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displayed phenotypic resistance, as indicated by the markedly reduced survival of the

phosphorylated ERK at 24 hours with doses as low as belvarafenib 50nM
belvarafenib/cobimetinib re-treated mice, which was similar to the vehicle re-treated recipients.

plus cobimetinib 20nM.

We used a panel of NRAS or KRAS mutant human AML cell lines. Viability
was determined by CellTiter-Glo. Synergy was assessed by Bliss
Independence and Chou Talalay methods. Transcriptome and proteomic
profiling were performed (Pucciarelli et al. 2020). Mouse AMLs were
generated using retroviral insertional mutagenesis (Li et al. 2011).
Cryopreserved primary AML cells were injected intravenously into
sublethally irradiated recipients and treated daily with vehicle, belvarafenib,
cobimetinib, or the combination until disease progression. Survival curves
were generated using Kaplan-Meier analysis
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