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BACKGROUND MRTX849 Binds GDP-KRAS G12C and Locks the MRTX849 Treatment Achieves KRAS Modification, MRTX849 Demonstrates Broad Spectrum Tumor

e Despite decades of research, efforts to directly target KRAS have been challenging. Protein in the Inactive State Biomarker Modulation, and Antitumor Efficacy Regression in KRAS G12C Nonclinical Models
e The MRTX chemical series is comprised of mutant-selective, covalent inhibitors that
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naphthyl ring, improving ADME properties.
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e Dose response administration of MRTX849 in preclinical models led to KRAS

e The 8-position of the naphthyl group was substituted to fill a hydrophobic pocket,
Increasing potency an additional 5-fold.
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° Warhead modification and final optimization for reactivity and bioavailability 2 Human Xenograft Models e MRTX849 administered daily PO at well-tolerated dose levels induced 30%
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e The reactivity of the acrylamide species of MRTX1257 leads to short half-lives = ' were utilized for human efficacious exposure projections. The free-fraction adjusted o . | o .
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e Systematic adjustment of the acrylamide reactivity and further optimization of g 4001/ . . o . 6. Ostrem JM, Shokat, KM Nat. Rev. Drug Discov. 15,
the naphthyl 8-substituent led to MRTX849, which shows greater stability in > e PBPK Link modeling approaches utilizing PK-Sim™ or GastroPlus 9.5™ software 771-785 (2016).
whole blood. =200 were applied, and data inputs including the total human projected target AUC 7. Matikas, A et al. Crit. Rev. Oncol. Hematol 110, 1-12 (2017).
values, along with nonclinical ADME data inputs, and in vivo clearance determined 5. Fell.JB et al. ACS Med. Chem Lett. 9. 1230-1234 (2018)
e The cross-species bioavailability of MRTX849 was improved relative to 0+—2200-0-0—00-0-0- in mouse, rat and dog studies were applied to project a human efficacious dose and e e o M |
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e PBPK modeling utilizing PK Sim and Gastro Plus projects 50% oral bioavailability e The data inputs fit well and human PK data was predictable based on PBPK modeling.
and >20 hour half-life in humans. Present PK data in MRTX849-001 clinical trial e 100mg/kg MRTX849 PO daily for 16 days demonstrates complete response with Mean human AUCs achievable at steady-state at 600 mg BID well-exceeded even the
supports these projections. no tumor recovery after dosing cessation. most aggressive target plasma concentrations.




