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Oncogenicity of Ggct, gamma-glutamylcyclotransferase in osteosarcomagenesis
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Ggct is an enzyme involved in y -glutamyl cycle that is essential for GSH
homeostasis and has been frequently reported for its oncogenicity. Actually, Ggct is upregulated in
osteosarcoma. In human osteosarcoma, suppression of Ggct reduces proliferation, migration, and
invasion of osteosarcoma cell. Therefore, in this study, we used osteoprogenitor-specific
p53-deteted mice (Sp7Cre p53f/f; 0S mice) that have been widely used as an animal model of human
osteosarcoma and evaluated the oncogenic role of Ggct in osteosarcomagenesis. Deletion of Ggct
prolonged life span of 0S mice and reduced the incidence of osteosarcoma in OS mice. Furthermore, we

identified the Myc-consensus sites in the Ggct promoter, deletion of which reduced expression of
Ggct and tumorigenicity. These results demonstrate that Ggct is an attractive target for anti-cancer

drug discovery.
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TGFB signaling facilitates Myc upregulation by Runx in p53-deficient osteosarcoma development
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