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 E: BEY WESFEEM Lewis ETE 5-Fu AT 1R PG TE IDE IS e 242 B (PESV) X R3S FE i MsIfE - . A3E
C57BL/6 /INRJR iv Lewis Al 4iie, MZE 7 KIFLR, F3B% 7 K ip 5-Fu 1 K, #57 Lewis Filj@ by IR F 8578, DL PESV
TR, Mg 7 RASE 6 Hah¥, GBS E FiR R, IR AL AR Lewis Ml 3% 78 40 A% di s
(proliferating cell nuclear antigen, PCNA)D. IfilL & N JZ 2E KK ¥ (vascular endothelial growth factor, VEGF) FIAZK-F-FAfd il &
%P (microvessel dentity, MVD). £5R RN 21 RENEH 28 K, KIMREBALEH 39880 2.5 4>, M 14~21
RACERLIE N 0.8 A~ AL JTat 8 Inre s 21~28 REFH KT 14~21 K; BB PCNA RIATEN 21 REREHRK, 7F
328 R, (HEE 28 REH 14 RERTLEFM, PESV &, LIRS 28 REB/KFEMTHALL, Ll PESV @il
HIE . A2 VEGF RiA(ELE 28 R Bl (SHAYY 21 KA, P<<0.01). SREMIAMLEL, PESV HFIEALE
21, 28 RIMRAZ VEGF K& F I, JUHJETES 28 RFXEF T (P<0.01), T PESV AR ANILE 28 RS
HERAAAEBEME (P<0.05). MVD HHUE/R, BAIALEL 21 REgfk, 7055 28 Rigm, (HAES 28 KA 14 RERTE
k. WTE PESV mifflfmdl, 5 14 RT3 21 K, 21 KaTH 28 K, ZRHAEEN. 76 PESV (EFIH4], 2 14 K
ETH 21K, HEE21 K55 28 REFLEEN. S 1E 5-Fu tf Lewis MLy WM A7 4c B ki %, PESV Al
BRANHIL Lewis Ml FR3G5E, A6 FAALHI 2 30 3 H00 e Aol s 2 1007 2 e SR 400 ol o9 40 M 1 349 5 o
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Inhibition of polypeptide extract from scorpion venom on repopulation
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Abstract: Objective To identify the repopulation in metastatic Lewis lung adenocarcinoma during 5-Fu chemotherapy and observe
the inhibition of polypeptide extract from scorpion venom (PESV) on the repopulation. Methods To make repopulation model, Lewis
cells were iv injected into caudal vein of C57BL/6 mice, the mice were ip injected by 5-Fu once every 7 d since day 7 and intervened
by ig administration of PESV. Groups were treated differently. Six mice were sacrificed every 7 d, with counting metastatic foci in lung
and detecting the level of proliferating cell nuclear antigen (PCNA), vascular endothelial growth factor (VEGF), and microvessel
dentity (MVD) expression in Lewis lung metastatic loci by using immunohistochemistry. Results In model groups, from day 21 to
day 28 the numbers of metastatic big loci increased 2.5 averagely, while from day 14 to day 21 increased 0.8 only; The weight of lung
from day 21 to day 28 increased more than that from day 14 to day 21; The expression of PCNA was the lowest in day 21, the highest in
day 28, and there was no significant difference between day 28 and day 14; The expression in both high- and low-dose PESV groups in
day 28 was lower than that in model group. There was a significant effect in high-dose PESV group. In model group the expression of
VEGF in day 28 was upregulated significantly (P<0.01 vs that in model group in day 21). Compared with model group, VEGF
expression in high-dose PESV group in day 21 and day 28 was downregulated, especially in day 28 (P<0.01). In low-dose PESV group
only in day 28 the difference was found (P<0.05 vs that in model group); The change of MVD was the same as PCNA. The expression
was the lowest in day 21, the highest in day 28, and there was no significant difference between day 28 and day 14. While in high-dose
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PESV group, the number of MVD in day 14 was more than that in day 21, and in day 21 more than in day 28, there were significant

differences. In low-dose PESV group, in day 14 more than in day 21, but no significant difference was found between day 21 and day

28. Conclusion The phenomenon of repopulation acceleration is found in Lewis lung adenocarcinoma during 5-Fu treatment and

PESV could inhibit the repopulation through anti-angiogenesis which may be one of the mechanisms of inhibiting tumor cell

repopulation.

