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Fig.1 Effects of MV833 on the growth of HUVEC induced by
VEGF in vitro

HUVEC (3x10° cells/well) were cultured with 50 ng/ml of
VEGF and various amount of MV833 for 5 days. The growth
of HUVEC was measured by the uptake of *H-thymidine.
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Table.1 Anti-tumor spectrum of MV833
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Fig.2 The tumor growth of two Hela cell lines in vivo.
HelLa/v5 (e ) and Hela/c (o ) tumors were cut into 2 x 2
X 2-mm pieces, and transplanted into nude mice. The
volumes of tumors were monitored by caliper measurement.
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Photo.1 Inhibition of tumor cell-induced angiogenesis by A431 Epidermoid Py Z 93.0 0.30
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Chambers packed with HT-1080 cells were implanted HOLERE ComE: trrs 20.8 | 9.0
. . . . Hela/c carcinoma + - 92.5 .18
subcutaneously into the abdominal region of BALB/c mice

on day 0. PBS (left) or 100u g of MV833 (middle) was

a) VEGF production was scored based on the amount of VEGF in the conditioned
medium by sandwich-ELISA system. +, 0.05-0.5; ++, 0.5-1.0; +++, 1.0-1.5;

intravenously administered from days 1 to 3. The control
chamber (right) contained PBS instead of HT-1080 cells.
Mice were killed, and subcutaneous region was
photographed on day 4.
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++++, >1.5ng/ml
b) VEGF receptor was analyzed by specific binding of '*I-VEGF to tumor cells.
¢) Effect of MV833 (100ug/ml) on the growth of tumor cells in vitro.
d)Anti-tumor activities of MV833. Minimum values of the ratio of tumor volume
of treated (T) group against control (C) group.
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Fig.3 Inhibitory effect of MV833 on the growth of human colon
tumors in vivo.

Human colon tumors maintained subcutaneously in nude mice
were cut into 2 x 2 x 2-mm pieces, and transplanted into native
nude mice. MV833 (100u g;e ) or PBS (o ) was intravenously
administered every four days until the experiments were
terminated. The volumes of tumors were monitored by caliper
measurement. Arrows, times of injection.
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Fig. 4 Inhibition of advanced growing tumor by MV833 in vivo
Human tumors were transplanted into native nude mice. MV833
(100u g;e ) or PBS (o ) was administered intravenously every
four days from the time indicated until the experiments were
terminated (above bar). The volumes of tumors were monitored
by caliper measurement.
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Fig.5 Growth inhibition of subcutaneously implanted human tumors by
combination of MV833 and MMC or CDDP.

HT-1080 (left) or SW480 (right) tumors were transplanted into native
nude mice. MV833 (12.5u g) and MMC (3mg/kg) or CDDP (5mg/kg) were
intravenously administered either alone or combination. The volumes of
tumors were monitored by caliper measurement. Arrows, times of injection.
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Fig.6 Growth inhibition of subcutaneously established LS174T
tumors and body weight change of mice by combination treatment
of MV833 with VCR.

LS174T tumors were transplanted into native nude mice on day 0.
When tumor size amounted to 400mm?, the mice were treated with
drugs. MV833 (10Qu g) and VCR (1.6mg/kg) were administered
either alone or combination. The volumes of tumors were
monitored by caliper measurement. Arrows, times of injection.
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Photo.2 MV833 inhibits growth of experimental lung metastasis
in nude mice

Cultured HT-1080 cells (1x10°) were injected into the tail vein of
BALB/c nude mice on day 0. One hundred micrograms of MV833
or mouse IgG was intravenously administered on days 1, 5, 9, 13,
17 and 21. On day 25, the lungs were excised.
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Fig.7 Prolonged survival time of HT-1080 tumor-bearing
mice induced by MV833

Cultured HT-1080 cells (1x10°) were inoculated intravenously
into nude mice on day 0. MV833 or mouse IgG (100p g) was
intravenously administered on days 1, 5, 9, 13, 17 and 21.
Each group comprised 10 mice. Arrows, times of injection.
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Fig.8 Inhibition of the accumulation of ascites fluid by MV833
Cultured NOS?2 cells (1x10") were inoculated intraperitoneally
into nude mice on day0. MV833 or mouse IgG (100u g) was
intraperitoneally administered on days 1, 5, 9, 13, 17 and 21. At
day 22, mice were sacrificed and the volumes of ascites fluids
were measured. Closed circles showed mean SD.
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