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Elucidation of ubiquitin-independent MYCN degradation mechanism mediated by AZ2
in neuroblastoma tumors
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Although neuroblastoma is a rare cancer, about 60% of patients_become
metastases and the 5-year survival rate is 40%, which is a disease with a poor prognosis. In
neuroblastoma, the protooncogene product MYCN is known as a poor prognosis factor.

In this study, we found a novel pathway of MYCN degradation mediated by the antizyme 2 (AZ2)
protein. We performed knockdown of AZ2 in neuroblastoma cell lines using siRNA and revealed that
knockdown of AZ2 causes stabilization of MYCN and increased cell proliferation. In addition,
transplantation of AZ2 knockdown cells into mice caused increased tumorigenesis. Furthermore, gene
expression analysis and metabolic analysis using AZ2 knockdown cells revealed that the expression of
AZ2 suppresses MYCN level, and resulted in decrease of the expression of MYCN target genes, which
cause the suppression of cancer cell growth.
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