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Effects of prostaglandin E and its EP receptors on the growth and metastasis of
breast cancer.
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Bone metastasis is a frequent occurrence in breast cancer patients, but little is
known about the role of prostaglandin E (PGE) in the cancer. We established the model for bone metastasis
of breast cancer in mice. When breast cancer cell (4T1) was injected in to tibia, severe bone resorption
was detected in the metastasis area by micro-CT analysis. Bone resorption induced by PGE is mainly
regulated by the signaling via EP4 receptor, one of the PGE receptor subtypes. The bone metastasis of
breast cancer with increased bone resorption was abrogated by EP4 receptor antagonist in vivo. The
cell-cell interaction with 4T1 induced PGE production in osteoblasts, suggesting that PGE-EP4 signaling
may be critical for bone destruction in bone metastasis of breast cancer. Metastasis of prostate cancer
PC-3 was detected in vivo, and both metastasis into various tissues and bone metastasis was clearly
suppressed by the treatment with EP4 antagonist in mice.
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