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Role of cancer-associate fibroblasts on the regulation of angiognesis and bone
resorption
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In the bone microenvironment of cancer induced bone destruction, the
cancer-related fibroblasts play an important role on the regulation between angiogenesis and
osteoclast formation and activity.

As a result, exhaustive genetic analysis of cancer-related fibroblasts in bone, we showed that these
cells highly express the RANKL and angiogenesis factor (VEGF, MMPs, IL-X, TNF,PGE, etc.).

The copper ion regulator, ammonium tetrathiomolybdate (TM), which was candidates from screening of

various angiogenesis inhibitors, inhibited the osteoclasts formation of the oral cancer bone

destruction model and reinforced antitumor effect of Cetuximab in cancer bone destruction. In vitro
study, TM inhibited osteoclasts formation through the suppression of angiogenesis and RANKL

expression in osteoblast and osteocytes.
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