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The androgen receptor (AR) has a central role in prostate cancer
progression. Loss of the p53 tumor suppressor contributes to malignancy. We identified G3BP2 as a
novel AR target involved in p53 signals by integrative sequence analysis. We then explored how G3BP2
modulates p53 activity and revealed that RanBP2, SUMO-E3 ligase, and TRIM25 are promising
G3BP2-associating proteins in addition to known USP10. Mechanistically, translocation of p53 to
cytoplasm was promoted by androgen-dependent sumoylation mediated by RanBP2. TRIM25 was
indispensable for this complex formation and translocation of p53 to cytoplasm. Furthermore, G3BP2
expression is regulated at protein level through USP10-mediated inhibition of G3BP2
polyubiquitylation. Thus, G3BP2 has a repressive effect on p53 signaling through systematic
interaction with RanBP2/TRIM25/USP10.
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