Hold-to-Kill: RIPTAC Expanding Induced Proximity from Target Engagement to Therapeutic Window
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profiling indicates an overall favorable profile with limited off-target activity. Beyond AR—BRD4, RIPTAC ex-

Figure 4. Safety and in vivo evaluation of RIPTAC. (A) Safety panel evaluation of 1I-5 shows overall favorable profile, with minor off-target activi-
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ty at 3 uM toward LCK (validation on-going).(B) LNCaP and other CDX models are available at ICEbio.(C) RIPTAC treatment induces AR-BRD4
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potent than Enzalutamide and JQ-1 (carboxylic acid), as shown by CTG (ATP) and CyQuant (DNA) assays.

Figure 5. RIPTAC and TCIP expands the induced proximity landscape. (A) Illustration of TCIP and RIPTAC working models (adapted from refs.
2,4).(B) BCL6 binary HTRF assay of TCIP1.(C) BRD4 binary HTRF assay of TCIP1.(D) BCL6—BRD4 ternary HTRF assay of TCIP1.(E) NanoBRET
assay shows BCL6—BRD4 ternary complex.(F) BCL6 reporter assay aligns with ternary results.
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