 14 Bl 47 Wk L4555 o & 86 4], C
W S 5 7% 2 42 5 AR [ P bt 8 18¢ 1 ( Interna-
tional Union Against Cancer, UICC) 2009 fii TNM &
PO WIREHEAT 40100 . 1 399 18 ], T 99 36 491, I 484
53 45, VI 21 491, Fiv A7 B85 R AR SR T Ak
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Fig.1 ESCC tissue and normal esophageal tissue ( HE stai-
ning, x100)
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1505R) Mg T 5t R AR AR W) BORA BR A 7] SRt A
VEGF $itfk(Ht 5 ZA-0580) Iy FIb st b A2 4 4= )
BARATBRA 7] 5 SP 3] & M — S B I PR Ji% ( diamino-
benzidine , DAB) i 208 & B 650 b lisfsi 24\
1.3 FiE KR Ay £ i A U0 R AL b i

4 pm R di e 414U SP LA ESCC 41
SURAMIE R B 445 A VASHL FI VEGF 1
Feak, BARP B (1) 1%, ZHR RS , B8 3 L g
FokAL; (2) PAB A5 (3) WER N IR 1L A W)
B TE A s (4) 3615 (5) Pt ; (6) B =905 (7) A
BRAR L ALY 5 (8) DAB 65 (9) B ik i
WY B . —Hidde 1 100 Fks, FHC 1AM B4
XTHR DL 2 £k 2% vp % WK ( phosphate buffer saline,
PBS) U —HifE s FUR

1.4 ZFRATE ZERHAERIBE D, FRA 2 47
TR ORI ORI ik 7 W25 A 5K U 0 A D E
FIE PR T 5 PE 430, AR I e €05 58 0 FE 1
AN BOR I E S et Y SR T 40 4 TG
0,1 3 IR B, 2 73 NAR B, 3 I3 AR A (05 AR
JEFBAVEAN I A3 e, 0 xR I 1% ~ 10%
M1, 11% ~50% K2 53 ,51% ~T75% H 3 45, >
5% HJ 4 5o YL ASREETS oy FBAPE LM A 43 LA
Sy AR FI BT AR i , #7FR 5 =4 J3 A FRPE

1.5 Seit=fsb 8 i SPSS 17.0 3fFx$idis ittty
GErt=f 50T HECRRER X K36 5 S M2 MR
Spearman SEZ AR e 73 A7 ; 22 ] VASHL 1 VEGF £
H 17t 231 % i Kaplan-Meier , Log-rank #6556 77 9% 43
B s RFZ R Cox AU LL BRI ESCC TS Y
KR ;P <0.05 FERA5it 78 L.
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HIRIE GPRILE 2, VASHI T2 T4 s
(5 AR , L9 B (0 25 A (A 00k, ; VEGE 1 285%
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Fig.2 Expression of VASH1 and VEGF in ESCC and nor-
mal esophageal tissues( SP staining, x100)
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2.2 VASHI 1 VEGF £ ESCC.E¥ A& HLA
HIPRERIEZE L E  VASHI 1E ESCC ZHZ4URIE
AL A PRI Z 5378 53.91% (69/128)
H7.14% (3/42) , R H G it L (y =28.324,
P <0.05) ; VEGF £ ESCC 42 fll IE % 45 4140

B FE P 15 %43 K 59. 38% (76/128) il 16. 67%
(7/42), Z R E G 3E L (Y =23.085,P <
0.05),

2.3 ESCC ZE#4th VASH1,VEGF ®ix 55 K%
B EZ ERXRE 45803 1, VASHI fil VEGF
Rir 5 B E B FER YER Kb FEEE (P >
0.05) , SRIFVRIE [ TNM Jr Nk L 45 546 15 1t B 3%
AHHKAE(P <0.05)

%1 ESCC A4 VASH1 VEGF £ix 55 ARBESES
Ej:0ESES
Tab. 1
VEGF in ESCC tissues and clinicopathological features

Relationship between the expression of VASHI,

B VASHI1 ik VEGF #ik
WEHERE  n e X X
FH 1 5 % P 1 51 %
53]
) 84 45 49
0.011 0.916 0.110 0.740
1 44 24 27
RIS
<60 % 176 43 46
0.538 0.463 0.103 0.748
=60 % 52 26 30
RIHIREE
T, +T, 49 19 20
T, 65 42 7.574 0.023 45  11.7530.003
T, 14 3 11
TNM 434
[ +0 54 23 25
4.812 0.028 6.624 0.010
m+IV 74 46 51
AR EE
&= 27 17 18
i 62 34 1.856 0.395 35 0.817 0.665
ik 39 18 23
WL
e 86 53
6.289 0.012 5.179 0.023
X 42 16

