Atebimetinib’s Deep Cyclic Inhibition of MEK Constrains MAPK-AXis Adaptive and Acquired Alterations in Patients with RAS-Mutant Tumors
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Introduction Atebimetinib + Chemotherapy Combination ctDNA Profiles in 1L Pancreatic Cancer Treatment-Acquired Mutations Show Distinct Adaptation Mechanisms
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The current dataset included 86 patients with RAS-mutant advanced solid tumors treated with atebimetinib monotherapy, along with 37 Newly detected on-treatment variants were infrequent overall and showed little evidence of systematic early enrichment for canonical Pathway enrichment post-atebimetinib (Figure 3)

patients with first-line PDAC treated with atebimetinib plus modified Gem/nab-Pac (mGnP) that had sufficient longitudinal data to assess RAS/MAPK resistance alterations. Acquired events at EoT were limited and heterogeneous across patients, rather than converging on Ezgiiz?ae:éecitzﬂﬁi/sﬁg,S;ffzsszamvfgzs(’mzﬂge"eous)

changes in serial circulating tumor DNA (ctDNA). ctDNA was evaluated using FoundationOne® Liquid CDx and Guardant360®. Analyses recurrent pathway-reactivating mechanisms often associated with chronic pathway RAS/MAPK pathway blockade, consistent with the ' :

were performed to evaluate emergent genomic alterations over time during treatment. Emergent alterations were defined as mutations hypothesis that atebimetinib-based combination therapy may help blunt early molecular escape.

Implication: Deep Cyclic Inhibition (DCI) of MEK preserves opportunity for optimized combinations
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testing with background assigned as union of FMI and GRDT genes. Figure 3: Atebimetinib ctDNA Profiling Identified No Dominant MAPK Reactivation Signature. l
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Longitudinal cgicDNA profiles at Baseline (prior to treatment), Emergent (on treatment) and Acquired (at End of Treatment; EoT) in patients Emergent/acquired ctDNA alterations detected following atebimetinib treatment were analyzed by disease and treatment setting to >. S(.eyedl S, et al. Cancer Res. 2024; 84,22:3715-3727.
treated with monotherapy atebimetinib. For ease of display, newly detected variants are visualized when present in 25% or co-occur with identify pathway-level patterns of resistance evolution. Across cohorts, pathway enrichment was limited and heterogeneous, with signals 6. KingP, etal. Cancer Res. 2024; 84 (6_Supplement): 4135.
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