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Elucidation of the metastasis mechanism of oral cancer and development of the
new therapeutics based on tumor dormancy of bone marrow-disseminated tumor cells

Nakamura, Takuya
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Dormant disseminated tumor cells (DTC) in bone marrow (BM) are resistant to

conventional therapy in cancers including head and neck squamous cell carcinoma (HNSCC). This study
aimed to elucidate intrinsic molecular characteristics in BM-DTC. We used the human HNSCC cell line
HEp3-originated sublines [i.e. parental line (P-HEp3), BM-DTC-derived (BM-HEp3), and lung
metastases-derived sublines (Lu-HEp3)]. We revealed that the TGF-B 2-SDF-1-CXCR4 si?naling axis was
crucial for drug resistance dependent on a slow-cycling state in BM-DTC but not in lung metastatic
cells. Our analyses revealed that slow-cycling and drugresistant BM-HEp3 cells had unique gene
expression signatures. In addition, our investigation for phosphorylation of 39 kinases associated
with tumor progression showed enhanced activation of only Src in BM-HEp3 compared with P- and
Lu-HEp3. Further studies should contribute to better understanding of biology of tumor cell dormancy
and minimal residual disease in BM.
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