2.4 ESCC 842t VEGF #0 VASHI1 Ri&MHE X
eI L 2, ESCC 141 VASH1 5 VEGF £k
£3 ZEZE Cox lLHIRRIEE SR

BERFEIFEME(r=0.543 * =37.810,P <0.05) ,
%2 ESCC AL VEGF 1 VASHI ikt X%

Tab.2 Correlation between the expression of VEGF and
VASHI1 in ESCC tissue

VASHI 3k
VEGF F#ik ’ P
G Lild ' X
FHE 58 18 0.543  37.810 0. 000
s 1 ad

2.5 ESCC 24t VASH1,VEGF Rix/kTE5&
ERBEFHNXE Z5RIK 3, EaAE R
o] s ST 128 {9 /B A TRET , k17 10 491, 2R 5
KK T.8% , Kaplan-Meier 4= f7 {2817 Log-Rank %5
55 AT W] : VASHI BHH: 2638 1 1 vh 6 A= A7 I 1]
J210 A, BEE T FRIRA R 34 A~ H ISR
IR PTG 035 5 T IR R GA A, ZERA ST F R
X (xy* =21.477,P <0.05) ; VEGF [HPEFkH B E
S AEAETTE] R 20 AN )T, S 2 TR R IR AL
36 AN H, BIMEFR B AL rh A AR A7 I ) 0 254K T P
Rk, ZERAGEI¥E L (Y =23.530,P <
0.05),
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LB

Fig.3 Comparison of survival curves between VASH1 and
VEGF positive expression groups and negative expression
groups

2.6 MmESCC BEMBEWEAZER 4iRILFE3,
PR M GRIEIREE (TNM 7031 AR
SEREFS VASHL J VEGF 23k K F- 317 £ 2 Cox
BI04, 5 R R R TR R 455635  VASHI
Je VEGF ik /KK ESCC B By 7. s (A
% (P<0.05),

Tab.3 Multivariate Cox proportional risk model analysis results

95% CI
Il A5 B 2 5 B SE Wald P RR

T R
e 0.676 0.220 9.442 0.002 1.966 1.277 3.027
R 0.471 0. 160 8. 666 0.003 1.602 1.171 2.192
VEGF %3k 0.614 0.213 8.323 0.004 1.814 1.218 2.806
VASHI %3k 0. 666 0.203 10. 754 0.001 1.946 1.307 2.897
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HEAE T 14q24. 3 Jefa ik, (035 8 NNE T-H1 7
AWE T Conf i T P L A KR
KIMURA 2" 4R B 5 VASH [RIE 192 11, R oA
VASH2, J5i 3k % i VASH #5 s VASHI ;{H VASHI
1 VASH2 ()4 SR AH . VASHL 363K F 145
R A, 72145 & 2F 2 B4 Qb I8 A i 1T VASH2
SR T U T A B 0 M TR v R R O A
JRAEFS ., 9340, VASHIL H A3 4194k [ 45 55 7% 1 2
RE S0 260 4 A A T EL S5 S B R 4TI RS A 3/
BUAN , SR 56 VASHI S5 19 B 8 10 A, 45 1
T, TR SR 0 bk L 4% R I L4 R AR B AR
VASHI 76 S P ft e 1M 457 A A 0 3 57 o ke 5 24
JE ) WTIT 5 0 A e g 1) % 8 R B AR, LU
R RN S R, Zeste JEPIM R T N
54 (enhancer of Zeste homolog 2, EZH2 ) 25 i 34k
fifi VASHI 2835 , AZL VASHI (93235 T 8, AT 5
JobgE L5 A J . TAMAKI 2550 3738, VASHI1 76 3L Bt
e AU R 08 0 3 TR BB A O H 5 I IR 4 1)
SR 25 A S s VASHIL 34 R AR Ay % 4% i il
JEHHE bR Z — . ASHFSE KB, VASHI 7 ESCC 4141
HE Rk 7R IR 2 8V IRk, X 5 ZHAO
i I R B RIT 58 WS A R, {H 5 YOSHI-
NAGA %1 5 2y S b8 B 7 LS AR ], 204
JEE AT RE 5 VASHI 76K RIZHZUh ik A A X
VASHI 76 ESCC 2141 [ifi 7 i Jig 45 1 O BE B IR,
PHE 6 15 B, X 5 KOSAKA 25 §f7 3 VASHI
TERTHI BRI T BB ST UK B, 7 41, TNM 43 3k
W4 ESCC A48 VASHI (i P 6 3k 26 1 5 5 A5 1Ak
4558 ESCC 4141 VASHI ik 3 ok B 45 5%
RGP X 3] VASHL REXS 4T ESCC M 4 &%
kLA B B . T MIYAZAKT 45170 5236 % B,
VASHI 7RIS b Bz rh Rk Sk 45 % % 22 R0
Geit i S B 5 g S0 R TR B B (i 4 2 5
B E o AWTEAAF a5 R 57, VASHI
B BE A AERT AL T VASHI SRR 4185,
3355 TN 45 SR AR R, T 00 ST e i e L AR 3
AT B RN, 37 S VASHIL B35, R X it
A AR B, BRI, VASHI (93235 75— 8 FL i b g
(422 S e R A LA TR IR . 2RI Cox 43 Hr4s
%, VASHL A]1E & ESCC il J5 4 2t ~7 £ [ [H
% ,1X 5 VASHI fEFLIRE " R 1 R FRis)

