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KLHL5, a substrate receptor of CUL3-based ubiquitin E3 ligase, shows
positive correlation to the proliferation and invasiveness of colorectal cancer. We performed the
screening of KLHL5-binding proteins by an AlphaScreen assay based on human 2000 protein array, and
identified 98 proteins as KLHL5-subsrate candidates. We further identified proteotypic peptides of
98 proteins by Mass analysis, constructed KLHL5-substrate protein #2 QconCAT, and then established a

selective reaction monitoring system (KLHL5-substrate SRM) for simultaneous quantification of
KLHL5-substrates. KLHL5-substrate SRM analysis revealed 3 proteins as KLHL5 target substrates in
colorectal cancer cell lines, HCT116 and SW480 cells. We are currently identifying and
characterizing KLHL5 target substrate-related factors as diagnostic markers of colorectal cancer.
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