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We analyzed the function of Osteoprotegerin (OPG) in the tumor
microenvironment of colorectal cancer liver metastases. TCGA public database revealed a correlation
between low OPG expression and poor prognosis in colorectal cancer. The analysis using
immunohistochemistry of our colorectal cancer patients showed that liver metastasis was
significantly frequent in the group with low OPG in primary colorectal cancer, and that OPG
depletion in liver metastasis was observed in many patients with high OPG in primary colorectal
cancer, suggesting that low OPG may be a cause of liver metastasis. We generated a mouse model of
colorectal cancer liver metastasis and found that the low OPG-expressing cells were more prone to
liver metastasis than the high OPG-expressing cells, and that the liver metastasis was suppressed by

anti-RANKL antibody in the low OPG-expressing cells.
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