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Many animal models of MRONJ have been reported, but most of these studies have focused on
the content of the drugs administered. The fact that osteonecrosis develops only in limited areas
despite systemic administration of anti-resorptive agent led us to hypothesize that infection by oral
bacteria contributes to the development of osteonecrosis. We analyzed how osteonecrosis is
caused by the administration of ARA and oral bacteria. Using a model, the applicants have shown
that inflammatory cytokines induce osteonecrosis and osteoclast-mediated bone destruction.
In this study, we created a model of MRONJ of mice and confirmed that administration of certain
drugs suppressed osteonecrosis, suggesting that administration of drugs may suppress
inflammatory cytokines in mouse serum, thereby acting systemically to suppress osteonecrosis.
The results of this study suggest that the administration of drugs may inhibit osteonecrosis by
suppressing inflammatory cytokines in the serum of mice.
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MRONJ

Many animal models of MRONJ have been reported, but most of these studies
have focused on the content of the drugs administered. The fact that osteonecrosis develops only in
limited areas despite systemic administration of anti-resorptive agent led us to hypothesize that
infection by oral bacteria contributes to the development of osteonecrosis. We analyzed how
osteonecrosis is caused by the administration of ARA and oral bacteria. Using a model, the
applicants have shown that inflammatory cytokines induce osteonecrosis and osteoclast-mediated bone
destruction.

In this study, we created a model of MRONJ of mice and confirmed that administration of certain
drugs suppressed osteonecrosis, suggesting that administration of drugs may suppress inflammatory
cytokines in mouse serum, thereby acting systemically to suppress osteonecrosis. The results of this

_study suggest that the administration of drugs may inhibit osteonecrosis by suppressing
inflammatory cytokines in the serum of mice.
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