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BE BRY:COX-2id B A KB MEE o)A M E MR TS R RIS %I04 X IR B & COX-2 4F 5149 4] %) Celecoxib
2+ Lewis Bl &4 A1 98 & K .COX-2 VEGF-C &k fo itk &8 A i % vh , 73T Celecoxib 2+ Lewis Al & 4% H J% ik & 8 4 % 7T Ae4E A
W R FRE R Tk W Lewis Mk ik 4F T C57BL/6 /) R, A MM A R T 2 T AS B AR  RIALS A 4 4. 5P R4 Bk
& F & (30 mg-kgt-d?) P #(90 mg-kgt-d?), F A2 (180 mg-kgt-d) ., WM R ABRE BT, T H B
FOFbE 42 RGAB AR, DB ML 4L AR, R AL 4] COX-2,VEGR-C % i& B ##k & % 58 & (Lymphatic microvessel
density, LMVD), ZR: Zk &A1&k, P 5H SHeHE F 5 A 4 13.3% 46.8% F= 56.3% . Bk EH & . F Hl TAE A BB
YRR, £FH 4t 5 &L (P<0.05), 12k 4 £ F L5 F EL(P>005), LAALFEELERINE T EREH 5.
o 7] %20 COX-2 VEGF-C 9 £ ik /K -F B €% F FEH I BRI, 278 %t 5 & L(P<0.05), /& 5] & Lk A M Ik A2 £ F £ %
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The Inhibitory Effect of Celecoxib on Lewis Lung Tumor
Lymphangiogenes s and Dose-response Relationship*

LU Xiang-gian, XIAO Wen-jing, SHEN Fang-zhen, SUN Tong-lin, LI Xiao, YAO Ru-yong
(Department of Oncology, The Affiliated Hospital of Qingdao University, Qingdao, Shandong, 266003, China)

ABSTRAC Objective: COX-2 overexpression and lymphangiogenesis have been related to early-metastasis and poor prognosis in
lung cancer. To observe the effect of different doses of Celecoxib, a cyclooxygenase-2 inhibitor, on tumor growth, COX-2, VEGF-C
expresson and lymphangiogeness in Lewi Lung Carcinoma homograft in C57BL/6 mice and explore the possible role of Celecoxib on
Lewis lung tumor lymphangiogenesis mechanism and the dose-response relationship. Methods: Lewi Lung Carcinoma cell lines were
seeded in C57BL / 6 left groin subcutaneous to establish homograft models. These models were randomly divided into four groups:
control group , low-dose(30 mg- kg*-d?) group, medium-dose (90 mg-kg*-d*) group, and high dose (180 mg- kg*-d™) group. Then we
observed the tumor-bearing survival statuses and tumor volume changes of the mice. Transplanted tumor tissues were collected after 42
days and we made a detection of COX-2, VEGF-C expression and lymphatic microvessel density by immunohistochemical staining
method. Results: Low-dose group, medium-dose group and high-dose group of Celecoxib inhibition rates were 13.3%, 46.8% and 56.3%,
respectively. Compared with the control group. There were significant statistacally differences in the inhibitory effect on tumors of high
and medium-dose groups (P<0.05), however no difference could be seen in low-dose group (P>0.05). Immunohistochemical staining
showed that celecoxib with medium and high-dose lowered the expressions of COX-2, VEGF-C and lymphatic microvessel density
(LMVD). And compared with the control group, there were significant differences (P<0.05 ). Though expressive levels decreased
slightly, there were no significant differences between Low-dose group and control group (P>0.05). The degree of inhibition was
dose-related. Conclusion: Celecoxib inhibits the growth of Lewis lung tumor and lymph node metastasis by reducing expressions of
COX-2 and VEGF-C and inhibiting lymphangiogenesis which is related to dosage. That provides certain experimental bass for drug
development of anti-cancer lymph node metastasis in early stage and the patients prognosis improvement.
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PERPE SR A, UM AN ZS A A . R AR
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A M -2 (Cyclooxygenase~2,COX~2)72 PR 4 & g — 7l
PR, AR5 R I COX-2 P75 S Mg 1L 78 A= i A b
el A PSS A T4 LRI T, it v R e A B B TR e, B
R AR 28 1 o TERIIE ) K AR R R R RS Hh it A4
HEVEH 5 Celecoxib 1 A#T— U REREME COX=2 IR, Fif
Wi FDA b 50 e B A W4 BhiRYT o BFSE R
Celecoxib X fFa LIRS Sk 3050 25 Wi B Iidia 45 &2
Tl s (3 A TR VR R 2 B B R I T A . (H2
KT Celecoxib Ml igg A= 1 A4 B AN -G 38 40 1 PR A 47
A, BRI T H G PR L FH®, A5 WFFE 3B Celecoxib Xof fii 8 57
A LA EL A B I A PR Y, (X I B A A R 1 A T 5
AAXSEL, T Celecoxib X i itk 44 7% B SE M M S ROCR T
[EZEEEIER

