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OVERVIEW IDENTIFYING ACTIVATORS REQUIRES BESPOKE ASSAYS/REAGENTS
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 Identification of activators is highly dependent on the use of appropriately designed and specifically optimized assay reagents

 LifeArc developed cell-based functional assays and translational screening cascades for identification of K2P activator hits

- ‘BacMam’ allows the precise titration of expression of the gene of interest

« This enabled generation of cell systems in which we were able to intricately and robustly select a level of K2P expression, in functional assays,
optimized for the identification of channel activators

based therapeutics

« LifeArc developed a novel system to identify K2P
activators, with the aim of providing tools for research
and ultimately novel therapeutics

ASSAY PROCESS AND METHODS SCREENING FOR K2P ACTIVATORS
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. Methodology designed to maximise flexibility and throughput |  Follow up studies showed activators to be selective vs other K2Ps
 Allows screening of multiple K2Ps simultaneously
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CONCLUSIONS

- Assays developed to assess ‘ligandability’ and facilitate the identification of novel activators of K2P channels
« LifeArc Index set screened and novel activators of multiple K2P channels observed

- Activators show selectivity across K2P channels but selectivity and SAR are complex

info@lifearc.org

: * Not all K2Ps are ‘druggable’ using assay system described
www.lifearc.org



