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(HZE] By Wi N AERKET-C(VEGF-C) KHAZ i Fld 7EFL s T iy
Pk B H SRR AR E 5 IR e A BRRE R R 100G R . ik R T ARVIBR G 17 A1
A AL R AS 60 ], HIFE R4 pm JREEIELY) R, 2 e A A e 0 ) AL IR
FR LU VEGF-C Fld fURIATENL . R (1) FUVEAINE VEGF-C 5 HAZ (A Flid 3
FEIFMAHF(P <0.01);(2) VEGF-C 5 PCNA Fik B FMKE(P <0.01);(3)Fl4 5
SHANNEAZ PR (PCNA) Rk B E (P <0.01) 5 (4) R ELZ5H AL L ZL IR 40/ VEGE-
C/Fld PR BT R = TARFEAZLL(P <0.05) 5 (5) VEGF-C 5 B FH AR I R/ (21
ZUE0 4% ER PR BUR BRI ICHEHC & (3 P >0.05) ;(6) VEGF-C 5 TilJ5 JLgeit
FRFR. BRiE VEGF-C/FIvd Va5 R GUAeZ LI 40 b 7 bkl — € RO fe A 5 VEGE-
C/Fld n] el i FERRHIL ] fie 2Lk 2 45 5472 5 VEGE-C AN BEAT S 4 W7 3L IR i U 19 2t 57
R,
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Analysis of the correlation between VEGF-C and its receptor Flt4 expressions and
clinicopathological status and prognosis of breast cancer HAO Xiao-meng ,ZHANG Jin.
Department of Breast Cancer, Cancer Institute and Hospital, Tianjin Medical University ,
Tianjin 300060, China
[ Abstract] Objective To clarify the expressions of VEGF-C and Fl4 in breast
cancer and their relationship to clinicopathological status and prognosis of tumour. Methods
Samples of 60 cases of breast cancer were collected after operation, then embedded with
paraffin, sectioned in 4 pm thickness , and stained immunohistochemically to observe the
expressions of VEGF and its receptor F1t4 in breast cancer tissues. Results There was a
positive correlation in the expression between VEGF-C and F14 (P <0.01), VEGF-C and
proliferating cell nuclear antigen (PCNA, P <0.01), and Fli4 and PCNA(P <0.01). The
positive index of VEGF-C/F1t#4 of breast cancer in the metastatic lymph node group was
higher than that in the non-metastatic lymph node group (P < 0. 05). No statistical
relationship was found between the VEGF-C level and age, tumor size, histology grading,
ER, PR and pathological types of breast cancer patients ( P >0.05 respectively). There was
a statistical correlation between the outcome and the tumor size, lymph node metastasis,

histology grading, ER, and PR in breast cancer patients (P <0.05). VEGF-C was not
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statistically correlated with the outcome. Conclusion There is a strong positive relationship
between VEGF-C expression and its receptor Flt4. VEGF-C/FIt4 promotes the proliferation
of breast cancer cells. VEGF-C/Fli4 may accelerate lymph node metastasis through some
ways, but is not correlated statistically with other clinicopathological characteristics like
tumor size, histology grading, ER, PR and pathological types. Tumor size, lymph node
metastasis, histology grading, ER and PR all have statistical correlation with the prognosis of
breast cancer, so can be taken as indexes of predicting the prognosis of breast cancer.
However, VEGF-C can not be used as an independent index in judging the prognosis of
breast cancer.

