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NSCLC cell lines: Flgu re 1. Effect of RMC-6236 or Tepotinib monotherapy and the respective combinations with omeprazole in the activation and expression of proteins related to RAS-MAPK and WNT pathways. Western blot analysis show protein levels in H358, H23 and A549 NSCLC cells lines cultured in starving conditions ( 0,5% FBS) and single treated with
e H358 — ﬁ FE— | I . (RMC-6236 20 nM, Tepotinib 10 uM, Omeprazole 100 uM) or the combinations. Before extract collection, all groups, except control, here treated with HGF (30 ng/ml) for 15 minutes. Protein extracts were taken at 24 h after RMC-6236 or Tepotinib treatment. B-actin was used as loading control.
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m A Flgu re 2. (A) RMC-6236 and Omeprazole Synergistic analysis represented in heatmap plots. By MTT, the viability effect of different doses combination of RMC-6236 and Omeprazole was quantified in H358, H23 and A549 NSCLC cell lines. Data was analysed by Computational software Sinergy Finder+ [4] for Bliss and Loewe models. Red
NN indicates a Synergistic effect for the combination. Colour intensity indicates greater synergism. (B) Graphs representing cellular viability. Cell lines were treated with RMC-6236 and Omeprazole, alone or in combination. Each group of bars indicates the dose of RMC-6236 while the color of the bars indicates Omeprazole doses.
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