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§ Adagrasib, a covalent inhibitor of KRASG12C, was selected for favorable properties, including a long half-life (23 hours), 
dose-dependent PK, and CNS penetration1–5

§ Based on Phase 2 Cohort A of the KRYSTAL-1 trial (n=116; median follow-up: 12.9 months; ORR: 42.9%; DOR: 8.5 months), 
adagrasib has been granted accelerated approval by the FDA in patients with previously treated KRASG12C-mutated NSCLC6,7

Adagrasib (MRTX849) is a Differentiated KRASG12C Inhibitor

aPatients enrolled in Phase 2 Cohort A also had prior treatment with a PD-1/L1 inhibitor in combination or in sequence with chemotherapy. bKRASG12C mutation detected in tumor tissue or ctDNA by sponsor-approved local or central laboratory 
testing. cPhase 1/1b also enrolled patients with other KRASG12C-mutated unresectable or metastatic solid tumors. dGenetic alterations detected in tumor tissue and/or ctDNA NGS assay at baseline
ClinicalTrials.gov. NCT03785249

Key Eligibility Criteriaa

§ KRASG12C-mutated unresectable 
or metastatic NSCLCb,c

§ ≥18-years-old 
§ ECOG PS 0–1
§ Treated, stable CNS metastases 

were allowed

Phase 1/1b5
Dose Escalation and Expansion

Phase 2 Cohort A7

NSCLC Monotherapy Treatment 

Adagrasib 600 mg BID
N=16

Adagrasib 600 mg BID
N=116

Key Endpoints:
Safety, tolerability, recommended 

Phase 2 dose, and efficacy

Primary Endpoint:
ORR (RECIST v1.1) 

per BICR
Secondary Endpoints:

DOR, PFS, 1-year survival rate, 
OS, and safety

Exploratory Endpoints:
Clinical activity in patients 

with CNS metastases 
and co-mutationsd

§ Here we report 2-year follow-up data for 132 patients in Phase 1/1b dose escalation and expansion cohorts and Phase 2 Cohort A of KRYSTAL-1 
   (Data as of 1 January 2023; median follow-up: 26.9 months)

§ Patients were administered adagrasib 600 mg BID orally (capsule, fasted) 
§ Baseline characteristics were consistent with those previously reported5,7 
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§ Objective responses were observed in 43% of patients (55/128); DCR was 80%
§ Median DOR was 12.4 months (95% CI, 7.0–15.1)a

Results are based on BICR. Missing, n=1. Full analysis set defined as all patients who had measurable disease at baseline and received ≥1 dose of adagrasib;18 patients were not evaluable due to not having post-baseline measurement in 
target lesions
aTwelve-month event-free rate was 50.6% (95% CI, 36.1–63.5)
Data as of 1 January 2023 (median follow-up: 26.9 months)
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PFS results are based on BICR. Full analysis set defined as all patients who had measurable disease at baseline and received ≥1 dose of adagrasib. Baseline CNS metastases were stable and treated
aCo-mutations were evaluated in tissue and/or ctDNA. CDKN2Am includes homozygous deletions and inactivating mutations. Number of patients analyzed for each co-mutation: KEAP1, n=97; TP53, n=111; STK11, n=106; CDKN2A, n=70. PFS for 
patients with STK11m/KEAP1wt and STK11m/KEAP1m was 4.2 months (95% CI, 2.8–8.1) and 5.0 months (95% CI, 1.1–8.1), respectively. OS for patients with STK11m/KEAP1wt and STK11m/KEAP1m was 11.5 months (95% CI, 5.4–14.5) and 
5.7 months (95% CI, 1.6–15.9), respectively
Data as of 1 January 2023 (median follow-up: 26.9 months)

Overall Survival and Progression-Free Survival in Patients With Tumors 
Harboring Co-Mutations or With Baseline CNS Metastases

Overall Survival in Patients With CNS Metastases 
at Baseline (n=26)
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§ Median PFS: KEAP1m, 4.1 months (95% CI, 2.7–5.6); 
STK11m, 4.2 months (3.9–6.1); CDKN2Am, 8.4 months 
(1.2–11.9); TP53m, 8.7 months (5.0–12.1)

§ Median PFS for patients with CNS metastases 
at baseline was 6.9 months (95% CI, 4.1–11.9) 

Censored

14.7 (7.5–19.3)
Median OS, Months (95% CI)

TP53m (n=42) 18.7 (11.3–27.0)
CDKN2Am (n=12) 13.0 (1.6–20.8)
STK11m (n=44) 9.2 (5.0–12.7)
KEAP1m (n=25) 5.7 (3.6–9.2)
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Duration of Treatment in Responders, Including Patients With Dose 
Modification

§ Dose modifications were not associated with shorter treatment duration; all 33 patients (60%) who had DOT >1 year and all 12 patients (22%) 
who had DOT >2 years had dose modificationsb

