
PRESENTED BY:

KRYSTAL-1: Activity and Safety of Adagrasib 
(MRTX849) in Patients with Advanced/Metastatic 
Non-Small Cell Lung Cancer Harboring a 
KRASG12C Mutation 
Alexander I. Spira1, Gregory J. Riely2, Shirish M. Gadgeel3, Rebecca S. Heist4, Sai-Hong Ignatius Ou5, 
Jose M. Pacheco6, Melissa L. Johnson7, Joshua K. Sabari8, Konstantinos Leventakos9, Edwin Yau10, 
Lyudmila Bazhenova11, Marcelo V. Negrao12, Nathan A. Pennell13, Jun Zhang14, Karen Velastegui15, 
James G. Christensen15, Xiaohong Yan15, Kenna Anderes15, Richard C. Chao15, Pasi A. Jänne16

1Virginia Cancer Specialists, Fairfax, VA; US Oncology Research, The Woodlands, TX; NEXT Oncology Virginia, Fairfax, VA; 2Memorial Sloan Kettering Cancer 
Center, Weill Cornell Medical College, New York, NY; 3Henry Ford Cancer Institute, Detroit, MI; 4Massachusetts General Hospital, Boston, MA; 5University of 
California, Irvine, Chao Family Comprehensive Cancer Center, Orange, CA; 6University of Colorado Anschutz Medical Campus, Aurora, CO; 7Sarah Cannon 
Research Institute Tennessee Oncology, Nashville, TN; 8Perlmutter Cancer Center, New York University Langone Health, New York, NY; 9Mayo Clinic, 
Rochester, MN; 10Roswell Park Comprehensive Cancer Center, Buffalo, NY; 11UC San Diego Moores Cancer Center, La Jolla, CA; 12MD Anderson Cancer 
Center, Houston, TX; 13Cleveland Clinic, Cleveland, OH; 14University of Kansas Medical Center, Kansas City, KS; 15Mirati Therapeutics, Inc., San Diego, CA; 
16Dana-Farber Cancer Institute, Boston, MA

Dr Alexander I. Spira



KRYSTAL-1: Adagrasib (MRTX849) KRASG12C Inhibitor in NSCLC

2

! Adagrasib, a covalent inhibitor of KRASG12C, was optimized for 
desired properties of a KRASG12C inhibitor, including a long half-life 
(23 hours), dose-dependent PK and CNS penetration4,5

! In the FIH Phase 1/1b trial of adagrasib in patients with KRASG12C-

mutated NSCLC (n=15), the ORR was 53.3%, median DOR was 
16.4 months, and median PFS was 11.1 months6

! Adagrasib demonstrated CNS penetration and CNS tumor 
regressions in preclinical models.7 In a preliminary analysis in a 
Phase 1b cohort evaluating adagrasib in patients with NSCLC and 
active, untreated CNS metastases (n=2):7

– Mean Kp,uu value was 0.47
– Regression of CNS metastases was observed in both patients

Adagrasib (100 mg/kg BID)

Vehicle
D13 D18 D21 D25 D34

LU99Luc KRASG12C Brain Metastases Model7

! Clinical activity with adagrasib has been shown in patients with various KRASG12C-mutated solid tumors, including NSCLC, 
CRC, PDAC, ovarian and endometrial cancers, and other GI cancers5,8–10

! KRASG12C mutations act as oncogenic drivers and occur in ~14% of patients with NSCLC (adenocarcinoma)1

– Approximately 27–42% of patients with KRASG12C-mutated NSCLC have CNS metastases at diagnosis2,3

D13 D18 D21 D25 D34

Adagrasib (MRTX849) is a Differentiated KRASG12C Inhibitor
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KRYSTAL-1 (849-001) Phase 2 Cohort A Study Design

Key Eligibility Criteria

! NSCLC with KRASG12C mutationa

! Unresectable or metastatic disease
! Prior treatment with a PD-1/L1 

inhibitor in combination or in 
sequence with chemotherapy

! Treated, stable CNS metastases 
were allowed

Phase 2
NSCLC Monotherapy Treatment 

Adagrasib 600 mg BID
(Capsule, Fasted)

aKRASG12C mutation detected in tumor tissue by sponsor-approved local laboratory testing
ClinicalTrials.gov. NCT03785249

