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Peptide ligand screening of transthyretin protein-protein interaction inhibitor
using phage display system
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Familial Amyloidotic PonneuropathK (FAP) is one of the systemic
amyloidosis, which is caused by a point mutation in transthyretin (TTR). Because mutant TTR forms
amyloid fibrils after secretion from the cells, we believed that secretory inhibition of mutant TTR
followed by their intracellular degradation could be a potential drug target for FAP. We previously
demonstrated that inhibition of TTR tetramerization in the endoplasmic reticulum blocks secretion of
mutant TTR. In this study, we aimed to determine peptides that could inhibit TTR tetramerization
using the phage display system. Here, we identified three cyclic peptides that bind to TTR. Two of
the three peptides could destabilize conformations of tetrameric and monomeric TTRs.
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