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Sox9 is a transcription factor critical for endochondral ossification; however, proof of
its epigenetic regulation remains elusive. Here, we identified Arid5b (AT-rich interactive
domain 5b) as a novel transcriptional co-regulator for Sox9. Arid5b physically interacted
with Sox9 and cooperatively promoted chondrogenesis through direct binding to the Co/Z2al
gene promoter. Aridsb” mice showed growth retardation with delayed chondrogenesis. The
methylation level of H3K9 in chondrogenic marker gene promoters was markedly increased
in Arid5b”" chondrocytes.
mechanism of skeletal development, where Aridbb promotes chondrogenesis by facilitating

In conclusion, our findings establish a novel epigenomic

a relationship between Sox9 and Phf2-mediated histone demethylation of chondrogenic gene

promoters.
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