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Flexibility of short peptides often impairs their use as ligands for the development of
catalytic metal complexes. A way to lock a peptide's conformation is to involve it in a network
of intermolecular interactions, such as in amyloid fibrils.!" The group of Korendovych has
demonstrated the potential of such method to develop catalytically active peptide-metal
complexes.*

Lytic Polysaccharide MonoOxygenases (LPMO) are copper enzymes able to
oxidatively cleave polysaccharide (eg. cellulose, chitin) that are receiving chemist’s attention
because of their potential applications.®

Here, we describe a “minimalist de novo protein design” approach aiming at anchoring
a LPMO-inspired copper site onto amyloid-like fibrils. As the copper in LPMO is chelated by
two non-equivalent histidines, the design was made in order to preform the metal site via the
use of two different peptides, each bringing one histidine. Their sequence was built on those
of the “Amyloid Inspired Peptides” developed by the group of Guler.®!
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