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Adagrasib (MRTX849) is a Differentiated KRAS®12C Inhibitor

= Adagrasib, a selective KRAS®'2C inhibitor, was selected for desired RTKs
properties, including a long half-life (23 hours), dose-dependent PK (eg, EGFR)
and CNS penetration? e

» Adagrasib has been granted accelerated approval by the FDA and is
under review by the EMA for use in patients with previously treated
advanced/metastatic KRASG'2C-mutated NSCLC3

"| Adagrasib
» In the registrational Phase 2 cohort, adagrasib demonstrated S EMDT_)SESSQ RS
promising clinical activity (ORR, 43%; DCR, 80%) as well as a 8% | KRAS®"2C, |ocking
manageable safety profile, in patients with previously treated SG12e SG12e KRASG2C in an off
NSCLC harboring a KRAS®'2¢ mutation* ‘ . state and abolishing
& aberrant constitutive

signaling

= Clinical activity with adagrasib has been shown in patients across
multiple KRASCG2C-mutated solid tumors, including patients with
NSCLC and treated/untreated CNS metastases*’
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KRYSTAL-1 (849-001) Phase 2 Cohort A Study Design

Phase 2
NSCLC Monotherapy Treatment

Key Eligibility Criteria Study Objectives

= NSCLC with KRASG'2C mutationa =  Primary endpoint:

=  Unresectable or metastatic disease ORR (RECIST 1.1) per BICR

» Prior treatment with a PD-1/L1 = Secondary endpoints:
inhibitor in combination or in (Capsule, Fasted) DOR, PFS, OS, safety

sequence with chemotherapy

Adagrasib 600 mg BID

= Exploratory endpoints:
= Treated, stable CNS metastases N=116 correlative analyses, plasma
were allowed ctDNA responseP

Here we report an exploratory analysis of clinical response according to levels of KRAS®12C ctDNA,
in those patients with detectable plasma ctDNA (n=39)

aKRAS®G'2C mutation detected in tumor tissue by sponsor-approved local laboratory testing. PQuantitative assessment was performed by ddPCR or by Agilent Resolution ctDx FIRST?®
ClinicalTrials.gov. NCT03785249 4
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Patient Flow, Demographics and Baseline Characteristics

Enrolled in Phase 2 Cohort A by

presence of KRASC12C mutation Adagrasib Analyzed for
in tissue (N=116) Monotherapy Plasma Response
(N=116)4d (N=39)
v Median age (range), years 64 (25-89) 63 (25-84)
Plasma ctDNA assessed by Female sex, n (%) 65 (56%) 22 (56%)
genotyping? of KRASG12C Race, n (%)
mutation (n=60) White 97 (84%) 32 (82%)
Black or African American 9 (8%) 2 (5%)
Asian / Other 5 (4%) 15 (4%) 2 (5%) / 3 (8%)
,| Not evaluable for plasma ECOG PS, n (%)
response (n=21)P 0 0/ \e 0 0
0/1 18 (16%) / 97 (84%) 9 (23%) /30 (77%)
Smoking history, n (%)
X Never smoker 5 (4%) 1 (3%)
Analyzed for plasma response Current smoker / former smoker 11 (10%) / 100 (86%) 1 (3%) /37 (95%)
(n=39) Prior lines of systemic therapy, n (%)
1/2+ 50 (43%) / 66 (57%) 16 (41%) / 23 (59%)
i1l Clinical efficacyf
Mutation allele frequency ORR 43%3 56%
clearance (MAFC)-evaluable Median PFS 6.5 months? 6.9 months

with ctDNA at baseline, C2D1,
and C4D1 (n=35)°

aBy ddPCR or Agilent Resolution ctDx FIRST. PDue to reasons of: missing specimens at baseline (n=14), non-detection of KRASG12C mutation at baseline (n=6), or missing specimens from C2D1 (n=1)
°Of 39 patients analyzed, four had missing C4D1 data and were therefore not evaluable for MAFC. YAmong the enrolled patients, 113 (97%) had adenocarcinoma and 3 (3%) had squamous histology; 103 patients (89%) had metastatic disease and
13 (11%) had locally advanced disease. *Missing, n=1. ‘Data cutoff: 15 October 2021 (median follow-up: 12.9 months). IN=112 5
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Exploratory Analysis: ORR by MAFC

MAFC-Evaluable Patients With
Patients, n (%) Radiographic
(N=35)32 Response, n (%)
MAFC 290% by C4D1 31 (89%) 21 (68%)
MAFC <90% by C4D1 4 (11%) 0

= In MAFC-evaluable patients, 89% (31/35) had MAFC =90% by C4D1
= ORRwas 68% (21/31) in patients with MAFC 290%; ORR was 0% (0/4) in patients with MAFC <90% by C4D1

= Complete clearance (—100%) of the KRAS®'2C mutant allele at both C2D1 and C4D1 was observed in 77%
(27/35) of patients, with radiographic responses observed in 67% (18/27) of those patients

actDNA samples available at baseline, C2D1 and C4D1
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Exploratory Analysis: MAF at Baseline by Response
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= |n MAFC-evaluable patients, KRAS®'2C MAF at baseline did not appear to correlate with response
(median MAF: 3.8 for non-responses, 4.2 for responses)

MAF ranged from 0.15% to 47.9% at baseline for the MAFC-evaluable population 7
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Exploratory Analysis: Additional Efficacy Analyses by MAFC

aAll patients analyzed. °ctDNA samples available at baseline and C4D1. ¢ctDNA samples available at baseline, C2D1 and C4D1

100 MAF Response (n=39)2 o _ Progression-Free Survival (n=36)°
- - -
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All responses corresponded with MAFC 290%

MAFC-evaluable patients without a response had a BOR of SD (n=13) or PD (n=1) and MAFC range at C4D1 of complete
clearance (-100%; n=9) to +235% (n=1)°

MAFC =290% at C4D1 was associated with longer PFS versus MAFC <90% at C4D1
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Conclusions and Future Directions

» |In this registrational Phase 2 cohort, adagrasib showed promising efficacy and manageable tolerability in
previously treated patients with advanced/metastatic KRASG2¢-mutated NSCLC

» This exploratory analysis of ctDNA MAFC suggests objective responses and increased PFS are
associated with MAFC =290%; however, not all patients with MAFC 290% demonstrated clinical benefit

= A confirmatory Phase 3 study is enrolling, evaluating adagrasib monotherapy versus docetaxel in
previously treated patients with advanced/metastatic KRAS®'2¢-mutant NSCLC (KRYSTAL-12;
NCT04685135)

For more information contact Mirati Medical Information at medinfo@mirati.com
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