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Chemotherapy in Patients (Pts) With Previously Treated Advanced Colorectal Cancer (CRC) With KRAS®¢12C Mutation

Poster #200

Josep Tabernero', Johanna Bendell?, Ryan B. Corcoran?, Scott Kopetz*, Jeeyun Lee®, Muhi Davis®, James G. Christensen®, Andrew S. Chi°, Thian Kheoh®, Rona Yaeger’

Vall d'Hebron Institute of Oncology, Barcelona, Spain; 2Sarah Cannon Research Institute, Tennessee Oncology, Nashville, TN, USA; 3Massachusetts General Hospital Cancer Center and Department of Medicine, Harvard Medical School, Boston, MA, USA; 4The University of Texas MD Anderson Cancer Center, Houston, TX, USA;
Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; éMirati Therapeutics, Inc., San Diego, CA, USA; "Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY, USA

KRAS-Driven CRC Preclinical Data For Adagrasib + Cetuximab Figure 4. KRYSTAL-10 Study Design

*  KRAS®12C mutations act as oncogenic drivers and occur in approximately 3-4% of colorectal * Despite this observed clinical activity of KRAS®'2C inhibition, reactivation of RAS/MAPK * Enrollment is planned at sites from the countries highlighted below
cancers (CRC)'™ pathway signaling may occur through adaptive feedback mediated by the epidermal growth — The study is currently open for enroliment at sites in the United States
* Historically, KRAS has been considered undruggable; however, KRASG'2C can now be factor receptor (EGFR), which is expressed in a variety of human tumors including CRC

inhibited covalently*® « Combining adagrasib with cetuximab, an EGFR inhibitor, may enhance inhibition of KRAS-

* Emerging data demonstrate the clinical activity of KRASG12C inhibitors in pretreated patients with dependent signaling or overcome adaptive feedback and improve clinical outcomes
CRC harboring KRASG12C mutations® .

* Approximately 300 global sites across 34 countries are planned for this study
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Preclinical data in KRAS®'2C human xenograft CRC mouse models suggest the possible
synergistic activity of adagrasib and cetuximab, showing that the combination leads to
increased antitumor activity and more durable tumor regression compared to either single
agent treatment (Figure 3)’

Adagrasib in KRAS%12€ Cancers

* Adagrasib (MRTX849) is a covalent inhibitor of KRAS®'2C that irreversibly and selectively binds
to KRAS®'12C and locks it in its inactive, GDP-bound state® (Figure 1)

* Adagrasib was optimized for desired properties of a KRAS®'2C inhibitor:
— High selectivity (>1000X) for the mutant KRAS®12C protein vs wild-type KRAS

— Favorable pharmacokinetic (PK) properties, including oral bioavailability, long half-life (~24
hours), and extensive tissue distribution®

Chemotherapy (FOLFIRI or mFOLFOX6)¢

Figure 3. Adagrasib + Cetuximab Results in Deep, Durable Regression in PDX Models’

IV, intravenously; Q2W, every 2 weeks.
aAdagrasib administered orally in 4-week cycles 600 mg BID on a continuous basis until disease progression. bCetuximab administered Q2W by
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_‘_ Vehicle IV 500 mg/m2. °A VEGF/VEGFR inhibitor may be given per investigator discretion.
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IP, intraperitoneal; PDX, patient-derived xenograft; PO, orally; Q3D, every 3 days; QD, once daily; SEM, standard error of the mean.
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* With the planned sample size, the trial is sufficiently powered to detect the hypothesized
treatment effect on the primary endpoints (OS and PFS) at an overall alpha of 0.05. A group
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BID, twice daily; DCR, disease control rate; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease. #
Denotes ongoing treatment.

aPatients received a median of 4 prior lines of therapy, including treatment with a fluoropyrimidine-based chemotherapy regimen containing either
oxaliplatin or irinotecan. Data as of 30 August 2020.
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FOLFIRI, folinic acid, fluorouracil, and irinotecan hydrochloride; mFOLFOX®6, fluorouracil, folinic acid, and oxaliplatin;.
aA vascular endothelial growth factor/vascular endothelial growth factor receptor (VEGF/VEGFR) inhibitor may be used in combination with
chemotherapy in the comparator arm at the investigator’s discretion.
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