Key words: polypeptide extract from scorpion venom (PESV); repopulation; proliferating cell nuclear antigen (PCNA ); microvessel

dentity (MVD); Lewis lung adenocarcinoma; vascular endothelial growth factor (VEGF)
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%, R (polypeptide extract from scorpion
venom, PESV) MR NVAEHIEButhus martensii Karsch
FEEEL, S 50~60 NEIERR . XS 4> T A
6 000~7 000 [ Z KRSV, AWF9TEWIPESV HAY
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Lewis/itif A4y 0] T M9 GA B8, WLEEPES VXY It A
Lewisifisi P38 GE 10 40 4 5 RS0 iR 20 233 5
41 Mo #% 1 )5l Cproliferating cell nuclear antigen ,
PCNA). M5 A A K K7 (vascular endothelial
growth factor, VEGF) FIf#L%E % (microvessel
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21, 28 Rz . WK, SXTIAiAHLG, Bisdl
JIRIAE S 21~28 RIFHINIE . 1] PESV = 41 %%
AL N2 , 55 28 KA 21 K2 7AW 3% . PESV
AR R L g sy, HAE5 28 K,
TR AR R 2] 2 R 22 S AN S 3 o SR A i T
BRI, 55 28 K PESV il &4l SR 4L A {7 7E
BEZER (P<0.05),
3.2 IHETTEAEIAE ST Lewis ffifEHLY PCNA R
oy S a: bl

IR PCNA RIATES 21 Rk, 765 28 K

By, HEE 28 K55 14 K PCNA Rik =R L EE
PE, XHRALAE 3 AN s LLSE 14 Rige, 26 21,
28 RRIATREZE . SXTIRAAHLL, B
14, 21 REFEFXAKFEETH, O ExER, H
RS 28 RZES LR FHME. PESV MmN 28
K PCNA KIEHAE, 7E55 14 KA PESV IGHIE
AN 14 K PCNA Kikdg s, 4 21 REAG, H
%28 K55 21 RERTLGEENE; PESV &, K
AR 28 K PCNA FRIACTHAA . 4550
Kl 1.

%F 1 PESV 3 Lewis i/ MR E B FHRENEN (x+s,n=6)

Table 1 Effect of PESV on number of Lewis lung metastatic loci and lung weight of mice (x+s,n=6)

5 b7} KEEF LA SRS AL A it 5 /g
(mgkg') 14K HE2L R WK 14K H20K 28 K 14 K 21K %28 K
ot HR - 25+14  48%+27 7.0%24  88+23  9.1+28 100+53 0212008 032+0.11  0.46%0.17
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10 15210 1.0+09 3.0*x18 56+12 6.0+24 6.5+23  0.17£0.08 0.21+0.04 0.3240.13

ERMA L TP<0.05 TP<0.01, #2 [
"P<0.05 ""P<0.01 vs model group, Table 2 is same

T HRALSS 28 K

Bl 1 PESV X} Lewis fififE/NRATLHLE PCNA Rz
Fig.1 Effect of PESV on expression of PCNA in Lewis lung metastatic loci
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XA ER 28 K
B2 PESV X} Lewis fiifE/NRAT 4t MVD R0
Fig.2 Effect of PESV on MVD in Lewis lung metastatic loci

&2 PESV ¥ Lewis fiifE/NRAGE B L MVD BF20E
(xts,n=6)
Table 2 Effect of PESV on MVD in Lewis lung metastatic
loci (x+s,n=6)

PESV XA ZE 28 K

4o R MVD
(mgkeg) 14k AR HK
it - 263+6.6 302494 284+105
Y - 193432 154+45 205+ 9.5
PESV 40 178451 128+47 1224 167
10 185+42 135454 176+ 1.7

B3 B (P<<0.01). XFREZIAES 14 Kiper, 765
28 KAk, 1H 3 AW SRETLZE S PESV i
il RIA R i, SRR, PESV &

Flo P e gt

XHIEALES 28 X
El3 PESV Xt Lewis i/ RAtF ¥kt VEGF ik 89S0
Fig. 3 Effect of PESV on expression of VEGF in Lewis lung metastatic loci
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