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CCL2 induced by RB inactivation contributes to the formation of tumor-promoting
inflammatory microenvironment
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i Inactivation of RB gene is frequently found during tumor progression and
correlated with drug resistance or undifferentiated state in some kinds of cancer. We previously found

that RB inactivation contributes to the acquisition of stem cell-like activity via activation of
inflammatory signaling. But the receptors of some cytokines induced by RB inactivation such as CCL2 were

not expressed in tumor cells themselves. Up-regulation of CCL2 secretion was dependent on ROS
accumulation and subsequent JNK activation caused by RB inactivation. RB inactivated myofibrosarcoma
cells highly expressed CCL2. And these cells showed higher tumorigenic activity in wild type mice but not
in CCR2 knockout mice. Angiogenesis and infiltration of Gr-1 positive cells into tumor microenvironment

were decreased in CCR2 knockout mice compared with wild type mice. Here we state that CCL2 induced by RB
inactivation contributes to the formation of tumor-promoting inflammatory microenvironment.
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