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• Daraxonrasib (RMC-6236) is a RAS(ON) multi-selective, tri-complex 
inhibitor designed to directly inhibit uncontrolled RAS(ON) signaling 
in RAS-driven tumors, including RAS mutant NSCLC 

• There is a significant unmet medical need for improved treatments 
for patients with previously treated NSCLC 

• Clinical outcomes for patients with 2L+ NSCLC receiving docetaxel 
result in ORR of 9-15%, PFS of 3-4.5 months and OS of 
9.1-11.8 months1-7

• Collectively, RAS mutations are present in approximately 30% of 
NSCLC cases.8 60% of RAS mutant NSCLC are non-KRAS G12C 
including KRAS G12X, G13X, and Q61 and have no approved 
targeted therapies 

• Molecular response (on-treatment reductions in circulating tumor 
DNA [ctDNA]) has been shown to predict anti-tumor activity and is 
complementary to RECIST in select solid tumors9-11

Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; CI, confidence interval; ctDNA, circulating tumor DNA; 
ECOG PS, Eastern Cooperative Oncology Group Performance Status; HRAS, Harvey rat sarcoma viral oncogene homolog; KRAS, Kirsten 
rat sarcoma viral oncogene homolog; mg, milligrams; N, number; NE, not evaluable; NE1, not estimatable; NSCLC, non-small cell lung 
cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease, PFS, progression free survival; PR, partial response; 
QD, once daily; RAS, rat sarcoma viral oncogene homolog; RECIST, Response Evaluation Criteria in Solid Tumors; SOD, sum of diameters; 
SD, stable disease; TRAEs, treatment-related adverse events; VAF, variant allele frequency
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Introduction and Background

Materials and Methods
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Daraxonrasib administered orally QD 

Population includes patients with RAS G12X mutant NSCLC who have received 1 or more prior lines of therapy which must include prior immunotherapy and 

platinum chemotherapy administered either concurrently or sequentially and have not received docetaxel previously.
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• Phase 1 monotherapy study in patients with advanced RAS 

mutant tumors (NCT05379985)

• Patients received daraxonrasib orally in 21-day cycles 

• Study enrolled patients with tumors harboring RAS mutations in 

KRAS, HRAS, and NRAS at codon 12 (RAS G12X), codon 13 

(RAS G13X) or codon 61 (RAS Q61X), including patients with 

NSCLC. No patients with KRAS G12C mutant NSCLC were 

enrolled in the study. Enrollment was based on identification of 

RAS mutation by a Clinical Laboratory Improvement Amendments 

(CLIA)-certified laboratory or equivalent local laboratory  

• Objectives included assessment of safety/tolerability, antitumor 

activity, pharmacokinetics, and pharmacodynamic changes 

in ctDNA

• ctDNA testing was performed on paired plasma samples 

(C1D1 and C2D1 or C1D1 and C3D1 using the Guardant Health 

Infinity assay
All data included in this presentation is from the data cutoff of 30 Sep 2024 

Confirmed 

Best Overall Response by RECIST v1.1

Complete ctDNA Clearance 

(100% RAS VAF decrease from pre-treatment)

Incomplete ctDNA Clearance

(<100% RAS VAF decrease from pre-treatment)

PR 82% (9/11) 18% (2/11)

SD 67% (14/21) 33% (7/21)

PD 0% (0/3) 100% (3/3)

Freeman Halton Fisher Exact test P=0.033

• Complete ctDNA clearance (100% RAS VAF decrease from 

pre-treatment) was seen in 66% (23/35) of patients with 2L+ RAS 

G12X NSCLC with a detectable RAS G12X mutation in baseline 

ctDNA and associates with radiographic response

• Additionally, ctDNA clearance was seen across all RAS G12X 

mutations (KRAS G12D, KRAS G12V, KRAS G12A, KRAS G12S) 

and across the wide range of VAFs detected in 

baseline ctDNA 

• Similar rate of complete ctDNA clearance was observed in the 

2L/3L RAS G12X NSCLC population
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1. Baseline Characteristics of Patients with RAS Mutant NSCLC

2. Daraxonrasib Treatment-Related Adverse Events (TRAEs) 
in Patients with NSCLC

*Includes preferred terms of Rash pustular, Rash maculo-papular, Rash, Erythema, and 
Dermatitis acneiform. Multiple types of rash may have occurred in the same patient

Baseline Characteristics
120–220 mg

N = 73

Age, years, median (range) 68 (36, 89)

Male, n (%) 28 (38%)

ECOG PS 1, n (%) 59 (81%)

Number of prior anti-cancer therapies, median (range) 2 (1, 6)

Prior checkpoint inhibitor therapy, n (%) 72 (99%)

Prior platinum doublet chemotherapy, n (%) 72 (99%)

Prior docetaxel, n (%) 14 (19%)

Smoking current/past, n (%) 53 (73%)

Brain metastasis at baseline, n (%) 19 (26%)

Metastatic at diagnosis [stage IV], n (%) 37 (51%)

120–220 mg

(N = 73)

Any Grade Grade ≥3

Any TRAE 71 (97%) 12 (16%)

TRAEs in ≥ 10% of patients, n (%)

Rash* 66 (90%) 5 (7%)

