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【Purpose and Background of the Research】
Digestive tract cancer is the leading cause of
cancer death, and to control its distant
metastasis is one of the most important issues.
This project aims to identify novel therapeutic
targets for suppressing colon cancer metastasis.
【Research Methods】
1. Mechanisms of metastasis promotion by

immature myeloid cells (iMCs, Fig.1).
Fig.1
A) To clarify the identity of the iMCs and the
mechanisms of metastasis promotion induced
by the iMCs.
B) To evaluate the roles of the iMCs in
metastasis of human colon cancer.
C) To test the metastasis suppressing effects of
the CCR1 antagonist.
2. Mechanisms of metastasis regulation by the
Aes/Notch axis.
A) To study the roles of Aes in invasion and
metastasis of intestinal tumors in mouse
models.
B) To study the roles of AES in the metastasis
of non-digestive cancers.
C) To clarify the mechanism of reduced
expression of AES, and to evaluate the
correlation between the reduced level of AES
and prognosis of colon cancer patients.
D) To test the effects of Aes peptides on
suppressing the Notch signaling and on
suppressing colon cancer metastasis.
3. Roles of the signaling pathways or molecules
involved in earlier stages of colon cancer
progression in expansion of cancer metastasis.

A) To test the effects of RAD001, a rapamycin
derivative, on expansion of the metastatic foci.
B) To clarify the mechanisms by which SMO
regulates localization of the active β-catenin.
【Expected Research Achievements and
Scientific Significance】
We expect to identify novel mechanisms of
metastasis regulation by using mouse models
that best reflect the clinical features (Fig.2). We
hope our findings will help establish novel
therapeutic
strategies
for
controlling
metastasis of digestive cancers.
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