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Background

KRAS is the most frequently mutated oncogene in human cancer with activating
mutations occurring in approximately 25% of NSCLC. Of these, KRAS®'?¢ occurs in
approximately 14% of adenocarcinomas and in 0.5 to 4% of squamous NSCLC:s.
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Prior therapies: Tarceva, Alimta,
Carboplatin & Taxol

FMC-376 demonsirates anti-tumor activity in PDX models
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CRC
Prior therapies: FOLFOX + Avastin,
Xeloda & FOLOFIRI + Avastin
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FMC-376 demonsirates anti-tumor activity in KRAS®'%¢
models derived from CRC and PDAC Patients
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Figure 4: FMC-376 is highly efficacious in PDX models of NSCLC. All PDX models are derived from NSCLC
patient tumors and carry a KRAS®'*“ mutation plus additional mutation known to drive innate and
acquired clinical resistance to OFF state inhibitors. Panel A) KRAS®'* amplification; Panel B) EGFR
amplification; Panel C) KEAP1 mutation; Panel D) MET overexpression

Figure 2: FMC-376 a dual ON+ OFF-state inhibitor, maintains potent activity against resistant cells
with the AS9G mutation. MCF10A cells stably overexpressing KRAS®'%¢ or KRAS®'?¢/A59G were treated
with adagrasib, sotorasib, and FMC-376. Cell viability was determined in both the double mutant
KRAS®"?¢/AB9G and KRAS®'?“ MCF10A cells and the ratio of IC50s is presented.




