Discovery of Helicon™ Peptides that Selectively Degrade the Agonist-Bound Androgen Receptor (AR®N) in Prostate Cancer
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Background ARON Helicons Bind to Agonist-bound LBD AROCN Degraders Demonstrate Combination Potential with ARPI SoC Agents
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affinity as measured by SPR, with the matched AR negative control that is unable to bind. (B) AR pulldown by biotinylated Helicons from VCaP lysate is Additive No change
strongly increased by treating cells in culture with high androgen concentration (30nM DHT) prior to generating lysate.
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Figure 4. AR®N Helicons exhibit additive anti-proliferative effects with AR antagonists. Enzalutamide had additive effects when combined with Helicon 8
across most of the concentration range in a 10-day CyQUANT proliferation assay. No additivity was observed for an ARCFF degrader.
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AR AR AR AR Figure 3. AR®N Helicons selectively degrade AR and preferentially reduce nuclear AR. (A) Proteomics profiling comparing Helicon 8 with vehicle control, (B) maintenance

Proteosome inhibition with bortezomib blocks AR degrader activity. (C) Subcellular fractionation of cells treated with AR degrader, Helicon 5, Helicon 8,
or a combination ARCFF degrader and Helicon. (D) Quantitation of immunoblots in (C). All cell data presented was obtained from VCaP cells.
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