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Investigation of the Mechanisms of Malignant Transformation in Chondrosarcoma
and Search for Novel Therapeutic Targets
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Dedifferentiated chondrosarcoma (DDCS) is highly resistant to chemotherapy
and radiation therapy, and has a poor prognosis, making the development of new treatments highly
desirable. In this study, we focused on epigenomic abnormalities in DDCS to identify new therapeutic

targets. Through comprehensive genetic analysis, we focused on a factor called PRKCZ. Clinical
samples of DDCS, as well as in vitro and in vivo experiments, revealed that increased DNA
methylation and decreased PRKCZ expression in DDCS inhibit apoptosis through the inactivation of the
ATM/CHK2 pathway. Administration of decitabine was shown to induce apoptosis and inhibit cell
proliferation, suggesting that PRKCZ could be a novel therapeutic target for DDCS.
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