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Fig. 1. AeC. The effect of WIN-55 on IL-1b induced MMP-3 gene expression in human OA chondrocytes isolated from grade 0, 2 and 3 cartilage and cultured in monolayer. DeF The
effect of WIN-55 on IL-1b induced MMP-13 gene expression in human OA chondrocytes isolated from grade 0, 2 and 3 cartilage and cultured in monolayer. Each point represents the
average of the repeats per patient. IL-1b (10 ng/ml) induced the gene expression of MMP-3 and -13. Following WIN-55 (10 mM) treatment in combination with IL-1b (10 ng/ml)
MMP-3 and -13 gene expression was decreased. WIN-55 (10 mM) alone decreased MMP-3 and -13 gene expression. ***P < 0.001, **P < 0.01 compared to DMSO (0.1 %) vehicle
control and þþþP < 0.001 compared to IL-1b (10 ng/ml) treatment. N ¼ 9 samples for each treatment group, obtained from three separate patient samples for each grade of tissue (0,
2 and 3) tested in triplicate.
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Fig. 2. AeC. The effect of WIN-55 on IL-1b induced MMP-3 gene expression in human chondrocytes isolated from grade 0, 2 and 3 cartilage and cultured in alginate beads. DeF. The
effect of WIN-55 on IL-1b induced MMP-13 gene expression in human OA chondrocytes isolated from grade 0, 2 and 3 cartilage and cultured in alginate beads. Each point represents
the average of the repeats per patient. IL-1b (10 ng/ml) induced the gene expression of MMP-3 and -13, following WIN-55 (10 mM) treatment in combination with IL-1b (10 ng/ml)
MMP-3 and -13 gene expression was decreased or abolished. WIN-55 (10 mM) alone decreased or abolished MMP-3 and -13 gene expression. *P < 0.05, *P < 0.01, ***P < 0.001
compared to DMSO vehicle control and þþþP < 0.001 compared to IL-1b treatment. N ¼ 9 samples for each treatment group, obtained from three separate patient samples for each
grade of tissue (0, 2 and 3) tested in triplicate.
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Fig. 3. AeC The effect of WIN-55 on TIMP-1 gene expression in human OA chondrocytes isolated from grade 0, 2 and 3 cartilage and cultured in monolayer. DeF. The effect of WIN-
55 on TIMP-2 gene expression in human OA chondrocytes isolated from grade 0, 2 and 3 cartilages and cultured in monolayer. Each point represents the average of the repeats per
patient. IL-1b (10 ng/ml) had no effect on TIMP-1 and -2 gene expression. WIN-55 treatment (10 mM) both alone and in combination with IL-1b (10 ng/ml) reduced TIMP-1 and -2
gene expression. ***P < 0.001 compared to DMSO vehicle control and þþþP < 0.001 compared to IL-1b treatment. N ¼ 9 samples for each treatment group, obtained from 3 separate
patient samples for each grade of tissue (0, 2 and 3) tested in triplicate.
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Effects of WIN-55 on IL-1b induced MMP-3 and MMP-13 gene
expression on chondrocytes cultured in alginate beads

The effects of WIN-55 on IL-1b induced MMP-3 and -13 gene
expression were determined in chondrocytes cultured in alginate
beads in order to determine gene expression in chondrocytes
following redifferentiation back to their native phenotype. IL-1b
stimulation significantly induced MMP-3 gene expression in
chondrocytes from grade 0 (P < 0.0001), 2 (P < 0.0001) and 3
(P < 0.0001) cartilage and MMP-13 gene expression in grade




