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Introduction
. . . . . PROTAC induces Cancerogenic
Targeted protein degradation (TPD) has become a widely used strategy to discover novel drugs. It is based ternary complex with protein tagged for
on removing pathogenic proteins from the cell, including "undruggable" proteins. Targeted protein E3 ligase g degradation
degraders can be designed as proteolysis-targeting chimera (PROTAC) or molecular glue. PROTAC Cancerogenic

comprises an E3 ligase recruiter, linker, and target protein ligand. This heterobifunctional molecule leads protem
to the proximity of the E3 ligase complex to the target protein and its subsequent degradation Iin the
proteasome. Currently, most biologically functional degraders use E3 CRBN or VHL ligases. However, over
600 E3 ligases are active in human cells, suggesting a large pool of E3 ligases that could potentially be
used In targeted protein degradation technology. Here, we give an overview of the platform's components P Degraded Py
and outline the processes that led to identifying of novel PROTAC handles for unprecedented E3 ligases. (™ Ca“;fggi’.f"ic
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Cellular assays

Structural biology of E3s

Target selection: E3 ligase databsae
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Screening assays

DSF for hit selection

Captor Therapeutics’ ligase portfolio

« Fragment screening to early assessment of the
chemical tractability of the E3 through a collection of 2500

Ro3-compliant fragments In vitro binary complex can be measured by SPR by
. Promising hits identified, sharing cOMmMmMon protein or ligase immobilization, then the ternary
oharmacophore features complex formation can be confirmed by HTRF.
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