[ Key words] Breast neoplasms; VEGF-C; Fli4; Lymph node metastasis

LGP 2 T 550 L A 114 7 A 3 Lo A e R v g o P SE LRI T
L R AL AR SR 42 i © il LR BT VA Y — D E M . BN
24 K A F-C ( vascular endothelial growth factor-C, VEGF-C) J& 1996 4F Joukov
RN S ) O R R LB O BT B e Bu N = s Y0 < RV OB 12
., 5HZ/& KDR(VEGFR2) fil Flt4 ( VEGFR3) 254 A¥EVEH . 24 VEGF-C
5 ZAREEE T, AL VT I 2 PR VRS o B S I, 5 ORI A B AR
PRANSEERIE B : VEGF-CR] 330 I 457 Ak L0457 N e A A o3 24 38 5 e 8 IR
TV 10 V5 0 M 4 T A R 588 P B M f i 35 " VEGF-C T 5 VEGF JE
SRR R, S VEGE (2 A AR 5 2630 40 i b, JEe ko i
SRR B VI G 13X 3R U b 40 i il figid ik VEGF-C gy 4 EH, I
PRI AZ AR Fled 00, 1717 a2 ek e 240 s 3 2 R0 ek AL 457 B e L A A i, 12
T . VEGF-C K HAZ 1K Fld J2& H i A 1k 4 B iE—— 21 9475 IR i 20 2L
ELAE 2 R AT L A8 A B BE (3R T IR 10 L AR ST SR S s 4 44k
ST, WSS VEGF-C/Fld 2 AZEFL A b i Rk g 00, LA e H3kik
FUIR R A FE R0 R R80T VEGF-C/Fld 45 22 48 70 N\ IS 3L o 15 5 M
e iV E AN 3L,

1 #MR5R*
1.1 Ak

AR 60 FRATE F 1999 ~2003 A7 AR} R~ B o e B2 [oe o BEAGE A
UESE HATREDT AU SRS 2oL B MR A BirA i A E 2 BN G
WAL ULEI 45 T F ARG LA AI0T7 . A Lotk ARt 33 ~ 72 %7,
(A48, 2 % o AR AJE 1989 AF-rh [ 7L I 12 Wi b v 2EA T3 L2378, 60 51 52 97
PEARRAIRTY 58 f51], I PR AR T 2 {51, Horh Al 36 {51, a9 9], R 1
A 8 ), HAWZRIY 7 1), ZHEU o093 i) 112232 515 4K .25 i, 60 171
R 31 B 5 AR N IR AR Hh EAET i B 17 491



A i Ze 2 (FEL P R) 2008 4F 8 7 45 2 4% 4% 4 ] Chin J Breast Dis(Electronic Version) , August 2008, Vol. 2, No. 4 - 445 -
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60 {5l i B E T B R R 2B & g B2 i T T RI697 . TR =N MR
IR 15 4], A7 4 2L VIBR , Pr B8 B AL /UL, i RREae ibk B2 2535 4 5 B RAR
TRIER 10 41, 47 22U U0 ER, DR B8 W UL, DB I/ INUL, e s bk L 4576 435 iRYG
AR35 B, A7 UIER,, VIR ICIIL /UL, IR ES ik L 4535 4 o A H bk L 45 %K
HoN 8 ~47 My, V3424, 9 M, A7 R & EER ) H A Bh 7 07 58, Hrh & 5542
KNYAIT 9 B, RISIHEZHGIRITE 42 1], NI IIEYT : BRME R 2 K
(estrogen receptor, ER ) Fll 421 Z 52 /A& ( progestogen receptor, PR ) ¥4 FH 1k ) £ %
Hb BRI EE S 10 mg, B H 2 1K,
1.3 S hRAS Al &

WOIEU R 4% TR E , vE L 2R EE e, FH CBERK : N 70%
1) CBEFF R AR B 20 O BEE fEH RN K 3 QA PR R BR 2%
HAFRAT R OB, wERKHEARE TR AR BINERHA
AV AN RE Bt Ee T HIVEYDT .
1.4 Akl

