Hold-to-Kill: RIPTAC Expanding Induced Proximity from Target Engagement to Therapeutic Window
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lI-5 Ternary Complex Formation Drives Cellular Response (Hold to Kill) [I-5: Safe Profile with In Vivo PD Modulation Through Ternary Complex
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programs and expand the induced proximity landscape with clinically meaningful insights.
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Figure 2. RIPTAC BRD4 binding model. (A) 11-5 binds to the BRD4 BD1 domain with ~100 nM affinity; its EP ligand shows affinity comparable to JQ-1.(B—C) Docking results Figure 4. RIPTAC treatment window across AR expression contexts. (A) Dox-induced AR expression causes up to a 50-fold IC50 shift under II-5, with dox dose dependent HALDA. W02025085/38A1. HETEROBIFUNCTIONAL COMPOUNDS AND METHODS OF TREATING DISEASE(2025).

show II-5 binds BD1 and BD2 with similar poses.(D) II-5 also binds BD2.(E) SPR sensorgrams indicate JQ-1 is a fast on/off binder.(F) II-5 displays a distinct slow on/off binding shift.(B) 1I-5 shows superior activity against AR mutants.(C) II-5 induces strong ternary complex in AR mutants.(D) 1I-5 is potent in AR-high VCaP and C4-2B cells, but less ef- Roman C. Sarott et al. Relocalizing transcriptional kinases to activate apoptosis.Science386,eadl5361(2024).
mode, which may facilitate ternary complex formation. fective in flAR-low PC-3 and 22RV1.(E) Cell panel data show AR expression positively correlates with 1I-5 efficacy. II-5 also outperforms Enzalutamide and ARV-766. Gourisankar, S., Krokhotin, A., Ji, W. et al. Rewiring cancer drivers to activate apoptosis. Nature 620, 417-425 (2023).




