2015 2017

Identification of candidate compounds for the maintenance of SFZ in the
articular cartilage through Prg4 induction
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The superficial zone (SFZ) of articular cartilage plays a
cartilage-protective role by secretion of lubricin (Prg4). We separately isolated the SFZ cells and
then treated with various agonists which are related to chondrogenic differentiation. When we
analyzed treated SFZ cells by RT-PCR, Hif2a and Wnt signaling are candidate for upregulation of Prg4

expression and were Eerformed by cDNA microarray. Since Hif2a significantly showed Prg4-promoter
activity, to further know the mechanism of Prg4 regulation by Hif2a, we performed ChIP sequencing
analysis using activated Hif2a in SFZ cells. In vivo analysis, we analyzed OA development of 4
types; Prg4-CreERT2; Hif2a flox (loss-of-function) or Hif2a Tg mice (activated Hif2a in Prg4
expressing cells), Prg4-CreERt2; B catenin flox mice (loss-of-function) or Prg4-CreERt2; (3
cateninEx3 flox (activated (B catenin in Prg4 expressing cells).
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