ER [ —H0 0 BT BRI FEGUA , ve R 1D5,1g 43250 1gG1; PR (1) —
PRI REDUA, 5ekE 20N SP2, Tg 732K N4 1gG; VEGF-C —Ji it
A VEGF-C(H-190) Z s BEPiiAR ; Flid —H it A Fld (sc-120) Z2 e REHLA
TEBE A M A% P ( proliferating cell nuclear antigen, PCNA ) —41 4 FR 3T A PCNA
(MAB-0145) ; —Hi AW R bric i E30 B0y 8 AU 1gG, =HiR 5 2 18
HARBE AR LB & 0N &R TAEW .. YL LR g e il AR A R
NG
1.5 e DUk
1.5.1 HE Jefa. J)HAH RS, 28K O R 2K pEE: (1) 5 min
— " HIK(I )5 min—100% . 2 min—95% ) % 1 min—80% /. 1 min
—75% LT 1 min—Zg /K PERR2 ming JRARZR YL 5 min, [ RK PP, EhR
LBEITAE 30 s (FRAHER) o A RIKIR L 15 min BERIK (2950 °C)5 min, & A
PR 2 min, FHAUBK B, 2R :95% L (1)1 min—95% (1)1 min—
100% Z, (1)1 min—100% Z, (11 )1 min— —H 54 %12 (3: 1) 1 min——H
(D1 min—ZHZ( )1 min—rP R AREE
1.5.2 ALy A 5] e 60 “CHEIRAS H LR 20 min, — F B0
Al P, 3% 33 A A AIR I 10 ming B8 L EEMK ; PBS 28 rfii rhik2 ¥k, B
5 min; fifH AL :0. 4% B E A ERIZ W E T 37 CIRAE , B H 24 30 min; PBS 25
BES UG PR AME S  EDTA (pH =8. 0) TARRIR Y] I, BT = FH b
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g SR 10 min Ji5, HH K GERF 10 min, FIRBIRRAL, H—PT S0 wl,37 Cla=swie
1.5 h,PBS st 3 Y, BHKS min, RIIAEDIZARC P TARR S0 pl 37 C=iE
FEL 30 min, PBS ZZRIE 3 o TRIINER2 AOBARBF M CHERE DN R TR 50 ul,
37 C2EFFE 30 min,PBS Zerfifinfide 3 . DBA W44, ki, S5, UK, B B
ER PR VEGF-C Flt4 Jx PCNA gy e H AU pad B ], o2 — Bt A [H]
(—PEAAEGFRIPETER) .
1.6 PFERRIE
MR Gk AR BRI AU TR R A RSO I T X e 4R
G B 25 R T PEAL (TR T 1B VEGE-C BHM: 1 40 L5 2 52 X, SRR T
100 A AT NIHES ALY 1000 AR ANIE)  iRIE TR ARR s AR EE LA K FH
PEARRRIT A e TR (18 1,2)

K2 VEGF fe i 42 Qe BTSSR (HE x 100)

VEGF-C IS L AN (3R HE A 507 AR 5 (1) B AT L
43 0 9 Tk UL U OISR < 1% £ 1 5, e tiifEl 19 ~25% 12 4
VB 26% ~50% ;3 2, Gty 51% ~75% ;4 9%, Y a5/ >75% , (2)
Hee G0 FE 5 O 2, Tore i € ORI B3 1 2, T BE A MR 28 (552 2, 35 2%
033 G BRHEEL. (3) 445 3 U 0 3 6 38 2R P 5 A 43 A
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(=) 0E1;(+)28(3;(+) 48(5;(H)6 87,
1.7 Siil2ghb s

FH SPSS(Ver 12.0) Geil 8 AT 8. RA xR b4 7 8508 22 Sk
ST, RHZ e A B3 K Logistic [F1IH 7 32: 3847 2 A Z 401118, Kaplan-
Meier A AT AEAF M ZR , log-rank {23417 2H [B] 10 E AR 56

2 #£R
2.1 FUAMEAH LI VEGF-C Fld (33K I AH S

60 151 ZL AR 9 4l 219, VEGF-C FH: 5 53 1] (88.3% ), Flid BHPE & 49 il
(81.7%) ,Flid FHM:40AE VEGF-C £k FHE , & R 2 EAHSE (r =0.726,P <0.01,
#=1),

2.2 VEGF-C 5 PCNA fyH 4
btiy VEGF-C 2 IA55 BER3E, I8 40 i 3% 5 76 -t A Wt 5, VEGF-C 5
PCNA 2355 TFAIE(r =0.715,P <0.01,3 1),

#1 VEGF-C 5 Fl4 .PCNA HIHIEMEHT
% VEGF-C(+)(fil) VEGF-C(-)(fi) P g

Flid( +) 49 0
Flid( —) 4 7 P <0.01
PCNA( +) 2 2

PCNA( -) 11 5 P <0.01

VEGF-C.: It # A B¢ A= 1< PF7-C 3 PONA - S B AR RS BT s Fled - MAE PN B2 2E I IR 13244 3

2.3 Fl4 5 PCNA [{#EM:
Bt Flid ek AOBGas | g 40 At H5E TE PE AR TS Fltd 5 PCNA (3R
KR IEARE(r=0.731,P <0.01,32) .

%2 Fld 5 PCNA (AHEESM 0T

% Fld( +) () Fid( -) (f1) P1H
PCNA( +) 40 4
PCNA( -) 9 7 P <0.01

Fled . 145 P9 B A I DN 73 4 3 PONA S AN AZ L

2.4 VEGF-C RYZRIAHI AT R C R
VEGKF-C PP B ES LI T L4 5L R 4 A i = T RS A, 2 5w A gt
FREN(R3) .

*£3 FUIEAIM VEGEF-C BB IR S5 e R
2097 151155 FAPEFEE (x = 5)

