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Role of Ubiquitin-Proteasome System in Osteoclast Differentiation
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Ubiquitin-Proteasome pathway has been recently shown to influence osteoclast forma
tion and function, the precise molecular cascade underlying these effects is presently unclear. Recent our
studies showed that b-TRCP induced processing of NFkB2/pl100 to p52 is the critical step in activation of
RANKL induced alternative NF-kB signaling pathway. This processing event is triggered by NIK-1KKa induced
phosphorylation of NFkB2. In this study, we found novel activation mechanism of b-TRCP induced NFkB2/p100
processing pathway via Akt/Cot-IKKa activation. Furthermore, we identified Fbw7 as a physiological E3 li
gase controlling NFkB2/p100°s stability. It further implicates that Fbw7 might exert osteoclast differenti
ation by regulating NF-kB activity. These results suggested that NFkB2 is the unique molecule regulated by

multiple ubiquitin proteasomal pathways in osteoclast differentiation.
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