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            Abstract
The TP53 gene (encoding the p53 tumor suppressor) is rarely mutated, although frequently inactivated, in medulloblastoma and ependymoma. Recent work in mouse models showed that the loss of p53 accelerated the development of medulloblastoma. The mechanism underlying p53 inactivation in human brain tumors is not completely understood. We show that ubiquitination factor E4B (UBE4B), an E3 and E4 ubiquitin ligase, physically interacts with p53 and Hdm2 (also known as Mdm2 in mice). UBE4B promotes p53 polyubiquitination and degradation and inhibits p53-dependent transactivation and apoptosis. Notably, silencing UBE4B expression impairs xenotransplanted tumor growth in a p53-dependent manner and overexpression of UBE4B correlates with decreased expression of p53 in these tumors. We also show that UBE4B overexpression is often associated with amplification of its gene in human brain tumors. Our data indicate that amplification and overexpression of UBE4B represent previously undescribed molecular mechanisms of inactivation of p53 in brain tumors.
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                    Figure 1: UBE4B interacts with Hdm2 and p53.[image: ]


Figure 2: Negative regulation of p53 by UBE4B.[image: ]


Figure 3: The interdependence of UBE4B and Hdm2 in promoting the degradation of p53.[image: ]


Figure 4: UBE4B mediates p53 polyubiquitination in vivo and in vitro.[image: ]


Figure 5: UBE4B inhibits p53-dependent transactivation and apoptosis.[image: ]


Figure 6: UBE4B promotes tumorigenesis in a p53-dependent manner and is overexpressed in brain tumors.[image: ]
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