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Development of a novel disease modifying anti-osteoarthritis drug
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Fibrosis of infrapatellar fat pad (IFP) is closely related to articular
cartilage degeneration and persistent pain in knee osteoarthritis (0OA). We have reported that C-type
natriuretic peptide (CNP) inhibited both cartilage degeneration and persistent pain in a rat knee

arthritis model. Based on these results, we examined three aspects in this study: whether CNP
exhibits inhibitory effects on persistent pain even when administered after fibrosis of IFP occurs,
whether CNP is effective in a traumatic OA model, and the analysis of the molecular mechanisms
underlying the pharmacological actions of CNP. We showed that intra-articular injection of CNP has
therapeutic effects on persistent pain alleviation when administered after fibrotic changes of IFP
has occurred. We also showed that CNP alleviated persistent pain in a rat traumatic OA model. Total
RNA Sequencing analyses indicated that CNP has inhibitory effects on the IL6-STAT3 signaling pathway
in synovial cells.
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