Study Objectives

! Primary endpoint: 
ORR (RECIST 1.1) per BICR

! Secondary endpoints: 
DOR, PFS, OS, safety

Here we report data from a registrational Phase 2 cohort evaluating adagrasib 600 mg BID in 
previously treated patients with NSCLC harboring a KRASG12C mutation (N=116)

Enrollment period, January 2020 to December 2020
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Demographics and Baseline Characteristics

aAmong 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; bMissing, n=1; c78 patients (67%) had received checkpoint 
inhibitor therapy as their immediate prior line of therapy

Adagrasib Monotherapy (N=116)a
Median age (range), years 64 (25–89)
Female sex, n (%) 65 (56%)
Race, n (%)

White
Black or African American
Asian / Other

97 (84%)
9 (8%)

5 (4%) / 5 (4%)
ECOG PS, n (%)b

0 / 1 18 (16%) / 97 (84%)
Smoking history, n (%)

Never smoker 
Current smoker / former smoker

5 (4%) 
11 (10%) / 100 (86%)

Prior lines of systemic therapy, n (%)
1
2
3+

50 (43%)
40 (35%)
26 (22%)

Prior platinum-based therapy and/or checkpoint inhibitor therapy, n (%)c
Received prior platinum-based therapy only
Received both 

2 (2%)
114 (98%)

Baseline metastases, n (%)
Bone
CNS
Adrenal
Liver

46 (40%)
24 (21%)
22 (19%)
19 (16%)
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Tumor Response by BICR

aFull analysis set as per BICR excludes 4 patients who did not have measurable disease at baseline; bDue to reasons of: withdrawal by patient (n=5), AEs (n=3; 2 patients experienced AEs not related to treatment, 
1 patient experienced a TRAE), global deterioration of health (n=3), death (n=2), non-compliance (n=1); c6 weeks ± 10 days
Data as of October 15, 2021 (median follow-up: 12.9 months)

Efficacy Outcome
Adagrasib Monotherapy

(n=112)a

Objective response rate, n (%) 48 (43%)

Best overall response, n (%)

Complete response

Partial response

Stable disease

Progressive disease

Not evaluable

1 (1%)

47 (42%)

41 (37%)

6 (5%)

17 (15%)

Disease control rate, n (%) 89 (80%)

! 17 patients were not evaluable due to having received post-baseline scans too early (n=3) or study withdrawal prior to 
first scheduled assessment (n=14)b

! For evaluable patients (on treatment and who had a scan at ~6 weeksc), ORR was 51% (48/95)
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Best Tumor Change From Baseline

All results are based on BICR. Responses include target lesion tumor regression, as well as non-target lesion assessment
Data as of October 15, 2021 (median follow-up: 12.9 months)

! Objective responses were observed in 43% (95% CI, 33.5–52.6); DCR was 80% (95% CI, 70.8–86.5)
! Responses were deep with 75% of responders achieving >50% tumor reduction
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Duration of Response

All results are based on BICR. The median duration of treatment was 5.7 months (range, 0.03–19.6)
Data as of October 15, 2021 (median follow-up: 12.9 months)

! Median TTR was 1.4 months (range, 0.9–7.2)
! Median DOR was 8.5 months (95% CI, 6.2–13.8)
! Treatment is ongoing in 50% (24/48) of patients who experienced a response, and 33% (16/48) are still in response

Death

First response (confirmed PR or CR)
Disease progression

Treatment ongoing
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Progression-Free Survival

Median PFS was 6.5 months (95% CI, 4.7–8.4)
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Overall Survival

As of October 15, 2021, median OS was 11.7 months (95% CI, 9.2–NE); median follow-up: 12.9 months
Data as of January 15, 2022 (median follow-up: 15.6 months)

Median OS was 12.6 months (95% CI, 9.2–19.2)
6-month OS: 71% (95% CI, 61.1–78.3)
12-month OS: 51% (95% CI, 40.9–60.0)
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Exploratory Subgroup Analyses