AR SIS e e ST R R B S RS RN Lewis Ml RS LI
TR R AR R Y Celecoxib X Lewis fififia/N B2 #E47 T
T, W5 Celecoxib XL K . COX-2 . VEGF-C ik K itk
R, FFRIT Celecoxib %o ik B2 A& A 21 mRAE FH sk
KR ATREDLH , R IEE A 7 A BT AR P L S0 SR

1 tR 5% &

11

111 3KF DMEM =it gndt e iy s i AR o7
LRI 11 3¢ [ Hyclone 2 W) ; SRPTER COX-2 HLsE LA  fe
i UL N B2 A2 ] F —C(vascular endothelial growth factor-C,
VEGF-C) ML BT IR B AL FR A M BAR B IR A ] A
P BB/ INER I S AN IR 3 (Podoplanin ) 22 78 FEHLIR I 1 35
Santa Cruz 187 22 ], SP — 40135 & (SP-0023 ) \DAB 2 (4,15
AN B AU AR Y BORA FR A )  ZERE AT I B VS
AR

112 ARk  Lewis A MEAR (Lewis Lung Carcinoma cell,
LLC) HI 7 5 27 B2 e i IR I e oL S2 6  HE

113 S8y L E 5 IR (Speciﬁc pathogen free ,SPF)
9, MEVE, CSTBLI6 /N (4 ~ 5 i )60 L, IR FTht 14~ 16 ¢, T
FRIRE T 3 JE A B T T e SR S s A BR A E L s A
VA IES : HNASLKJ20102739, 52 56 3h )4 #% UE 4 %5 : SCXK
(3H)2009-0004

12 753k

121 #MAEREF  LLC 40MUE & 109%#7 25 iR 4 13 . 100 w /
ml, H & ZM 100 w/ ml 558 £ 1Y DMEM = B85 57 4, 76
3TCEHEMEFRNECH 5% CO, Br gt hisgs, & 2-3 RIEHR1
Ko

122 133 CS57/BLI6 /NR R T8 UL T X 48Uk KK
LLC #HH5331HE CSTBLI6 /N BRZ2 IEIBE TR K T A, 200 M3t 24
2% 107/ H o WEEIFI0 RS /N BURS IR AR BT S
BIRAS S DL o K /NERBERIL 200 A R AR KNS BREH | ZEOR E AR IR

b B HEE2H(30.90.,180 mg kg ), A4 15 H, i T4
“RRL” /NI BRI SR AR 10 R, SR AME S Jr X gh 2. bR R
FU 5 I K A2 () FL A2 (b), 3 A T V (mm?)=ab? = /6 1A
IRFR, e e AR i 4. TR 42 RAMAREREEARFE/NR,
BRLIASI M A= 3 A AL AR o 0B e 414, PR A L 315
TR T8 8% )= BE AL - 49— 25 2 A P 3598 ) / %
TR P9 x 1009% o IFRICEIE G /1> B i Iohed 4121
B> BT M R A P L LA S U
1.2.3 a4 48284k % 5% (immunohistochemistry, |HC) 3 £ 6 i i
JE4H 22 th COX-2,VEGF-C ik AR itk B & % B (Lymphatic
microvessel density, LMVD) i 20 2L 40 2341 - i — FR 2R it
Ji B BE RS 7K A, 3%H,0,( 80%HH it ) = I 3t P41 10 min, 98°C 1
BB PR 10 min, 4% SP = 1EA T G e 2L 4 b4 A5 < 3 Jin
Ll 2 i v P 30 min, B RN VR BEJS 23 5003 N S bt B
COX-2(1:150) \VEGF-C (1.200) &% Podoplanin (1:200),4C it
W PBS e, WM R R Y% 19G,37CHEE 30 min,
PBS 1%, 37°C HiFE 30 min, DAB i.{f,, B B 2 B iisk , — F
FEW IR R Gy, PERIE Ao
124 ZRHAE 5% Beasley 5 0 [ 6B T ME LMVD
IETHH, B SR ASE R (x 100)EEY) F, T3 o Py e nli g
ey (0 AN P Bz A0 8 PN B A ML A S — bk 4 S AL
Z AN LA, R ASTE = A5 B8 T (x 400) B HLTT 4K 10
ANLET , BOF- Y80 0% LMVD {8, VEGF-C 1 COX-2 & 1y
FERIB TN, 55 e b BRI R4 e (58 2 K
BEPE 20 I R PP TE e (T 0 43, YR B )iTh 147,
TR (O (RREE )T 2 48, IRYM (OGRS ()T 3 0 B
MR <5%3 0 5 ,5%-25% 1 43,25%-50%11 2 43 ,>50%
I 3 435 RIS S AR B
13 gitH A%

