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Structure analysis of amyloid-f hydrophobic fragments in the initial aggregation by
confinement within a hollow self-assembled cage (‘Grad. School of Engineering, The Univ. of
Tokyo, *Institute for Molecular Science, *iCeMS, Kyoto Univ.) oErina Takeuchi,' Takahiro
Nakama,! Maho Yagi—Utsumi,2 Daishi Fuji‘[a,3 Koichi Kato,? Makoto Fujital’2

The aggregation of amyloid B (A), associated with Alzheimer's disease, is suggested to
show high neurotoxicity in the initial oligomeric state. However, the aggregation structures are
still elusive because they are too transient to isolate. We have previously encapsulated a protein
in an M2L4 hollow complex self-assembled from ligands and Pd(II) ions.!"* It was shown that
the protein was stabilized by preventing it from aggregation in an isolated space of the cage. In
this study, we applied this confinement effect within an M 2124 complex to analyze the transient
structures of AP hydrophobic fragments (APis-23, AP29-40) in the initial aggregation (Figure).
The encapsulation of two AP fragments in the cage would enable us to isolate and analyze the
dimeric structures. A ligand conjugated with two AP fragments was synthesized, and the two
peptides were specifically encapsulated. We measured 3D NMR of *C, '"N-labeled AP
fragments within M,L»4 and analyzed the structural change as the water content was increased.
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