All results are based on BICR. Dot size indicates sample size. Note that for the 3 patients with squamous NSCLC: 1 patient had a BOR of PR, 2 patients had a BOR of SD
Data as of October 15, 2021 (median follow-up: 12.9 months)

Male 
Female

< 65 years 
≥ 65 years

1
> 1

Chemotherapy + IO Combination 
Sequential IO and Chemotherapy

Never Smoker
Current Smoker
Former Smoker 

0
1 

Yes 
No

Yes 
No

Yes 
No

Yes 
No

n/N (95% CI)

48/112 (34–53)

22/50 (30–59)
26/62 (30–55) 

29/59 (36–63)
19/53 (23–50)

14/47 (17–45)
34/65 (40–65) 

31/79 (28–51)
16/31 (33–70) 

3/5 (15–95) 
1/11 (0–41)

44/96 (36–56) 

9/18 (26–74)
38/93 (31–52) 

10/24 (22–63)
38/88 (33–54) 

17/34 (32–68)
31/78 (29–52) 

19/47 (26–56)
29/65 (32–58) 

5/23 (8–44)
43/89 (38–59) 
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Intracranial Response in Patients with Treated, Stable CNS Metastasesa

Target lesions: all measurable lesions (size ≥5 mm) with ≤5 lesions in total, and representative of all involved organs; non-target lesions: all non-measurable lesions and measurable lesions not identified as target lesions
aAmong patients with adequately treated, stable CNS metastases, 33 patients were radiographically evaluable (i.e., had a baseline and on-treatment brain scan for evaluation), of whom 27 (82%) received radiation prior to adagrasib treatment 
(59% <3 months before study entry and 37% ≥6 months before study entry); bOne patient with tumor shrinkage of 8% was deemed to be ‘not evaluable’ as the post-baseline scan was performed too early for evaluation; cPatients with target lesions 
may have also had non-target lesions
Data as of December 31, 2021 (median follow-up: 15.4 months)

! IC ORR by modified RANO-BM was 33% (95% CI, 18–52); median IC DOR was 11.2 months (95% CI, 3.0–NE)
! IC DCR was 85% (95% CI, 68–95); median IC PFS was 5.4 months (95% CI, 3.3–11.6) 

Evaluable Patients with Target Lesions at Baseline (n=13)
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Adagrasib in Previously Treated Patients with KRASG12C-mutated NSCLC: 
Pre-specified Correlative Analyses

All results are based on BICR
aPD-L1 was centrally tested
Data as of October 15, 2021 (median follow-up: 12.9 months)

ORR in Patients Harboring KRASG12C Co-mutations ORR by PD-L1 Subgroupsa
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Treatment-Related Adverse Events

aOccurring in >20% of patients (any grade), TRAEs occurring in >15% and <20% of patients were anemia (21 [18%]), amylase increase (20 [17%]) and QT prolongation (19 [16%]); 
bPercentage of patients who experienced dose reductions: 400 mg BID (33%), 600 mg QD (11%), 200 mg BID/400 mg QD (14%)
Data as of October 15, 2021 (median follow-up: 12.9 months)

Adagrasib Monotherapy (N=116)
Capsule, Fasted

TRAEs, n (%) Any Grade Grades 3–4
Any TRAEs 113 (97%) 50 (43%)

Most frequent TRAEsa, n (%)
Diarrhea 73 (63%) 1 (<1%)
Nausea 72 (62%) 5 (4%)
Vomiting 55 (47%) 1 (<1%)
Fatigue 47 (41%) 5 (4%)
ALT increase 32 (28%) 5 (4%)
Blood creatinine increase 30 (26%) 1 (<1%)
AST increase 29 (25%) 4 (3%)
Decreased appetite 28 (24%) 4 (3%)

! Grade 1–2 TRAEs occurred in 53% of patients
! There were 2 grade 5 TRAEs (cardiac failure [n=1] and pulmonary hemorrhage [n=1]) 
! TRAEs led to dose reduction in 60/116 (52%) patientsb and to dose interruption in 71/116 (61%) patients
! TRAEs led to discontinuation of study drug in 8/116 (7%) patients 
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! In this registrational Phase 2 cohort, adagrasib demonstrated promising clinical activity (ORR, 43%; 
DCR, 80%; 1-year OS, 51%) as well as a manageable safety profile, in patients with previously treated 
NSCLC harboring a KRASG12C mutation