SR L R R B (x = 5) = bRUEZE Q)R . Kb 2R
FH SPSS17.0 #4415 Je #EAT B I J7 2253 BT (AVONA) , 4 i) 75
WL LSD-t K 04047, S84 B0k} L BCR FHBR RS 56, P<
0.05 I, IA 22 A it 3L,

2 HR

2.1 FJER LLC /R — 1R

60 H/NER ISR BT, IR 2R 100% , LI s (8] Ay 4 i Aol
MIJGEE 7 ~9 Ko MR dnpafiti 525 13 K, Mo EA 1k 5
mm o AR5 /N B R B RS S I O e B AR, b
JifRE R, /N RO BT, TR B A B T R, X
WA R AR A g, o 5 HUN R R RS R L BB K T
W, EHEBEE M. Celecoxib TH , &8 il EAL4H S
ot HEZEAR Lo A A 4 W R 208 IR AR /N, ELJR AR RN , 5 ]
PRl LRGP 25 20 LR TR A R 1 1, ekt B2l AR 1k
AR (A 1),
22 LLC g/ NRIN AR AN S B REBEERE

AFRIFIE Celecoxib X /N ERMEVE T, A= 28 AL 1k
SRR RA W .22 5, TG U(P>0.05) . LI/
P47 A I i v 1 P L A BE A AR R 22 A ST
2(P<0.05) 1] BE 5 a5 FE AR AR 4/ U BRI 8 W Bl /b,
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E 1 WA LLC FE/NRBEBEAN AN, SHE FHELHA ST RBAMILEREKAEEE, BET/N, BBEEEAn
A: &7 E4 (180 mg-kg'-d"); B 7 E2ZH (90 mg-kg*-d?);
C: {RFI 220 (30 mg-kg'-d?); D: XERZH
Fig. 1 The comparison of the size and shape of tumor homografts in LLC tumor-bearing mice among four groups. In the high-dose group and
middle-dose group, the tumor showed a small and regular figure and a dowe-growing behavior compared to the control group

A : High dose group(180 mg-kg*-d¥); B : Middle dose group(90 mg-kg*- d*); C: Low-dose group(30 mg-kg*-d?) ; D:Control group

PRE PR FRACE 1, 5#(P>0.05). 30 K 7l B U] i X AR A K i
23 LLC /R T EEE KLk W%, AGET 2 5 (P<0.05) o X B ARG | rpoRl A

I PULH LLC fapdgd /N SR [R] sk i) g R R, SR P . S B4/ B S B AR LY B 6488.59 + 1606.14 mm®,
I TR 42 RIGAFTE/NE, Rl A K ik 45 R BFERD  3879.37 +1085.04 mm’®, 1149.94 +670.45 mm®, 839.53 +272.77
T 20 RIS AT m PR e AN B RS TEE mm'(E 2),

F1 LLC T/ MNRINAER ENSHREERERE (Xt s)
Table 1 Quality of life of each group and blood physiological and biochemical parameters (X+ s)

Group WBC(10%pl) ALT(U/L) PLT(10%wl) the body weight after tumor-removed(g)
Control group 6.43+ 1.23 25+ 13 656+ 123 18.2+ 1.2
Low-dose 6.68+ 1.56 36+ 15 628+ 189 19.2+ 1.8
Middle dose 4.83+ 1.79 33+ 20 458+ 232 232+ 23
High dose 556+ 2.13 30+ 18 568+ 187 228+ 1.7

EEFIEA PFEA. SHEAJTRE WBCALTPLT AL RERESITEREX(P>0.05), XEEFRE:*P < 0.05 vs 3t BBA, KFI £
48 vs XtH84H: P> 0.05,

Note: Low-dose; Middle dose; High dose, Control group: WBC,ALT ,PLT Pairwise comparisons among groups (P> 0.05). body mass after tumor:*P <
0.05, vs Control group. Low-dose group vs Control group: P> 0.05.

