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Abstract
MAGEC2, a member of type Ⅰ MAGE family, is typically restricted to germ cells, but highly expressed in a variety of cancer cells, including breast, liver, lung and ovarian etc.
MAGEC2 expression in patients is correlated with poor clinical prognosis, and chemotherapy resistance occurs during treatment. Therefore, MAGEC2 is considered to be a good
candidate for tumor immunotherapy. As a tumor suppressor, p53 could make cells stay in G1 phase to activate DNA damage repair. If DNA or chromosome damage seriously, it
will activate apoptosis and clean damaged cells. However, p53 is low expressed in 50% of human cancer tissues. In previous studies, the activity of p53 is regulated by TRIM28MAGEC2. As a tumor-stimulating factor, TRIM28 (E3 RING ubiquitin ligase) is known to promote p53 ubiquitination and degradation through interacting with MAGEC2, which
lead to tumor survival.
The molecular mechanism of the ubiquitination of p53 regulated by TRIM28-MAGEC2 is still unclear. Here, we for the first time identified the dimeric and monomeric states of
MAGEC2 in vitro. And we showed that the key regions and sites which were essential to mediate TRIM28-MAGEC2 interaction. Furthermore, we verified the relationship between
auto-ubiquitination of TRIM28 and ubiquitination of p53. In our future work, in order to ensure functional integrity, we would disrupt the interaction between TRIM28 and
MAGEC2 to help stabilize p53 and further inhibit tumor, and expound the detail of the molecular mechanism of the ubiquitination of p53 regulated by TRIM28-MAGEC2.
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l For the first time, we show that dimeric and monomeric states of
MAGEC2 and dimeric state of TRIM28RBCC in solution.

l We demonstrate the key region and sites which were essential to mediate
TRIM28-MAGEC2 interaction.
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l We propose a new model about the relationship between autoubiquitination of TRIM28 and ubiquitination of p53.

