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Identification of regulatory components of Wnt signaling in beta-catenin and
T-cell factor-4 transcriptional complex as therapeutic targets for colorectal
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Constitutive activation of Wnt signaling is observed in most colorectal
cancers (CRCs) and has been believed to play a pivotal role in maintaining cancer stem cells.
Through the screening with a siRNA library targeting 70 molecules previously identified as
components of the TCF4/p -catenin transcriptional complex, we have explored their regulatory effects

on the Wnt signaling. We looked at the expression of Wnt target genes such as c-Myc and Axin, cell
proliferation, and Wnt signaling activities in colorectal cancer spheroids by WASA (Wnt signaling
Activity in Spheroid Assay) method we developed. As a result, we identified several molecules as
candidates for therapeutic targets for CRCs. Of interest, most of the candidate molecules were
involved in DNA damage and transcription-coupled DNA repair.
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HREEBOIN R & & 72 LIZEAT RGBS AUIERIZICENGE Th 0 | 1Rk P ISR EE I b
PRI L 2 D IRIRICITE O T EIRER O & 5 KIS A BE D 5 FAEFRITH 16%I1T
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FATWFGE D 7' 1 7 A — LRAT D HER BN 1 TCF4 LA BAEA T 541 & LTTNIK ¥ —+F
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catenin IR GG IR L M AAEH T 249 70 H O 51122V T, Wnt o 7 F L L O TCF4/p-
catenin s GG ROHIEO RIRE I L, KIS NI DH - IR IBRIEN 2 R T 5.
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2) fgEtii sy & TCF4 O HAEH DR

APV == T OFEFRID, Wit 27 F 0 Z @<l L, MR A A i 3 2 80 1038 5% O % A
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BOBNDH DR L ARFEAMIC LD Wit EASEIE T DA EZ1E DNA B O RS-
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