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The inhibition of mitophagy can increase the expression of

osteoarthritis-related MMP-d and MMP-3 in chondrocyte
Ding Zhenfei' Chang Jun' Huang Wei® et al
('Dept of Orthopaedics The Fourth Affiliated Hospital of Anhui Medical University Hefei 230022;
*Dept of Orthopaedics The Affiliated Provincial Hospital of Anhui Medical University Hefei 230001)

Abstract Objective To investigate the effect of mitophagy inhibited by cyclosporin A( CsA) on the expression of
osteoarthritis-related matrix metalloproteinased ( MMP-) and matrix metalloproteinase-43( MMP-3) in chondro—
cyte. Methods Chondrocytes of cartilage were obtained from OA patients undergoing arthroplastic surgery for total
knee joint replacement. Toluidine blue staining and type II collagen immunofluorescence staining were applied to i—
dentify chondrocytes. CsA inhibited mitophagy under the condition of interleukin4 @ ( ILH ) stimulated chondro—
cytes. Chondrocytes was divided into normal group IL-A group and IL4B + CsA group. Immunofluorescence lo—
calization was performed for mitochondria labeled with Mitotracker Deep Red( MTR)  autophagosomes labeled with
Lysotracker green( LTG) to observe mitophagy. Real-ime PCR was used to measure the expression of mRNA of
MMP4 and MMP3. Western blot was used to measure the expression of proteins of Tom20 MMP- and MMP-
13. Results Compared with the normal group the IL-4B group had a significant increase immunofluorescence co—
localization of MTR and LTG a signifcant decrease in the expression of the mitochondrial outermembrane protein
Tom20( P <0.05) and a significant increase in the expression of the mRNA and proteins of MMP- and MMP-3

( both P <0.05) . Compared with the ILd group the IL4B + CsA group had a significant reduction in the immu-
nofluorescence colocalization of MTR and LTG a significant increase in the expression of protein Tom20 ( P <

0.05) and a significantly greater increase in the expression of the mRNA and proteins of MMP- and MMP-3

( both P <0.05) . Conclusion CsA can inhibit the degree of mitophagy in chondrocyte and the inhibition of mi-
tophagy can increase expression of osteoarthritisrelated MMP- and MMP-3.
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