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The cellular Binder Trap Enrichment technology* uniquely allows DEL screening inside a living cell. The
protein of interest (POI) is expressed as a Prey protein fusion in Xenopus laevis oocytes. DEL and Bait-DNA
IS microinjected into the cell. The affinity of the Prey protein for the small Bait molecule is utilized to label the
POI with DNA in vivo. DEL binding events are captured by emulsification and DNA ligation. An advantage of
the technology is that it allows for target multiplexing.
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 Purified protein not needed
» « Broader target space

« Lower attrition rate — physiological screening conditions
 Efficient expression — 95% of tested proteins amenable
« Higher success rate and faster TAT

Why screening
In cells?
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High fidelity libraries are constructed with the YoctoReactor? which exploits the natural power of DNA to
form stable 3D-structures through hybridization. Robust and reliable chemistry (acylation, nucleophilic
aromatic substitution, and reductive alkylation) is used to assemble building blocks via simple chemical
steps.

Lib081 was designed to allow for rapid off-DNA resynthesis of hits, and is supported by robust logistics,
where building blocks are kept in stock to avoid challenges in delivery and synthesis.
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Lib046 * = DNA attachment Lib0O57 and Lib081

In multiplexing, a mixture of multiple mMRNAs is injected, and POI-Prey fusion proteins are expressed

simultaneously. Each carries a distinct Prey. In the second injection, DEL and matching Bait-DNAs are
Injected, thus specifically labelling each of the fusion proteins. Example of p38a and DOCKS5
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« Screening of multiple PQOls in the same cell
« Cost-effective
« Enables screening for interacting POls e.g. molecular glue

Why multiplexing? =)
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Hit compounds

 DEL screening is performed in a living cell, increasing success rates and lowering attrition rates

 The POl is expressed as an intrinsic part of the process — purified protein is not needed

« Multiplex screening can be utilized for to increase throughput, or for screening of interacting
proteins

 DELs have been designed with focus on the abllity to rapidly resynthesize hit compounds while
maintaining good physicochemical properties and diversity

« Logistics and infrastructure of the whole process has been optimized — from gene synthesis to
resynthesis of hit compounds enabling short Turn-Around-Time (30 days)
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