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Abstract : Recently angiogenesis is thought to be necessary for the growth and
metastasis of solid tumors.
growth and metastasis of solid tumors have been developed. TNP-470 (o-chloroacetyl-
carbamoyl fumagillol), an anti-angiogenetic compound, strongly suppresses the growth of
epithelial cells. We determined the effects of TNP-470 alone and in combination with
hyperthermia, CDDP or radiation on human gastric and esophageal cancer subcutaneously
inoculated into nude mice. In addition, we investigated the effect of TNP-470 on an
experimental liver metastasis model using human gastric cancer transplanted into nude
mice. The results of experiments using human gastric and esophageal cancer subcutaneous-
ly inoculated into nude mice are as follows: 1) TNP-470 alone suppressed the growth of
both gastric and esophageal cancer, 2) combination treatment of TNP-470 with hyperth-
emia suppressed the growth of both gastric and esophageal cancer more strongly than either
alone, and 3) it was more effective than the combination treatment of TNP-470 with CDDP
or radiation. This study of experimental liver metastasis model demonstrated that TNP-
470 alone did not suppress liver metastasis.

Several anti-angiogenetic compounds which suppress the
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fumagillol (TNP-470).
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Fig. 2. Schema of Hyperthermia.
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Fig. 3. Effect of TNP-470 on subcutaneously (s.c.) heterotransplanted tumor in nude

mice.
1) : No treatment.

2) : TNP-470 (30 mg/kg) is s.c. injected three times a week for two weeks.
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Fig. 4. Effect of TNP-470 with hyperthermia, radiation and CDDP on s.c. tumor.
1) : No treatment. 2): TNP-470 30 mg/kg is s.c. injected three times a week
for two weeks. 3): Hyperthermia is dene by 43 C water bath method for 30
min. 4) : CDDP (8 mg/kg) is intraperitoneally (i.p.) injected at one time. 5) :
irradiation of Linia (15gray). 6): TNP-470 30 mg/kg is s.c. injected three
times a week for two weeks after hyperthermia. 7) : TNP-470 30 mg/kg is s.
c. injected three times a week for two weeks after i.p. injection of CDDP. 8):
TNP-470 (30 mg/kg) is s.c. injected three times a week for two weeks after

irradiation.
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Fig. 5. Effect of TNP-470 on experimehtal liver metastasis model

(NSC-28).
1) : No treatment.

2) : TNP-470 (30 mg/kg) is s.c. injected three times a week for

two weeks.
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Fig. 7. Effect of TNP-470 on s.c. tumor growth (NSC-28).
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A : control

B : combination group (TNP-470 and hyperthermia)
Brown staining profiles endotherial cells and small vessels.
Angiogenesis strongly suppressed in the combination group.
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No. of mice with metastaoic nodules
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