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Establishment of novel strategy in cancer treatments based on normalization of
tumor vasculatures
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The effect of pre-treatment with SU5416, a selective VEGF receptor-2
inhibitor, on tumor disposition and in-vivo anti-tumor activity of polyethylene glycol (PEG)
-modified liposomal paclitaxel gPL-PTX) was evaluated in two B16 or LLC solid tumor-bearing mice.
Pre-treatment with SU5416 significantly enhanced the in-vivo anti-tumor effect of PL-PTX in B16
tumor-bearing mice, but the same treatment did not affect the anti-tumor effect of PL-PTX in LLC
tumor-bearing mice at all. Considering that VEGF levels within B16 tumors was found to be about
20-fold higher than that in LLC tumors, it was suggested that SU5416 would be able to normalize
tumor vasculatures in certain types of tumor tissue such as B16 where VEGF plays a major role for

promoting angiogenesis.
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Fig. 1 In-Vivo Anti-Tumor Activity of PL-PTX with
or without Pre-Treatment of PE-SU5416 in B16
Solid Tumor-Bearing Mice

Keys, @, Saling; ¢, PE-SU5416; &, PL-PTX;

@ . PL-PTX after PE-SU5416 pre-treatment

Each point represents the mean tumor volume + S.D.
(n = 7-15). ** p< 001 * p< 005 compared with

saline-treated group.”” p< 0.01; 7 p< 0.05, compared
with PL-PTX alone.
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Fig. 1 In-Vivo Anti-Tumor Activity of PL-PTX with
or without Pre-Treatment of PE-SU5416 in LLC
Solid Tumor-Bearing Mice

Keys; 4, Saline; €, PE-SU5416; &, PL-PTX;

@ . PL-PTX after PE-SU5416 pre-treatment

Each point represents the mean tumor volume + S.D.
(n = 5). * p< 0.01; * p< 0.05, compared with
saline-treated group.
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Fig. 3 Area of a Hypoxic Region within Tumor
Tissues

Keys; closed bar, control; open bar, PE-SU5416.
Results are expressed as the mean with the vertical bar
showing S.D. (n = 20-25). *** p< 0.001, n.s., not
significant.
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Fig. 4 Effect of PE-SU5416 on Intratumoral
Digribution of PL-PTX in B16 and LLC Solid
Tumor-Bearing Mice

Tumor disposition amounts were separately measured
for PEGylated liposomes (A) and paclitaxel (B) in B16
and LLC tumor tissues. Keys; closed bar, control;
open bar, PE-SU5416. Results are expressed as the
mean with the vertical bar showing S.D. (n=4). * p <
0.05, n.s., not significant.
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Table 1 VEGF Amount within Each Type of Tumor
Tissuesby ELISA

VEGF Amount

(pg/mg Protein)
C26 381 +159* 1
B16 983 + 342
LLC 43+£43"

Results are expressed as the mean + S.D. (n=4).
* p<0.05, compared with LLC.

71 p<0.01; T p<0.05, compared with B16.
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