24 BRERMEEX

10000~ i
Colecorib 4 VMM RABE AN, 85 bk B M- o
LN BT 2 S AT ST X (P<0.05), (0 il = s S P
A e 2 R L 6 L (P>0.05), Celecoxib 75 B %] - Control groug
F AL R B e A IR R 4102 ] (P<0.05). Celecoxib = 4000
o0 BRI TGN B, AR T A L, SRR 2 2000
L2 A G X (P<0.05) SR ARAMILERE & ]

Giil2E L (P=>0.05)(F 2). @ & & »

25 mE Al ) Time after injection t /d

251 F[E % 2 Celecoxib Xt LLC % 48 488 42 42 COX-2, :

VEGF-C & A B 200 X#ﬁﬁéﬂ@éﬂ%’l*,COX—2\VEGF—C FHE| B2 MALLCHE/MNRBEBTREKBLZ . BFENHEFNEA
SRR RANN )2 R QB Celocoxib Fi i i) WPRREKRERE. BRRARDARANP <005 SEARE

§ 5388

Frd] COX-2 VEGF—C s (3 Hxf BEALIRES . ( 16 3,16 4). 1 o '5;” gﬁ‘f“: Lo
. 1Q. e growth curves of tumor homograftsin tumor-bearin

241 COX—2 .VEGF-C ZiABUMIE HEAT R . Celecoxib 9 9 °d 9

o N et e . mice of four groups (high dose, mid-dose,low dose,control group). The
FIE R IR R o IR Rk B RIS, A SR

" ) 0 ., capacity of tumorigenicity in high dose and mid-dose group was

R ) 45 2 5 %ok = FI A % . . .

L5 (P <0.05). PR {ITGH] ik ALBON MRAL K5 ] B AL IF) e significantly reduced. High dose group and Mid-dose group ¥ P <0.05
g

TGt 7225 (P>0.05)( 3) compared with Low dose group and Control group
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Table 2 Homograft tumor weight of four group and the inhibition rate, (x+ s)
Group N Tumor mass( g) Tumor Inhibition rate(% )
Control 15 347+ 042
Celecoxib(mg-kg-1-d?)
30 15 2,92+ 043 133
90 15 1.88+ 0.32" 46.8
180 15 1.56+ 0.38" 56.3

EARFIEA; PHIEE; SHIEE; XA EHEE . **P=- 0.0000 < 0.01, vs W B8, {EFIEA vs¥F884A: P=0.9799> 0.05,
Note: Low-dose; Middle dose; High dose, Control group: tumor mass. **P= 0.0000 < 0.01, vs Control group.

Low-dose group vs Control group: P=0.9799> 0.05.

3 mEANFENE COX-2 7 LLC /MR B EBALAH R
i%,(x 200)
A 5 FIE4H (180 mg-kgt-d?); B fFIE4H(90 mg-kg*-d?);
C: {RFIE (30 mg-kg*-d?) ;D: XtHEA
Fig. 3 COX-2 protein expression (DAB staining, x 200) in Lewis Lung

Carcinoma homografts among four groups were detected by
immunohistochemisty. The arrows represent the particles positively
expressed in tumor homografts.
A: High dose group(180 mg-kg*-d*); B: Middle dose group(90 mg-
kg*-d?);
C: Low-dose group(30mg-kg*-d?); D: Control
group

252 REFIEH Celecoxib 3f LLC #B1EIBHL LMVD By
M R M EVE AR IC Y Podoplanin FRic ik BV N B2 4, AT DL
Podoplanin 43¢ 54 #1238 FIKELEE o Podoplanin FHMH: 323k 148
ARG, AR AR, A8 A5G otk A8 TR 252 R AIE
X2 Podoplanin FHMEIR B8 2% 8 v, A8 IR 973k, 7R BRI bk
EAE I NPT LB A B2 LR o Celecoxib g 751t Hh AF) dak
20 Podoplanin BHP: Ik E 45 %8 55 50 ) IR 20 B S o2, BH P bk L 58
IR , R, ORI, e T . ST B 1400 £

