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Ar AEFERIZRCT-I, Witf5- 58 SRR 00T, B-cateninfr /T — N Z e GW (M LA K N; B: Watid AR AE 00 T, 5 Wt LA 1)
W5/~ 3K ) 52 {4 Frizzled RILRPYE 41 J 2 T AH L AE I, 7T A2 #EFrizzled-Dishevel 53 & 14 (19 7% Bl i it CK 1 FIGSK3BIE TR L LRP . | i ix &6 g A%,
AENY AR VFAXIn S LRPIRIE N IRES 5o I AXInIZ 2 T Wl 55 T RO AR A0 ML R i, 8507 B S S AR KR . B-catenin R BORE I, IFIEA
Mfukx. —HUEN T MU, B-catenini] LA 5 TCF1/LEF 1) s PR -1 G545 A AT IR T 6 Syl A1 -7, B30t R g a0l - Al 48 i 164 80 o
Jifiris Ik Rk
A in the basal state, defined by an absence of Wnt signal, B-catenin is held within a multicomponent complex; B: in the presence of Wnt ligand, the cell
surface interaction between Wnt and its two co-receptors Frizzled and LRP promotes the formation of a Frizzled-Dishevelled complex and the phos-
porylation of LRP by CK1 and GSK3f. These modifications allow for Axin to bind the LRP intracellular domain. Axin is sequestered away from the
destruction complex, to the cell surface, resulting in the dissociation of the multicomponent complex. f-catenin is freed, and enters the nucleus. Once in
the nucleus, B-catenin interacts with members of the TCF1/LEF1 transcription factor family displacing transcriptional repressors and recruiting a host of
co-activators to promote the expression of a variety of proliferative and cell-fate determining genes.
Ell ZHAWtESi5iRE
Fig.1 Overview of the canonical Wnt signaling pathway
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lationd LA/ 4 FH L 5 2 (1 AT o 1 2L T el 3% TEIt BA A3 gk fe e ™, 1M TRF 15 Wnt£8 L8 42 1)
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Effect of Suppressing Tankyrases on Canonical Wnt Pathway: A New Target

for the Treatment of Cancer
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Abstract Wnt signaling is involved throughout development and maybe inappropriately activated in a va-
riety of human cancers. New study in Nature has identified small molecule inhibitor for Wnt pathway. Those inhibi-
tors target an unsuspected cellular enzyme, Tankyrases, which controls the destruction of a f-catenin destructor. E3
ubiquitin ligases have been implicated in its regulation. The ubiquitinproteasome system plays important regulatory
functions in Wnt pathway by regulating the activity of several of its core components. The development of small
molecule inhibitors may offer a novel therapeutic opportunity. In this review, we focus on the roles of how small
chemical affect Tankyrases to inhibit canonical Wnt signaling.
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