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The identification of CUL3-SPOP and CUL3-PLZF target substrates for therapeutic
targets in prostate cancer cells
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Prostate cancer (PC) is among the most common adult male malignancies.

Accordingly, the establishment of successful therapy for PC is one of the most important medical
issues in aging society. SPOP and PLZF serve as substrate receptors in CUL3-based ubiquitine-E3
ligase complexes, and their genes have been reported to be commonly mutated in PC. Whole features of
CUL3-SPOP and CUL3-PLZF target substrates, however, are still unclear. Therefore, we identified
their substrates by using a newly developed human 20K protein array/AlphaScreen system combined with
mass analysis. We identified 124 molecules expressed in PC as substrates for CUL3-SPOP, and
established a simultaneous quantification method for 101 molecules of them based on the
SPOP-substrate QconCAT/selective reaction monitoring (SRM). We are also still undergoing the
identification of CUL3-PLZF target substrates with the same strategy. Our findings would be useful
for the establishment of novel therapeutic targets for PC.
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SPOP is essential for DNA-protein cross-link repair in prostate cancer cells: SPOP-dependent 2020
removal of topoisomerase 2A from the topoisomerase 2A-DNA cleavage complex.
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