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We revealed that Nrf2 activation, which reduces oxidative stress, not only
suppresses osteoclast differentiation, but also inhibits osteoblast differentiation. However,
contrary to expectation, no remarkable abnormality of the skeleton was observed.Furthermore, we
constructed Keapl/Nrf2 double knockout mice to determine whether the cause of marked suppression of
osteoclast differentiation in Keapl deficiency is due to constitutive activation of Nrf2.

As a result, it was revealed that the constitutive activation of Nrf2 raises the expression of MafB,
a NFATcl inhibitor molecule, and negatively regulates osteoclast differentiation.On the other hand,
among 1360 kinds of synthetic compounds and marine microorganism-derived components, those having

an osteoclast differentiation inhibitory effect at very low concentrations, or those activating Nrf2
were found.Administration of candidate compounds to pathological model mice and analysis of

pathological conditions were conducted.
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