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Title of the project:

Directed evolution of peptide inhibitors of influerza polymerase
Objectives (up to 3 lines):

The aim is to identify interacting regions of tnéuenza polymerase trimeric complex from X-raystures and evolv
them using phage display technology into high &gfimhibitors of enzyme assembly. This represent®ssible futurg
therapeutic approach.

Abstract (up to 10 lines):

This project combines structural biology, synthéiiology and protein engineering on an importarrhan pathogen
influenza. The polymerase of influenza virus iseéehotrimeric complex. The monomers first bind tlglo interacting
regions and then fold into the active trimeric @yniation that has recently been described by Xerggtallography,
We will identify several important regions (20-3thiao acid regions) responsible for inter-subungogsation and
evolve these into high affinity binders using diegtevolution by phage display. We expect that,mddrled to infecte
cells or cells expressing polymerase recombinatitise in vitro evolved high affinity peptides wiihibit polymerasg
assembly. Hit peptides will be characterized usitngphysical methods including Biacore and isothércasorimetry,
then studied using X-ray crystallography and/or NMR

Methods (up to 3 lines):

Large random libraries<( @ variants) will be cloned into phage display pladsniAffinity selections on immobilise
enzyme domains will identify high affinity mimicd the original sequences, confirmed by ELISA. Chteasation
will use biophysical methods, X-rays & NMR.
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2. Thierry E, et. al (2016) Influenza Polymerasa @dopt an Alternative Configuration Involving adieal Repacking
of PB2 Domains. Mol Cell 61:125-37
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Requested domains of expertise (up to 5 keywords):

Molecular biology, protein biochemistry, technoladgvelopment
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