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website.Intrinsically disordered cytosolic domain of E-cadherin
regulates protein--protein interactions and tissue distribution. E-

cadherin-catenin complexes are involved in cell-cell adhesion and
tissue differentiation. Proteolytic fragments of E-cadherin have

been shown to interact with N-cadherin and beta-catenin in vitro.
We have analyzed the C-terminal domain (CTD) of E-cadherin for

motifs that mediate the binding to N-cadherin and beta-catenin.
Mutation of Arg-36 and Arg-38 of the first beta-catenin-binding

motif located between amino acids 972 and 988 significantly
reduced the binding of full-length E-cadherin and the CTD to beta-

catenin and N-cadherin. Conversely, the mutation of the second
beta-catenin-binding motif located between amino acids 1727 and
1739 resulted in an increased binding to beta-catenin. Surprisingly,

the CTD alone bound to beta-catenin and N-cadherin in the
absence of the amino terminal domain (NTD). The amino acids

S972 and D973 of the E-cadherin-CTD are necessary and
sufficient to mimic the effects of the full-length protein.

Furthermore, deletion of the CTD in wild-type E-cadherin caused
an altered tissue-distribution pattern. In contrast, no defect in cell-
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cell adhesion, subcellular localization and regulated
intramembrane proteolysis was observed. Therefore, the NTD and

CTD of E-cadherin have different biological functions and
binding sites.Efficacy and safety of the fibrates gemfibrozil and

clofibrate in the treatment of homozygous familial
hypercholesterolemia in children. Seventeen children
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