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Proteomic analysis of [-catenin-associated colorectal
carcinogenesis for drug discovery
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Wnt signaling is a major force driving colorectal carcinogenesis. More than 80% of
colorectal cancers show mutation of the APC gene, resulting in accumulation of B-catenin
and constitutive activation of Wnt signaling. Accumulated [-catenin in colon cancer is
translocated into the nucleus, where it binds to T-cell factor-4 (TCF4) that regulates
intestinal epithelial cell differentiation and proliferation. Because restoration of the loss
of function resulting from mutation of the APC gene is not a realistic approach, we have
been searching for molecules involved in Wnt signaling downstream of APC, especially in
the nucleus, that could be potential drug targets. In this study we report the identification
of the associating molecules for the TCF4 and B-catenin transcriptional complex.
Proteins of two colon cancer cell lines, HCT-116 and DLDI1, were immunoprecipitated
with anti-p-catenin antibody and analyzed by nano-flow liquid chromatography and mass
spectrometry. 70 proteins immunoprecipitated commonly from two cell lines. A new drug
targeting the B-catenin/TCF4 associating molecules might be effective for regulating
aberrant Wnt signaling and colorectal cancer growth.
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