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Receptor activator of nuclear factor kB ligand (RANKL) induces osteoclast formation from hema-
topoietic cells via regulation of various transcription factors. Here, we show that MafB negatively
regulates RANKL-induced osteoclast differentiation. Expression levels of MafB are significantly re-
duced by RANKL during osteoclastogenesis. Overexpression of MafB in bone marrow-derived mono-
cyte/macrophage lineage cells (BMMs) inhibits the formation of TRAP-positive multinuclear osteo-
clasts, but phagocytic activity of BMMs is retained. Futhermore, overexpression of MafB in BMMs
attenuates the gene induction of NFATcl and osteoclast-associated receptor (OSCAR) during
RANKL-mediated osteoclastogenesis. In addition, MafB proteins interfere with the DNA binding
ability of c-fos, Mitf, and NFATcl, inhibiting their transactivation of NFATcl and OSCAR.
Furthermore, RNAi-mediated reduced expression of MafB enhances osteoclastogenesis and increases
expression of NFATcl and OSCAR. Taken together, our results suggest that MafB can act as an
important modulator of RANKL-mediated osteoclastogenesis.
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