BB 38 38.32 £23.32°

Toibk L4557 22 9.27 +15.90
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a: P <0.05, 50k 45 HAS 4 o VEGF-C ML N B AE K 7-C

2.5 VEGF-C 1Rk B 5ilm A E AR A ¢ &

VEGF-C By3RiA58 B 5 B AR IS I K/ (A 21543490 (ER (PR i RS
RIS IG R BR AR TSI K R (P >0.05,584) .
2.6 VEGF-C 50 AFaTRIL R

VEGF-C 52| 9 Joi iRl Jo e (P =0. 118,81 3)

4 U VEGF-C RIANRIE 51 PRI AY LA

VEGF-C P{E
I AR BT n
-+ W
AR (%)
<35 3 1 2 0 0
35 ~55 47 5 2 8 12 0.863
>55 10 1 2 4 3
JiEE KN (em)
<2 12 2 7 2
2~5 30 2 13 8 7 0.372
>5 18 3 6 2 7
HLVERR
I 3 0 2 1
I 32 4 17 6 5  0.673
il 25 3 7 5 10
ER PR
+/+ 18 3 12 1 2
+/ - 1 0 1 0 0.443
-/ + 0 0 0 0
-/ - 41 4 14 10 13
YA
AR 58 8 24 12 14 0.936
B PRk T 2 0 1 0 1

VEGF-C: fiLi& N B A K HF-C

1.0
VEGF—C (+++)
0.8 ‘
& 0. 6F
4 VEGF—C (++)
= 0.4+
Rk
0.2 VEGF-C (+),
0 10.00 20,00 30.00 40.00 50.00

e/ H
K3 VEGF-C 5ok AEm a1 56 &

3 it B
3.1 VEGF-C } HZ1k Flid fEFLIRE TP 2R p = X
FUR R R A DA R R, R 45 57 AR R — N B TS FE AT



A i Ze 2 (FEL P R) 2008 4F 8 7 45 2 4% 4% 4 ] Chin J Breast Dis(Electronic Version) , August 2008, Vol. 2, No. 4 - 449 .

TRZ % EH N ZUm AL Bk A4S L S 1S B R T T REIR, LI
BT A AE A R A 9 B R AR R A R PR 7 A2 AR A it e Ta & 1 S B s A
+, 11 VEGF-C, VEGF-D, VEGFR-3 , LYVE-1 . podoplanin FlProx-1"7", % 2240
PR EAS OIS L T T B VEGF-C 2N 7 20 s S s s R 7, 2 H 5
ZAK Fltd 2546 J5 , vl {diAH S 25 B Jar k1% 22 15 1 B ( related adhesion focal tyrosine
kinase ,RAFTK ) i 22 FR B IR 1L , TG AL A M- B 2R 85 1 paxillin, i 3 N Bz 41 it ARy it
%, [AIBTIA A] 7% Ras/MAPK 55 % T30 P B c-jun 22 286 A o P ( c-jun N-
terminal kinase, JNK) i, 155 5BV N B A0 L 80 &5 B 4, R JCH4 5 i
T, IR ™ . VEGF-C 751 £ 1E % L 8VEA 635, 0450 LB B L
PR D o G AR SR XK T BT ST T 22 | ok R ZH 4 AR R
EH . VEGF-C 55 i 21 2 gk [0V /8 28 B2 18] 9 OC R 7E 45 APl 52 vh i 45 2R
i —2, 3 VEGF-C 5 i X RN IFEA T2 —, ORI
LR EZ Y 8O, R R EEL R R A s Z N EZHFE, VEGF-C
VE R 20 B 9 0k 480 2 5 % 7% 22 18] 9 40 B &R A0 SRtk 52, vl 38 1o BH I8
VEGF-C 5 HA2 (A 0 AH A FH i 40 o 2L i 40 M i) 2B RV RS, A0 7 T
308 Ao 0 ) 3 A TR A TN R 4 3 A L T e e bk L T R S, X BT ik
48 A B0 92 0 5 W 5 e I 8 2B B0 T Y R I — 1 L AR B i 200 A
(1) SEMR 1 LA eg 246 At A 38 i A7 25 ) AS Sy i A\ b Jed 28 20 58 e 400 B % $55 4
BAER S 5 (2) BERIVERIIK, R N HA Z 7 A= i 2544 5 (3) BA L H
BRI PR S — Tl g b A T i % EL BT 390 AT S FH T £ R R YA T
0 SR g 10 T ) B e R AR 5 pe g vk 2 AR L R s BE DTS, 1
5 HEER M AT 25 G N 2 3 MR = IR T i A 1k
HEB W78 AR, B K VEGF-C F1 VEGFR-3 1925 & nl #ij) i
VEGF-C. i F fit 2 20 B 2 o4k B A S R o

