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WFFERLR DBEE (330) : Bisphosphonates (BPs) are widely used as anti-bone-resorptive drugs, and
nitrogen-containing BPs (NBPs) are much more powerful than non-nitrogen-containing BPs (non-NBPs).
However, NBPs have inflammatory and necrotic side effects including jawbone necrosis. We have
discovered that the non-NBPs etidronate and clodronate lack such side effects. On the contrary, they can
prevent or reduce the NBPs’ side effects. During the period of this project, we could accumulate many
findings concerning the mechanisms underlying the NBPs’ side effects and non-NBPs’ protective effects
and the effects of their combination on bone. In addition, we noted that the non-NBPs have a potent
analgesic effect (lacked in NBPs and independent of their anti-bone-resorptive effects). Based on these
findings, we propose that (i) etidronate and clodronate can be used as a substitution drug to NBPs and a
combination drug with an NBP, respectively, and (ii) they warrant reappraisal as safe drugs for
osteoporosis.
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