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Involvement of low-density lipoprotein receptor in the regulation of
beta-catenin signaling
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<Aim> Although epidemiological studies suggest that dyslipidemia is

associated with the development of colorectal cancer, the underlying molecular mechanisms are poorly
understood. Thus, we focused on the lipid receptor LDLR, which is strongly expressed in colon tumor
tissue, and aimed to reveal that LDLR is a modifier of (3 -catenin signaling. <Methods & Results>
LDLR regulates Tcf/LEF transcriptional activity by regulating phosphorylation of B -catenin.
Over-expression of full-length LDLR showed that Tcf/LEF transcriptional activity can be affected by
variations in LDLR expression levels. Furthermore, we showed that the molecular mechanism of
clathrin-dependent endocytosis contributes to the LDLR-P -catenin signaling pathway. In addition,
inhibition of endocytosis resulted in a significant decrease in the number of intestinal polyps
produced in Min mice.<Future plan> We are now searching for an inhibitor of clathrin-dependent
endocytosis with anti-neoplastic character.
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