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V | Cell Panel Pilot Test to Confirm RIPTAC Activity

Regulated Induced Proximity Targeting Chimeras (RIPTACs) represent a novel therapeutic modality designed to elicit a “Hold-and-Kill” mechanism by cross- Cell line ER status ESR1 nTPM BRD4 nTPM RIPTAC3 Vepdegestrant Fulvestrant MCF7 cell viability assay_CTG
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stress and unique cell death pathways. Furthermore, we demonstrate the platform’s versatility by expanding to novel targets, including p53-Y220C complexes. IV o data 652 1:: o ERRIPTACa
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Homogeneous Time-Resolved Fluorescence (HTRF) to evaluate biochemical cooperativity during ternary assembly.

II: Ternary PPI validation in cellular level: NanoBRET, ELISA and AlphaLISA
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Figure 7. Application of the established validation cascade to novel, highly challenging targets, such as mutant p53 (e.g., p53-Y220C-BRD4), P300 (e.g., AR-P300), BCL6 (e.g.,
Summary BCL6-BRD4) using HTRF, NanoBRET and CTG.
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