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in response to IK-595 treatment. B) Crystal structure of IK-595 in complex with BRAF and MEK. IK-595 induces a.C-helix “out” inactive 1. Lito et al. Cancer Cell 2014. 5. Infante et al. The Lancet Oncology 2012.
conformation in BRAF protein. C) Enhanced co-immunoprecipitation of MEK and CRAF in response to IK-595 at 4 hours in HCT-116
cells compared to trametinib , VS-6766, and Trametiglue. D) Quantification of MEK-CRAF co-immunoprecipitations in HCT-116 from 2. Venkatanarayan et al. Cell Reports 2022. 6. Martinez-Garcia et al. Clin Cancer Res. 2012.
{/CS).6E7)6|\élaSS spectrometry of MEK immunoprecipitates demonstrates MEK-ARAF stabilization by IK-595 compared to trametinib and Figure 5. A). Loewe Sum of SynergY S.cores calculated using Combene.fit sofj[ware7 demonstrates super.‘ior synergy of IK-595 S S ] R NS T
- : with sotorasib compared to trametinib and VS-6766. B) IK-595 synergizes with adagrasib across a cell line panel. C) IK-595
synergizes with PI3K (Top Left), EGFR (Top Right), SOS1 (Bottom Left), and SHP2 (Bottom Right) inhibitors. 4. Nolan et al. Genes 2021.
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