Diarrhea 46 (63%) 1 (1%)

Nausea 36 (49%) 0

Vomiting 29 (40%) 2 (3%)

Stomatitis 25 (34%) 0

Paronychia 14 (19%) 0

AST increased 11 (15%) 0

ALT increased 10 (14%) 0

Dry skin 9 (12%) 0

Fatigue 8 (11%) 0

Other select TRAEs, n (%)

Anemia 4 (6%) 2 (3%)

• Rash (7%) was the only G3 TRAE in ≥5% of patients

• No G4 or G5 TRAEs were observed 

• TRAEs led to dose interruption in 34%, dose reduction in 21% of 

patients, and dose discontinuation in 4% of patients

• Mean dose intensity = 91%

6. ctDNA Response in 2L+ Patients with RAS G12X NSCLC Treated with Daraxonrasib Associates with 
Clinical Response

3. Confirmed Objective Response Rate and Duration of Response in 
Patients with RAS G12X NSCLC Treated in 2L/3L with Daraxonrasib 
at 120-220 mg QD

Three patients included in the denominator of the ORR analyses are not displayed on waterfall due to lack of 
post-baseline target lesion assessment (2 due to patient request to withdraw from treatment, and 1 due to patient 
withdrawal of consent). Unconfirmed PRs (PR*) with treatment discontinued (will never confirm) were not 
considered responders but remained in the denominator. Patient with 100% reduction in SOD from baseline was 
deemed as PD due to new lesion, treatment is ongoing post progression as treatment beyond progression was 
permitted if protocol specified criteria were met. *Adjuvant therapy or multimodal therapy with curative intent is 
considered prior therapy if disease progression occurred on treatment or within 6 months of treatment completion. 
Median duration of response estimated using the Kaplan-Meier method. Median follow-up is 10.8 months.

Confirmed ORR 38% (15/40)

Median Duration of Response (95% CI) 15.1 months (11.1-NE1)

Median Time to Response (range) 1.5 months (1.2-6.2)

Clinical activity (ORR by RECIST v1.1) assessed in patients with NSCLC (N = 40) that

• All patients who received first dose of daraxonrasib at least 14 weeks prior to data 

cutoff date (to allow 2 potential scans) 

• Harbor RAS G12X mutations 

• Have received 1 or 2 prior lines of therapy* (prior immunotherapy and 

platinum chemotherapy) 

• Have not received docetaxel previously 

5. Baseline ctDNA in 2L+ Patients with RAS G12X NSCLC and Response to Daraxonrasib at 120-220 mg QD

Key Results

• In the first in human study, daraxonrasib exhibited encouraging clinical activity as assessed by overall response rate (ORR), progression-free survival (PFS), and 
overall survival (OS) in patients with RAS mutant non-small cell lung cancer (NSCLC). Clinical activity was accompanied by manageable safety and an acceptable 
tolerability profile

• Clinical response to daraxonrasib in NSCLC was observed irrespective of the baseline RAS mutant variant allele frequency (VAF) in circulating tumor DNA (ctDNA)

• Clinical response to daraxonrasib was associated with early on-treatment complete clearance of ctDNA across multiple RAS G12X mutations in NSCLC 

• A global, randomized Phase 3 study (RASolve 301, NCT06881784) of daraxonrasib versus docetaxel in patients with previously treated, locally advanced or metastatic 
RAS mutant NSCLC has been initiated
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Best Overall Response by RECIST V1.1

Relationship of Tumor Response to Baseline RAS Mutant VAFDistribution of Baseline RAS G12X Mutations in ctDNA (N = 35) 

RP2D for Phase 3 

RASolve 301 study

Dose range explored 

for optimization 

for NSCLC 

• ctDNA testing was performed in 56 patients with 2L+ RAS G12X NSCLC with paired plasma samples collected (C1D1 and C2D1 

(n = 49) or C1D1 and C3D1 (n = 7)) 

• A RAS G12X mutation was detected in baseline ctDNA in 63% (35/56) of the patients and were evaluable for ctDNA response

• Partial response (PR) or stable disease (SD) was observed across a wide range of baseline RAS mutant variant allele frequencies 

(VAFs) (0.04-52.05% VAF)

Data reported at clinically relevant dose ranges of 120-220 mg QD

4. Progression-Free Survival and Overall Survival in Patients with RAS 
G12X NSCLC treated in 2L/3L with daraxonrasib 120-220 mg QD

Population includes patients with RAS G12X mutant NSCLC who have received 1 or 2 prior lines of therapy 
which must include prior immunotherapy and platinum chemotherapy administered either concurrently or 
sequentially and have not received docetaxel previously. Adjuvant therapy or multimodal therapy with curative 
intent is considered prior therapy if disease progression occurred on treatment or within 6 months of treatment 
completion. Median follow-up is 10.8 months.

Median PFS, months (95% CI)

9.8 (6–12.3)

Median OS, months (95% CI)

17.7 (13.7–NE1)

=  RAS(OFF)

=  RAS(ON)

Normal RAS Cancer Mutations
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Tightly regulated

RAS(ON) proteins 
control cell growth

Excessive 

RAS(ON) signaling drives 
uncontrolled cell growth

RAS(ON) Signaling in Human Cancers
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