4 REBANFENE VEGHCE LLC i/ NRBEBEAR TR
3A( % 400)
A: B FIE2H (180 mg-kg*-d?); B: I EZH(90 mg-kg*-d);
CRFIE A0 mg-kg*-d?) ;D: XHRA
Fig .4 VEGF-C protein expression (DAB staining, x 400) in LewisLung
Carcinoma homografts among four groups were detected by
immunohistochemisty.The arrows represent the particles positively
expressed in tumor homografts.
A: High dose group(180 mg-kg*-d?); B : Middle dose group(90 mg-
kg*-d?);
C: Low-dose group(30 mg-kg*-d?) ; D: Control group

LT 7 AR R 2 AR R ARG R R R L R B
I A8 B 8.503 +£3.216.7.360 +2.238 .4.177 +2.344
3.445 £ 1.355, (A PSR UEAIGH Bk g] N RRZE LMVD BH &0
D G2 (P<0.05) o fIGF A B IRAL K g 5
AR LR TESE 2422 57 (P>0.05) ., Celecoxib ¥ LLC faff /) i
FE IR SO LU 1) A J3 A B S A skl A B — R RO &R
(El'5).
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% 3 M4 LLC 398/ R 188 COX-2,VEGF-C RikLbE (xt s)
Table 3 The expression of COX-2, VEGF-C in four groups of homograftsin LLC mice (x+ s)
COX-2 VEGF-C
Group
n - + ++ +++ + ++ +++
Control 15 0 2 3 10 0 3 3 9
Low-dose 15 1 2 5 7 1 3 4 7
Middle dose* 15 6 4 4 1 5 5 3 2
High dose* 15 8 5 2 0 8 5 1 1

EARFIEA; FHEE; SHEHE; XBAE > P<0.05 vsITHRA; KFIEA vsRA; HHEH vs shFIE A : P>0.05,
Note: study group: Low-dose; Middle dose; High dose, Control group: * P<< 0.05, vs Control group; Low-dose vs Control group;

Middle dose vs High dose: P> 0.05.

3 ik

5T O AT 2 R At i g L A Al /I A0 i g
(Non—small cell lung cancer, NSCLC ) H WL G BRSO Bl
U LBAE S ¥ R 2 IR T I 2GS (0 40 i A i R & 1 2R A7 I
W S, A AT 2R . I RTFFX0SR W] , BARR R A
F-3Z{& (epidermal growth factor receptor, EGFR )28 2% B i fili
9 S E KT EGFR [ 22 R A B ) 7] (tyrosine kinase inhibitors,
TKIs ) A 55 Z 0T 35 70%-80% , H 217 A= A £ 25 A5 5 R A3 4Y
29 10%-20% 3697 b A% 2 R Bt . BME EGFR-TKI #I1467A
IT AU R VR YT I R IE K, LT T SR i & &
HBLARAF IR 25 o FRIHE PR RO 25 9 18k i il F
FMFEHZ—,

A TR VYRR TG AL i 8 IR 28 ) S il , 9
COX-1 1 COX-2 PIFE . AR KR EMFTIET COX-2 1

[ 5 G & AL £ & Podoplanin i ER#ME &% B NABEBEHER
FERIE(x 400)
A:FFIELH (180 mg-kg*-d); B: 7 E 4 (90 mg-kg* d?);
C:{RFIELA (B0 mg-kg™-d?) ;D: XA
Fig.5 LMVD (Lymphatic microvessel density )(DAB staining, x 400) in
tumor homograftsin C57BL/6 mice among four groups were detected by
immunohistochemisty. The arrows represent the particles positively
expressed in tumor homografts and the micro - lymphatic vessel.
A: High dose group(180 mg- kg*-d*); B: Middle dose group(90 mg-
kgt-d?);
C: Low-dose group(30 mg-kg*-d?); D: Control group

hy— T Sl BRI e 1 R A R RO RIS R 2
ZOCHEBMAEMBY, COX-2 TELBUIRME B8 45 .
FUIRIEE B A TS B v i %63k 0 1998 4F, Hida S5 5%
HRIEZ 70% KMt AL 2 AT Il COX-2 mi3%ik , TRk B 4554 72
kb, COX -2 G PPt A 1 40 i B I R v o COX=2 1 2%
IR AT UL T N R EE 0 A A, HALZ WU S AR T
COX=2 TEfidfa b 2k iy 8 BN, TR AN I S, TR Hh i
Ji i SRR b R A S R AN g AN SR 4 Fh SR, L)
[ COX-2 Fak it N W Y, 29 70% 5 SR 3k, LAt e 4]
S 191 i 2200, T /NN i TL-F- A 3R 38 COX =2, B Y COX-2
FEIRARTELT o AL GRIEVERR I COX-2 FRik B 2
i 809, P HATE i IR COX-2 FRIBMYIE w , HEZ
T NSCLC, 5l S i v o