ARSI SY VEGF-C J HAZ A Fled 78 Iyeg (8] 57 1457 P Jz 40 Jf b 3% 38 A 1
BT, R PRFLRR I AR MUt VEGF-C/Flid [ 351k, Hylr 4l S 2246 I 45 51 36
B, VEGF-C K5 TZLIYE A M, 3= 2 0 Mo G 4, 78 1E 5 2Lt 4 2 S 3L o ol
SMPAZRIR . 60 2L Bt 20 A 53 14 (88.3% ) Jig 4 i %18 VEGF-C &
1,49 15 (81. 7% ) ¥ 40 ffd [ Bsf e 3k Fled 85 o 21t 4 Hr 5% BH 20 I 9 40 i
VEGF-C 5HAZ K Fld FIAEIEHIE(P <0.01) , 558 57/ M i |
M I VEGF-C mRNA 5 Fld mRNA #6045 AR . fifRs 4 i
G I P AT I 2R B, B LIRS R VEGF-C 31555 B2 38 i, ik Jeg 4 e 1) 38 48
TSP R . AHOC B R, VEGF-C 5 PCNA Rk B FEAM (P <0.01),
278 VEGF-C/Flid PR R G /e 2L e dn e i e ol — e e EVE T . 2L
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2 i B M A T B0 S P gk G A5 iR A i e A MR TR B LGS, &
HTEANERS o AW S R o, IR A5 L R 2 FL IR 4l il VEGE-C BHMEF8 %k
WS TREERS L (P <0.05) , 3 AAHKSCHRIAREFI B, 3% VEGF-C/Flid 1y
FIREME LR 2 B C, VEGF-C 5 B35 408 s K/ (4 21243
90 FRHIKA ER K PR CEEH#HI . lovino 251 (BT IT ARG M BISE R
3.2 fiFARAEZR

ARSI Rk 60 151555 151 349 A s BEIE S H A B D5 TS BRI Lo 3R
B ARG Wi JC A B HE I 45 T FARIGIT MALFI6 Y o R
SN IR KN R L ZE R AU H VER (PR FZH 412 A3 38wl A A 2L B
B ST IS P2 . ASHFSY 45 FL 48R VEGF-C ANREE B — AN~ (4 T 0 L A 0
WG B 4aFR (P >0.05) B H M B 45 B % UIA ¢ (P <0.05) , itk B2 45 %%
RS2 P L s i 0 B A FE A , B AVEGEF-CR] DUAE Ay 8] 422 0 0 221, Jig 9
Ja W — 4885

2, VEGF-C i i /1 5 90k L 48 PN B2 411 B R bk B0 4 34 AV 0 2L e k£
RERSHY KA VEGF-C AGI AT 18] 32 4 S T 00 7L Rt 87 I O°0 308 2 8 % 190 4
HI4EbRZ — o 2, MRKE RN A E— N ZHES 5ME TR ME
R D EAE SR . AR FLIYE VEGE-C ) HAZ IR Fld Wigg, HiZh
WA S e 2 Ik L RS 0 I N o HAS [ 39 g v BB A AN [ Y 9K 2
SERSAILEE , WERRMLEE B9 ) BHAT R 2 — 20 0 I PR S S Al S 3 IR 5K
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