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Abstract

Targeted Protein Degradation (TPD) is considered one of the new drug discovery strategies that could address previously
“‘undruggable” disease targets through the ubiquitin-proteasome system (UPS). Although the current Target Protein Centric
approach has been proven successful in many cases, especially with well-validated E3 ligases such as CRBN and VHL, there
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> Future Perspective

« We plan to future use the Molecular glue-focused library to identify novel degraders of PARP1 and other co-lethal genes, then
combined both transcriptomics and proteomics assays to evaluate potential “degradable” targets.

» Potential candidate E3 ligases could be validated using a newly established array-based expression manipulation strategy.

_ _ , D. Dose-response of hit compounds across both target and counter cell lines
C. Workflow of synthetic-lethality target discovery
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> Nano-Glo ® HiBiT assay at 384 well format was developed with robust performance.
> Screened 4.8K compounds with hit rate 2.92%.
> Hits identified over the counter screen include both CRBN-dependent and CRBN-independent degraders.

> The changes of biomarker PAR indicated the PARP1 inhibit
effect caused by Genotype-KO or Saruparib treatment.

8. Xiao et al, 2024, targeted protein degradation current and emerging approaches for E3 ligase deconvolution.
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