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Here we compared the activity of VS-7375 (GFH375), a non-covalent dual ON/OFF KRAS®'2P inhibitor, with the covalent ON-only — - covalent inhibitor, RMC-9805
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panel of KRAS®1?P-mutant pancreatic ductal adenocarcinoma (PDAC) cell lines. VS-7375 was 40-fold less potent in the KRAS®12¢ VS-7375 (30 M) RMC-9805 (300 nM) % o
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required concentrations 10-30x higher than VS-7375 and rebounded by 48 hours. Similarly, we found that VS-7375 exhibited greater KRAS G12D-GppNHp KRAS G12D-GDP - = = = S ® =- == |PERK suppression
potency than RMC-9805 in suppressing phosphorylated AKT and S6, and MYC expression levels. To further compare the durability R US.7575 residence fime = 18 hre =) US.7575 residence fime = 24 hrs e ——— == == =§=::=f=.'-=ff Total ERK MEK and ERK inhibitors block ERK sianalin
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reduction persisted for up to 48 hours after washout of VS-7375. In contrast, following washout of RMC-9805, pERK rebound was S . g " PANC-1 restores VS-7375 sensitivity esistance Is at ine level o ’
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