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We examined whether the internalization of Wnt receptors affects the ability of Dkkl and
Wntba to regulate Wnt signaling pathways. A secreted protein Dkkl, which acts as an
inhibitor of Wnt signaling, reduced the amount of LRP6 from the lipid raft and induced
clathrin-mediated internalization of LRP6 to suppress [-catenin pathway. Wntbha
activated Rac in the B-catenin—independent pathway, and Frizzled 2 (Fz2), clathrin,
arrestin, and Rorl or Ror2 were required for this action. These results indicate that
Wnt signaling pathway is regulated by the internalization of Wnt receptors.
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