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targeting strategy for chemokine signaling in colorectal cancer microenvironment
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In two syngeneic mouse models (MC38 transplanted tumor model and CMT93 liver

metastasis model), lack of the Ccrl gene in host mice dramatically reduced MC38 tumor growth as
well as CMT93 liver metastasis. We further investigated the role of CCR1 depletion in myeloid cells

using bone marrow (BM) transfer experiments, and found that mice reconstituted with Ccrl-/- BM
exhibited marked suppression of MC38 tumor growth and CMT93 liver metastasis. Consistent with these

results, administration of a neutralizing anti-CCR1 Ab significantly suppressed MC38 tumor growth
and CMT93 liver metastases.
Using clinical specimens and human colorectal caner (CRC) cell lines, we found that loss of SMAD4
from CRC cells resulted in the secretion of CXCL1 and CXCL8 to recruit CXCR2+ neutrophils, and that,

in turn, the recruited neutrophils abundantly produced CXCL1 and CXCL8, which could help to further
accumulate CXCR2+ neutrophils. Serum CXCL8 levels in CRC patients were associated with patients
prognosis.
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