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FMNHmXEER ADAMTSY activation by interleukin 18 via NFATcl in
QUMS-27 chondrosarcoma cells and in human chondrocytes
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ADAMTSY is a member of the disintegrin and metalloproteinase with
thrombospondin motifs (ADAMTS) genes, with aggrecan-degrading activity. It has
also been characterized to be reactive and highly activated ADAMTS by IL-1p in both
chondrosarcoma cells and human chondrocytes. In order to understand the regulation
of ADAMTSY gene expression a functional 3.0 kb human ADAMTS9 promoter has
been cloned and characterized. A sequence analysis of the promoter revealed the
presence of putative binding sites for Nuclear Factor of Activated T cells (NFAT)
which is commonly found in the ADAMTS4 and ADAMTSS5 promoters. NFATcl was
up-regulated in an activated form by IL-1B in human chondrocytes. The IL-1B
inducible ADAMTS9 expression was inhibited by NFAT inhibitors, FK506 and 11Arg
(11R)-VIVIT. Furthermore, direct binding of NFATcl on distal and proximal
promoters of ADAMTS9 was demonstrated by a chromatin immunoprecipitation assay
Promoter-reporter assays supported those results. These findings may provide a better
understanding of the regulation of 4ADAMTS9Y expression induced by inflammatory
cytokines.
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