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The function of an adaptor protein SH3BP2 in inflammatory bone destruction and
autoimmune diseases
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Tankyrase, a poly (ADP-ribose) polymerase, is reported to degrade an adaptor

protein SH3BP2 (SH3 domain-binding protein 2). We have previously shown that SH3BP2
gain-of-function mutation enhances RANKL-induced osteoclastogenesis in murine bone marrow-derived
macrophages. Although the interaction between tankyrase and SH3BP2 has been reported, it is not
clear whether and how the inhibition of tankyrase affects bone cells and bone mass. Here, we have
demonstrated that tankyrase inhibitors enhanced RANKL-induced osteoclast formation and function in
murine BMMs through the accumulation of SH3BP2, subsequent nuclear translocation of NFATcl.
Tankyrase inhibitors also enhanced osteoblast differentiation and maturation, represented by
increased expression of osteoblast-associated genes. Most importantly, pharmacological inhibition of
tankyrase in mice significantly decreased tibia and lumbar vertebrae bone volumes in association

with increased numbers of osteoclasts.
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