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W R oMEZE (L) : Advanced glycation end products induced the expression of
chondrocyte marker proteins downstream from the BMP4-Smadl signaling pathway in MCs. In
addition, hypoxia also induced the expression of HIF-1, and chondrocyte markers.
Overexpression of SO0X9 caused ectopic expression of chondrocyte markers. Glomerular
expressions of HIF-1, BMP4, and chondrocyte markers were observed in diabetic nephropathy
mice. SOX9 was colocalized with HIF-1 in diabetic glomeruli. BMP4 knock—-in transgenic
mice showed not only similar pathological lesions to DN, but also the induction of
chondrocyte markers in the sclerotic lesions. HIF-1 and BMP4 induce SOX9 expression and
subsequent chondrogenic phenotype change in DN. The results suggested that the
transdifferentiation of MCs into chondrocyte—like cells in chronic hypoxic stress may
result in irreversible structural change in DN.
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