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Bicycle’s Discovery Platform

Bicycles are formed by constraining short linear peptides into a stabilised bi-cyclic structure using a central chemical scaffold. They are discovered using the company’s phage display
platform which efficiently produces vast, diverse libraries which have identified hits for numerous target proteins, some of which have proved intractable to other modalities. Key features

of the platform are described below
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Natural product-like cyclic peptide discovery

The failure of high-throughput screening of small molecule libraries to deliver new chemical matter in the antibiotic space is well documented. The 0
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Current Anti-infectives work at Bicycle

Currently our lead project is the E. coli PBP3 program. This is funded by an Innovate UK biomedical catalyst grant, with the goal of identifying an advanced molecule with a profile suitable for-IND
filing. The lead compound has been shown to be efficacious in early in vivo mouse model studies (see Nik Bournakas’ poster). This project has shown the initial potential for Bicycles to be used as
antimicrobials.

Building on the success of this project, we have brought forward compounds targeting PBP3s from A. baumannii and P. aeruginosa. The high specificity of the Bicycle: protein interaction provides
narrow spectrum to the compounds, with a unique Bicycle generated for each species. Work against A. baumannii is progressing well, with in vitro demonstration of antibacterial activity.

We are also exploring a diversity of other projects- bacterial antitoxins, BamA and proteins of the LPS transport system.
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& 6,,3%00*‘ (@p\‘ space. Using grant funding, academic collaboration and a dedicated
é\ef@o éoc' team in-house, we have validated the phage-display platform as a tool for
s N discovering antibiotic-like molecules. Our E. coli PBP3 program is
advancing in to in vivo efficacy models and appears promising.
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