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BACKGROUND RESULTS
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Figure 1. (A) Western blot analyses in serum-starved Hela cells treated with 1 uM avutometinib (Avuto) or 1 uM trametinib ) &,\0& S %@@Q ¥ \\&"&Q i %A&C’@ ¥ £ 0 5'0 1(',0 1:—,0 0 50 100 150 0 50 100 150
(Tram) for 3 hours and with EGF for 5 minutes. (B) Schematic showing that avutometinib is a unique RAF/MEK clamp that induces N O&;FX ® %.6@" Days after first sotorasib dose Days after first sotorasib dose Days after first sotorasib dose
inactive complexes of MEK with ARAF, BRAF and CRAF. (C) Addition of avutometinib to GI12Ci or GI12Di might improve MAPK & %0\0‘
pathway blockade and anti-tumor efficacy through vertical inhibition of RAS, RAF and MEK.

Figure 3. Changes in tumor volume in H358 (A) and H2122 (B) KRAS G12C NSCLC tumor-bearing mice treated with avutometinib (0.3 mg/kg
CONCLUSIONS PO QD) +/- sotorasib (10 mg/kg PO QD for H358; 30 mg/kg PO QD for H2122). Trametinib was tested at 0.3 mg/kg PO QD.N =10 Figure 6. Changes in tumor volume in KRAS(+/G12C);p53null NSCLC GEMM mice treated with sotorasib (100 mg/kg PO QD) until

o - . o , , mice/group. SD: stable disease; PR: partial response. p value calculated using t test: ** = p<0.01; **** < p<0.0001. (C) Changes in tumor volume in | | ¢ ;\or progression and with avutometinib (0.3 mg/kg PO QD), FAK inhibitor (50 mg/kg PO BID) and sotorasib (10 mg/kg PO QD)
* The combination of avutometinib + sotorasib showed stronger inhibition of cell cycle/proliferation markers | | KrAS(+/G12C);p53null NSCLC GEMM mice treated with avutometinib (0.1 mg/kg PO QD) +/- sotorasib (100 mg/kg PO QD). Trametinib was Afrerwards. Individual tumors in 6 mice are shown.

and stronger activation of pro-apoptotic markers than avutometinib or sotorasib alone. tested at 0.1 mg/kg PO QD. N = 5-15 mice/group. CR: Complete response. p value calculated using t test.
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