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Cancer is the leading cause of death in most industrialized nations, and the direct
cause of cancer death is often its metastasis to the vital organs. In this study, we
demonstrate that Notch signaling regulates activities of Rho family small GTPases to
stimulate invasion and metastasis of colon cancer. On the other hand, activation of PIK3CA
in Apc mutant mice caused massive local invasion of intestinal tumors. These results raise

novel therapeutic targets in invasion and metastasis of colon cancer.
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1. WRIERRAA YWD &
BRI TR Sz b MR
NRNEAE D€ T VBN TH D Adenomatous
polyposiscoli /w7 7k (Apc*™) ~ 7
AN K OWHIRE Td 5 B A
J&44 % (Oshima et al. PNAS 1995) . H
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BV A2 45Ty A (Sonoshita et al.
Nature Med 2001; Sonoshita et al. Cancer
Res 2002),
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ZH 57202 L7 (Kawada et al. Cancer Res
2004; Kawada et al. Oncogene 2007),
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enhancer of split) BIEFIZL B K
WBEBOMHI AL R L7 (Sonoshita
et al. Cancer Cell 2011), Z OWIZED
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A) Apc/Aes & Kras. pb3 DEEEE R~ X%
ENENEHRT 5

7 A U H NCI Frederick X V. Kras O
HITEMEA L~ 7 X ps3 DSAEHIRIE., BL O
EMEARTEM: (dominant-negative) {RDSeft
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(Apc/Aes/ps3"™ <7 X)) HAEHT %,
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KRAS, P53 LW A CRBEIZRS)ID, D
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