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Function of Siglec-15, an immune checkpoint molecule expressed on osteoclasts
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We investigated the existence of a peripheral immune tolerance induction

mechanism mediated by the immunoreceptor Siglec-15, which is abundantly expressed on osteoclasts and
activates a co-stimulatory pathway essential for their differentiation. We found that Siglec-15
expressed on osteoclasts suppresses T-cell activity. Next, we found that in Siglec-15-deficient
mice, in which osteoclast differentiation and function are suppressed, a large number of osteoclasts
are induced in an arthritis model and inflammatory bone destruction is not suppressed. One of the
mechanisms for this is that Siglec-15-deficient osteoclasts do not exhibit Siglec-15-mediated
immunosuppression, even when an excess of osteoclasts are induced, and thus induce intense
inflammation.
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