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troduction
Cb5a Is an inflammatory peptide produced upon complement activation, elevated levels initiate a feed-forward loop of inflammation via recruitment of microglia
to sites of injury, leading to neuronal damage and death [1]

- Cba exerts Its effects via binding and activation of the Complement 5a receptor 1 (C5aR1), a G protein-coupled receptor, which has been shown o couple to

Ga,/,, recruit B-arrestins and modulate chemotaxis

* Preventing C5aR1 activation may therefore reduce neuroinflammation resulting in potential disease modifying effects

- Here we present a drug discovery program utilising medicinal and computational chemistry, in vitro pharmacology and ADME/PK, which successfully identified and
characterised lead-like negative allosteric modulators (NAMs) of the C5aR1, with data for our most promising compound presented
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We developed a b5-tier screening cascade suitable for the festing of novel
compounds that were designed via robust SAR analysis and further validated via
computational chemistry efforts, and then pharmacologically validated to be
C5aR1 NAMs via a series of assays ufilising a range of recombinant, hiPSC and ex
vivo models.
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Summary

- We have utilised a combined team of disciplines to deliver a fully integrated drug discovery programme that has successfully identified lead-like negative allosteric
modulators of the C5aR]1

«  Ourlead compound will progress through more advanced ADME/DMPK assays, selectivity screening and in vivo studies, whilst trying 1o improve metabolic stability
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