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RANK/NF-xB

NF-xB transcription factors are important mediators of osteoclast formation and activation,
and the expression of NF-xB p50 and p52, like RANK, is required for osteoclast formation.
Osteoclasts participate in Endochondral ossification, but they are not essential for
remodeling of the cartilage anlagen that form the rudimentary bones during embryonic
development, a function that does require cbfa-1/Runx-2 expression. RANK-/- and NF-xB
p50/p52-/- mice remodel their cartilage anlagen normally, but they have short bones and
thickened hypertrophic cartilage zones in their long bone growth plates. By 6 weeks, the
growth plate thickness in the RANK-/- mice is similar to that in wt littermates, but it is still
abnormal in the NF-xB p50/p52-/- mice, suggesting that NF-xB signaling is involved in
chondrocyte maturation. We are currently investigating this new role of NF-xB signaling in

endochondral ossification.



