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Figure S6, related to Figure 4. Genomic analysis of resistant NCI1-H2077 cells

A) lllumina sequencing of a panel of 504 cancer and cancer-related genes reveals five acquired
mutations in NCI-H2077 BGJ398-resistant cells (NCI-H2077-R). Four mutations were identified
in MUC2 gene, and are likely sequencing artifacts. H2077-R cells acquired an NRAS Q61R

mutation at an approximate 30% allelic fraction with 148x coverage.

B) Copy number gains and losses in NCI-H2077-R cells compared to parental cells, identified by

analysis of paired-end Illumina sequencing reads.

C) Copy number analysis by Illumina sequencing identifies chromosomal gains and losses

compared to parental cells in NCI-H2077-R.

D) Cell viability at 96 hours following treatment with trametinib (MEK inhibitor) in NCI-H2077-
R cells and parental NCI-H2077 cells.

E) Trametinib arrests NCI-H2077 and NCI-H2077-R cells in G1. Percentage of cells in each stage

of the cell cycle after treatment with trametinib is shown, as measured by flow cytometry.
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Figure S7, related to Figure 6. BGJ398 in combination with MEK inhibitor is well

tolerated in NCI-H2077 xenograft models
Mouse weight was monitored at the beginning of the treatment, then twice weekly until the end of
the treatment. The combination of BGJ398 with trametinib appeared to be well tolerated with no

weight loss.



