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The roles of small extracellular vesicles fSEVs) in enhancing metastases
have been demonstrated in multiple tumors, but they are still poorly understood in osteosarcoma.
Hence, this study investigated the effects of SEVs on progression and the tumor microenvironment in
mice and patients. In an orthotopic implantation study, we found that osteosarcoma-derived SEVs had
the potential to enhance metastases and angiogenesis. In addition, osteosarcoma-derived SEVs
decreased the number of mature osteoclasts in vivo. In vitro osteoclastogenesis studies revealed
that the inhibition of osteoclast maturation by osteosarcoma-derived SEVs was mediated by
suppressing the NF-k B signal pathway. MicroRNA analysis of SEVs from different malignant human
osteosarcomas revealed that miR-146a-5p was involved in the inhibition of osteoclastogenesis. In
osteosarcoma patients, lower numbers of osteoclasts in biopsy specimens at the first visits were
correlated with higher malignancy.
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