VEGF B [Hf FYeafk 6p21.3, B & 7 M E
FH 8 44 F. VEGF FK ik H f #§ VEGF-A |
VEGF-B .VEGF-C . VEGF-D . VEGF-E; VEGF-A H.45
PR IMAETE B AR, T VEGF-C Fil VEGF-D £ {2
PEMR A A B VE AT T L VEGF Shy v i ) 3
11 A% R A1 I MM 4 10 AR . ZAMAN
ARG S B, 75 FUIR R B LS P, VEGF K OF
WA 2 TH i, EU R VTR 5 He K- S 3 T e, i A e
AN 25 VEGF W3Rk 7 A MR L. 55 aniL
U ARAE , VEGF 15 B IR Hh 10 2638 5 B33 ) I
WK EE5ERS A ¢, H VEGF 0] 1 S Ji B g ) 15
Jatatr. AMRE R TR, VEGF £k 5 ESCC
FRTREIE TR B TNM 3300 B bk B8 68 s 25 DX 6 MG
P, X P e5 VEGF A2 9 b I iy I A8 Fn bk 02487 A= 1
A, ISR an iR L 52 . 4k, 2R E Cox
M, VEGE R {E i ESCC il 5 1Y 4t 57 & & A
#,(HX 5 LUO % i iy VEGF 7 ESCC w3k
A2 VAT UG B U A Bz, G PR s iF 5 AR 5
FEA R DA

SHIMIZU 4" 8} 5¢ & 3, VEGF 5 VASHI %1
FHE, VEGF 27 4 4 i A= K P4 F T 155
R K R 32 A 2 DL T 2 R T - 22 24 R T 4k
AR U -2 AR R O S B, AT L
1525 114 C-8 ( protein kinase C-§,PKC-3) {551
% .15 % VASHI A R, i o] DL B AS Bt 55 45
VEGF 5 VASHI ik 2 IEMH M, Wwifrfa HAam
MLE KRB VEGEF 1 VASHI Z [d][% 2, XA it
— 5.

2 LR, VASHI ELA 1) ] e vk £ 455 0 o A
AR, T VEGE 78 %M I Jeg 1 1 A8 sk 02 48 B
PR EEAE A, Rk, #9532 VASHI 7£ ESCC H g
8 A HT N T B 2TR YT B AR A e

S 3k

[1] LIS H,TIAN H,YUE W M, et al. Metastasis-associated protein 1
nuclear expression is closely associated with tumor progression and
angiogenesis in patients with esophageal squamous cell cancer[ J].
World J Surg,2012,36(3) :623-631.

[2] SATO Y. The vasohibin family:a novel family for angiogenesis reg-
ulation[ J]. J Biochem ,2013 ,153(1) :5-11.

[3] WATANABE K,HASEGAWA Y, YAMASHITA H,et al. Vasohib-
in as an endothelium-derived negative feedback regulator of angio-
genesis[ J]. J Clin Invest ,2004,114(7) :898-907.

[4] HORIE S,SUZUKI Y,KOBAYASHI M, et al. Distinctive role of
vasohibin-1A and its splicing variant vasohibin-1B in tumor angio-

genesis| J]. Cancer Gene Ther,2016,23(5) ;:133-141.

(%% 923 I)