! Based on these data, the NDA for adagrasib has been accepted and under review for accelerated 
approval in the US and the MAA has been recently submitted to the European Medicines Agency

! A confirmatory Phase 3 study is evaluating adagrasib versus docetaxel in previously treated patients with 
KRASG12C-mutant NSCLC (KRYSTAL-12; NCT04685135)

! Adagrasib has demonstrated responses across 9 tumor types (NSCLC, CRC, PDAC, ovarian and 
endometrial cancers, and other GI cancers), across NSCLC-relevant molecular subsets, and patients with 
NSCLC with either stable/treated or untreated CNS metastases5,8–10

Conclusions and Future Directions

For further data describing the efficacy of adagrasib in patients with active, untreated CNS metastases, 
please see Sabari et al, ASCO 2022 abstract LBA9009

Monday, June 6, 2022, 4:30 PM–6:00 PM CDT
Session: Clinical Science Symposium/Including the Excluded: Advancing Care for All Patients With Lung Cancer



KRYSTAL-1: Adagrasib (MRTX849) KRASG12C Inhibitor in NSCLC

15

NEJM Simultaneous Publication



KRYSTAL-1: Adagrasib (MRTX849) KRASG12C Inhibitor in NSCLC

16

! The patients and their families for making this trial possible

! The clinical study teams and investigators for their work and contributions

! The authors would like to thank Hirak Der-Torossian for his contribution to this study

! This study is supported by Mirati Therapeutics, Inc.

! All authors contributed to and approved this presentation; writing and editorial assistance 
were provided by Rachel Verdon of Ashfield MedComms, funded by Mirati Therapeutics, Inc.

! Copies of this slide deck obtained through Quick Response (QR) Code are for personal 
use only and may not be reproduced without permission from ASCO® or the author of this 
slide deck

Acknowledgments



KRYSTAL-1: Adagrasib (MRTX849) KRASG12C Inhibitor in NSCLC

17

Investigators
John Adams
USOR, Texas Oncology, Arlington

Scott Anderson
Goldschmidt Cancer Center

Minal Barve
Mary Crowley Cancer Research

Lyudmila Bazhenova
University of California San Diego

David Berz
Beverly Hills Cancer Center

David Ellison
USOR, Charleston Hematology 
Oncology Associates

Shirish M. Gadgeel
Henry Ford Cancer Institute/
Henry Ford Health System

David Hakimian
USOR, Illinois Cancer Specialists

Rebecca S. Heist
Massachusetts General Hospital

Pasi A. Jänne
Dana-Farber Cancer Institute

Melissa L. Johnson
Sarah Cannon Research Institute

Scott Kruger
USOR, Virginia Oncology Associates

Ticiana A. Leal
University of Wisconsin Carbone 
Cancer Center

Konstantinos Leventakos
Mayo Clinic, Rochester

Yanyan Lou
Mayo Clinic, Jacksonville

Kristi McIntyre
USOR, Texas Oncology, 
Presbyterian Cancer Center Dallas

Jamal Misleh
USOR, Medical Oncology 
Hematology Consultants

Marcelo V. Negrao
MD Anderson Cancer Center

Sai-Hong Ignatius Ou
University of California Irvine

Jose M. Pacheco
University of Colorado

Kyriakos P. Papadopolous
START San Antonio

Nathan A. Pennell
Cleveland Clinic

Gregory J. Riely
Memorial Sloan Kettering Cancer 
Center

Richard Rosenberg
USOR, Arizona Oncology Associates

Joshua Sabari
Perlmutter Cancer Center

Alexander I. Spira
Virginia Cancer Specialists

Anthony Van Ho
USOR, Compass Oncology

Jared Weiss
University of North Carolina

Edwin Yau
Roswell Park Comprehensive Center

Jun Zhang
University of Kansas


