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xtracellular vesicles from mouse bone marrow macrophages-derived osteoclasts_
treated with zoledronic acid contain miR-146a-5p and miR-322-3p, which inhibit
osteoclast function
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Medication-related osteonecrosis of the jaw (MRONJ) is an intractable form
of osteonecrosis of the jaw that rarely occurs in patients using bone resorption inhibitors such as
bisphosphonates (BPs). Recently, the role of extracellular vesicles (EVs) in communication between
osteoclasts and surrounding bone cells has been confirmed. This study aimed to elucidate the effects

of EVs derived from osteoclasts treated with zoledronic acid (ZA), one of the BPs on osteoclast
function. gRT-PCR analysis confirmed the amount of these specific miRNAs, with miR-146a-5p, and
miR-322-3p being significantly upregulated by ZA. Overexpression of miR-146a-5p and miR-322-3p
influences osteoclast differentiation, and Traf6 is a target gene of miR-146a-5p. On the other hand,
Overexpression of miR-322-3p affects osteoblast differentiation. We suggest that ZA-treated
osteoclast-derived EVs may play an important role in osteoclast function and bone resorption
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