§ For all patients with a dose modificationc, 1-year OS was 53.3% and 2-year OS was 32.1%
All results are based on BICR. aTime to first dose modification due to any cause, including missed dose, AE, or others. bDose modification included any interruption or reduction. c128/132 (97%) of patients had any dose modification. 
68/132 (52%) of patients had a dose reduction
Data as of 1 January 2023 (median follow-up: 26.9 months)
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Treatment-Related Adverse Events and Long-Term Safety

aAny-grade TRAEs that occurred in >15% of patients. Overall, Grade 5 events occurred in 3 patients: cardiac failure [n=1], pneumonitis [n=1], and pulmonary hemorrhage [n=1]. Overall, TRAEs led to dose reduction in 68/132 patients (52%), dose 
interruption in 83/132 patients (63%), and discontinuation of study drug in 12/132 patients (9%). bOverall, Grade 4 events comprised: neutrophil count decrease (n=2 [2%]), febrile neutropenia (n=1 [1%]), ejection fraction decrease (n=1 [1%]), 
ALT increase (n=1 [1%]), lipase increase (n=1 [1%]), white blood cell count decrease (n=1 [1%]), and hypokalemia (n=1 [1%]). cGrade 3 events that occurred >1 year after treatment onset comprised: ejection fraction decrease (n=1 [2%]), platelet count 
decrease (n=1 [2%]), cardiac failure (n=1 [2%]), anemia (n=1 [2%]), and nervous system disorder (n=1 [2%]). dTen patients from Cohort A and 2 from Phase I/Ib. eHepatotoxicity included increased ALT/AST, increased liver function test, and mixed liver 
injury. In patients who received IO >30 days before adagrasib, 7 patients experienced Grade 3 treatment-related hepatotoxicity; 1 patient experienced Grade 4 treatment-related hepatotoxicity (ALT increase)
Data as of 1 January 2023 (median follow-up: 26.9 months)

TRAEs in Patients Overall (N=132)a

§ 43/132 patients (32.6%) received adagrasib for >1 year
§ 29 of these 43 patients (67%) had a new onset TRAE after >1 year
§ New onset Grade ≥2 GI TRAEs occurred in 1 patient (2%; Grade 2 diarrhea); no 

patients had Grade ≥2 hepatotoxicity with onset >1 year

§ ≥1 TRAE occurred in 128/132 (97%) patients 
§ 0/12 (0%) patientsd who received IO <30 days before adagrasib had Grade ≥3 

hepatotoxicitye

§ One patient discontinued treatment due to Grade 3 hepatotoxicity
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§ In this pooled analysis of patients with previously treated KRASG12C-mutated NSCLC, adagrasib demonstrated durable 
efficacy, with a median OS of 14.1 months and 2-year OS rate of 31% 

§ Exploratory analyses suggested durable clinical benefit in patients with treated, stable CNS metastases at baseline 
(median OS of 14.7 months), with clinical benefit noted across most baseline co-mutations

§ Adagrasib had a manageable long-term safety profile; most TRAEs with onset >1 year were of low grade and included 
fewer GI TRAEs

§ Treatment management by dose modification did not lead to a decrease in OS (2-year OS rate of 32%)

§ Adagrasib was associated with a low rate of Grade ≥3 hepatotoxicity and was not observed in any patients who 
received adagrasib within 30 days of prior IO

§ A confirmatory Phase 3 study is evaluating adagrasib vs docetaxel in previously treated patients with 
KRASG12C-mutated NSCLC, in North America, Europe, Asia, and Australia (KRYSTAL-12; NCT04685135)

Conclusions and Future Directions

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

mailto:medinfo@mirati.com
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AE, adverse event

ALT, alanine aminotransferase

AST, aspartate aminotransferase

BICR, blinded independent central review

BID, twice daily

CDKN2A, cyclin-dependent kinase inhibitor 2A

CI, confidence interval

CNS, central nervous system

CR, complete response

ctDNA, circulating tumor DNA

DCR, disease control rate

DOR, duration of response

DOT, duration of treatment

ECOG PS, Eastern Cooperative Oncology Group Performance Status

FDA, Food and Drug Administration

GI, gastrointestinal

IO, immunotherapy

Abbreviations

KEAP1, kelch-like ECH-associated protein 1 

KRAS, Kirsten rat sarcoma viral oncogene homolog

NGS, next-generation sequencing

NSCLC, non-small cell lung cancer

ORR, objective response rate

OS, overall survival

PD-1, programmed cell death-protein 1

PD-L1, programmed cell death-ligand 1

PFS, progression-free survival

PK, pharmacokinetics

PR, partial response

QD, once daily

RECIST, Response Evaluation Criteria In Solid Tumors

STK11, serine/threonine kinase 11

TP53, tumor protein P53

TRAE, treatment-related adverse event


