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Structural elucidation of Wnt signaling mechanism using unique chemical tools
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35,000,000

Wnt

Wnt USAG-1
Wnt3a PD0O4 PD04-W10P

Wnt
Wnt
Wnt
Wnt

This study aimed to elucidate the action mechanism of the Wnt signalin?
pathway, which is a key factor controlling the differentiation state of various tissue stem cells,
using chemical biology tools. In the process, we developed a drug candidate, a neutralizing antibody
against the endogenous Wnt inhibitor, USAG-1, and identified its epitope. Although we have already
discovered a macrocyclic peptide binders to Wnt3a (PD04) that inhibited Wnt signaling, we applied a
block-mutagenesis scanning display to identify a mutant inhibitor, WAp-DO4-W10P, with 5-fold greater
potency. This work represents for the first instance of molecules capable of inhibiting Wnt
signaling through direct interaction with a Wnt protein.
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