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CGT6737 is a KRAS(ON) Inhibitor of Downstream Signaling CGT6737 is a Mutant KRAS Inhibitor with pM Activity
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» Kinetic SPR binding assay of CGT6737 to WT and mutant KRAS(ON) loaded with the GTP stable analog GMPPCP _ 1 1 ! !
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« Confirms CGT6737 binds to the active form of KRAS(ON) consistent with crystallographic data CGT6737 CGT6737
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« Similar SPR experiment with HRAS and NRAS shows >1000x selectivity for KRAS(ON) over H/NRAS isoforms maa markg

- Selectivity for KRAS over other RAS isoforms may provide tolerability advantages vs. Pan-RAS inhibition » CGT6737 was dosed PO at 30/100 mg/kg in an AsPC-1 KRAS®'?5 tumor bearing mouse PK/PD model

- Barbicid et. al. reported that the genetic deletion of H-, N-, and K-RAS in mice stopped proliferation, and induced * 90% Inhibition of pERK was observed at 10 hr for both the 30 and 100 mg/kg doses
senescence in keratinocytes, leading to severe hypoproliferation in vivo.* * Promising PK with ICy, coverage from 1-10 hours in both dose groups
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