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Elucidation and regulation of the metastasis mechanism based on tumor dormancy
of bone marrow disseminated tumor cells

NAKAMURA, TAKUYA
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Dormant disseminated tumor cellsgDTC) in bone marrow(BM) are resistant to
conventional therapy in sevelar cancers. The abundance of these cells at the time of surgery or
after treatment directly correlates with reduced metastasis-free survival. We established BM-DTC. We
used the human cell line HEp3-originated sublines (i.e. parental line (P-HEp3), BM-DTC-derived
(BM-HEp3), and lung metastases-derived sublines (Lu-HEp3)) BM-DTCs were intrinsically slow-cycling
and were resistant to an anticancer drug. Next,we performed microarray analysis of these cells. Gene
expression pattern in BM-HEp3 was distinct from P-HEp3 and Lu-HEp3. Our data inidicated
overexpression of EPHA3 in BM-DTC. Src activation maintained from EPHA3 may be important for
survival of dormant or slow-cycling BM-DTC. We performed clonality analysis of these cells.Clone of
BM-DTC was distinct from other clone. CXCR4 reported a central role in BM homing was much higher in
clone of BM-DTC than that in the other clone.
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