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A possible novel anti-cancer treatment targeting CCL3-CCR5 interaction
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We previously demonstrated that locally-produced CCL3 induce the
intra-tumoral accumulation of cancer-associated fibroblast (CAFs), which express CCR5, a specific
receptor for CCL3. Based on these observations, we examined the effect of a CCR5 antagonist,
maraviroc, on tumor growth arising from intra-cecal injection of either a mouse or a human colon
cancer cell line. Oral administration of maraviroc after tumor injection decreased tumor sizes with
reductions in numbers of CAFs and epidermal growth factor (EGF) expression by CAFs, but with few
effects on leukocyte infiltration. Consistently, CCL3 in vitro induced fibroblasts to migrate and to

express EGF, and maraviroc reduced these in vitro effects of CCL3 on fibroblasts. These
observations would indicate the potential of maraviroc or other CCR5 inhibitors as a novel
therapeutic modality for colon cancer, by targeting the CCL3-CCR5 interaction.
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