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Novel strategy focusing on bone marrow-derived cells in the tumor
microenvironment
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In a mouse model, CCL15 secreted from SMAD4-deficient colorectal cancer
cells recruited CCR1+ cells, promoting their metastatic activities to the lung. Immunohistochemical
analysis of clinical samples revealed that CCL15 expression was significantly correlated with loss
of SMAD4, and that CCL15-positive lung metastases recruited more numbers of CCR1+ cells than
CCL15-negative metastases. Importantly, CCL15 expression was an independent predictor of shorter
relapse-free survival.

We found that CCR5 ligands (i.e., CCL3/4/5) were highly produced from mesenchymal stem cells (MSCs)
using a chemokine array screening. The xenografts in which CCR5-overexpressing HCT116 cells were
highly promoted in vivo by a mixture with MSCs. Notably, the CCR5 inhibitor significantly abolished
the MSC-induced tumor growth in vivo. In human clinical specimens, CCR5 expression was associated
with patients’ prognosis. Especially, stage I11/1V patients exhibited a significantly poorer
prognosis.
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