Celecoxib 1ENHT—CEREME COX-2 MIHIF], W FREFE R
PEAERITF COX-2, XFIEH AL COX-1 Ay FRILTCI o,
S LATHAGTE BRI 09 AN BB REAIG , 80 BT MEs F 5 19
o ARTLIEERGEF0 K IA[E )i Celecoxib #5457 2Y
A0S FOAEIR B A I AT A L JC A s Pl e 48 4
B, SXIRA R, A2 5 (P<0.05) K] i
TR IS 53 A L8, e 22 52 (P>0.05) ,3X 5 Mas-—
ferrer ZE1E T E R B AT AT I LLC B A0 19 AR <, d AT
IR FLZE e B T RS MRS (i B, LA B AR b v
WM —E AT BN Celecoxib X}l AE KA
— BRI R, L i 0 ) 2 B A ARG R L A TR
1Y Celecoxib X fuydgi /1N FUEEPEAE FH A ULIA .25 5, JiHH Celecox—
ib W FH 2 4501 0 5 R T R K, o AR 17 APt 7 5 e
FERAL T — 2 LI IERL . KT Celecoxib 30l i A= 4 A9 7E H
B H BRI AT . A2 B YO B COX-2 # il 5]
AP COX-2 AT A AR R (PG ) 9 2L W LA B AT ] 22 Al 4
it A A Al DR B Lk = gy ERK2 3 1, DT 410 i Ffr e
B A T3 A 5NN, Celecoxib i@t JE COX-2 #KHfigk 12 &
PR e,

PLAER, Celecoxib UM FIRIFSE 24 rh e A i 68 24 it
A By B B AR AR IR b, X IR EVE A A PR ST A D L
A Celecoxib HLAM Ik EL A8 AR R 75 A7 78 39 S A0 1k B 2 A
#iE . FAE 2001 4F Jackson P& 1 R GO T 8 A B0 3
W, RMAHZRES SRR LR, B2 80a# A N i
T B 1) A I PR A A RIS Hh B DG B 2P 3R RO LAY
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A kT s LR R AR R, Ok NSCLC it
SRS R RZ —B9, 52 kM VECF-C i FRarE i 1
TR Y A B, VEGF-C. 3l i 55 430 (18 200 6 2k L 4 7
B EESZ Uk VEGER-3, i 20k [ B #fR 1k, A TMifi#E &
YR LB A I, SRR A RS o XA DR B L i R
B L R Sk IR RN R B A 2 B R A IS
%5 I VEGF-C / VEGFR-3 {5518 8% 2 5 Mg ik 45 4
JREAT e, Ay e 200 L 90K LA P R ] ) R o o L4 A 2
28 K ) R LSS AL PRI T 2 AL Sy o ARSI it e LA gL
IESE T A RIF & Celecoxib 7E Y LLC #2498 421
COX-2 Fik#f il , HIRLAY VEGF-C 32515 R itk I 45 A it sk
GG R, & PR 254 COX-2 . VEGF-C [13%
IR R AL s, 22 5 A Gt B L (P<0.05) , [H AR &
LA MR s . hRl AR e, ZR ISR (P>
0.05) . BB Celecoxib Xf COX=2 . VEGF-C FiAMHI/E £ —
FERYFIHEAE o EARMLE A 201 T A28 CoX-2
X VEGF-C ik Kok 4 (14 A il v] B A7 A By Rl sl A 0 75 L 1%
AR KB £ 5455l . COX-2 Tl fgil i AL R 51 i
# 2(PGE2)HIA I, i PGE2 15 IR 2 52 1 45 4 5 nl fifi 22 3%
W R AR T AR AR T2 4K HER / Neu-2 i
RERBR IR AL , A 5l AT 2253 200 B8 1 I (mitOgen ac—
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