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Phase III Stellar 303: Refractory mCRC

N=874

; OS in non-liver met pts (N=350)

NCT05425940



Molecular Subsets in 
mCRC



Andre et al: NEJM, 2022



Results of KN-177: MSI-High Tx Naïve mCRC

Andre et al: NEJM, 2022
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BRAF V600E MT Previously Treated MCRC

PI: V. Morris

PI: V. Morris



: Breakwater – Safety Lead In

*Arm B Folfox completed enrollment: FOLFIRI arm now enrolling 





MSI-H and BRAF V600E MT: SEAMARK

NCT05217446



Moutaineer-02

Strickler et al: NEJM, 2023



Tucatinib + Trastuzumab: Efficacy Outcomes

a Confirmed best overall response assessed per RECIST 1.1; b Includes SD and non-CR/non-PD; c Includes patients with no post-baseline response assessment and patients whose disease assessments are not evaluable; d Two-sided 95% exact 
confidence interval, computed using the Clopper-Pearson method (1934); e Time from the start of study treatment (Cohort A) or date of randomisation (Cohort B) to the first documentation of objective response (CR or PR that is subsequently confirmed); 
f Defined as sum of CR, PR, and SD 
BICR, blinded independent central review; cORR, confirmed objective response rate; CR, complete response; DCR, disease control rate; PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable 
disease. 
Data cutoff: 28 Mar 2022

Responses

Tucatinib + Trastuzumab
Cohorts A+B

n=84
Best overall response per BICRa, n (%)

CR 3 (3.6)
PR 29 (34.5)
SDb 28 (33.3)
PD 22 (26.2)
Not availablec 2 (2.4)

cORR per BICR, % (95% CI)d 38.1 (27.7, 49.3)
cORR per Investigator, % (95% CI)d 42.9 (32.1, 54.1)
Median time to objective response per BICRe, months (range) 2.1 (1.2, 9.8)
DCRf per BICR, n (%) 60 (71.4)
Median DOR per BICR, months (95% CI) 12.4 (8.5, 20.5)



Tucatinib + Trastuzumab: PFS and OS

BICR, blinded independent central review; IQR, interquartile range; OS, overall survival; PFS, progressive-free survival. 
Data cutoff: 28 Mar 2022

Progression-free Survival per BICR Overall Survival

Tucatinib + 
Trastuzumab Events

Median 
PFS 95% CI

Cohorts A+B 59/84 8.2 
months 

4.2, 10.3

Tucatinib + 
Trastuzumab Events

Median 
OS 95% CI

Cohorts A+B 38/84 24.1 
months 

20.3, 36.7

Median follow-up for Cohorts A+B was 20.7 months (IQR, 11.7, 39.0) 



Mountaineer - 03

https://clinicaltrials.gov/ct2/show/NCT05253651



*Patients deemed by the investigator not to be candidates for fluoropyrimidine, irinotecan, or oxaliplatin may still be eligible if ≥ 1 prior line of therapy was received for metastatic disease and trifluridine and tipiracil and/or regorafenib were  
deemed appropriate next line of therapy. †Patients with prior treatment with trifluridine and tipiracil and with regorafenib were excluded, where the investigator’s choice would be these agents.
2QW, every 2 weeks; BICR, blinded independent central review; CT, computed tomography; ECOG, Eastern Cooperative Oncology Group; KRAS, Kirsten rat sarcoma; mCRC, metastatic colorectal cancer; MRI, magnetic resonance imaging;  
OS, overall survival; ORR, objective response rate; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors.

CodeBreaK 300 Phase 3 Study Design
Global, randomized, open-label, active-controlled study of sotorasib + panitumumab in mCRC (NCT05198934)

Primary endpoint: PFS by BICR (measured by CT / MRI and assessed by RECIST v1.1)
Key secondary endpoints: OS, ORR

Randomization  
1:1:1 (N = 160)

Key eligibility criteria
• ≥ 18 years of age
• KRAS G12C–mutated mCRC, identified  

through central molecular testing
• ≥ 1 prior line of therapy for mCRC; progressed  

on or after fluoropyrimidine, irinotecan, and  
oxaliplatin*

• ECOG ≤ 2
• Measurable disease per RECIST 1.1
• No prior KRASG12C inhibitor†

Sotorasib 960 mg daily +  
panitumumab 6 mg/kg 2QW  

(n = 53)

Sotorasib 240 mg daily +  
panitumumab 6 mg/kg 2QW  

(n = 53)

Investigator’s choice:  
trifluridine/tipiracil or regorafenib  

(n = 54)
Treat until disease progression, start of anotheranti-

cancer treatment, withdrawal of consent , or  
intolerance of treatment

Stratified by: prior anti-angiogenic therapy (yes / no), timefrom  
diagnosis of mCRC (≥18 mo / <18 mo), ECOG status (0 or 1 / 2)



PFS was tested using stratified log-rank test. *HR is sotorasib 960 mg + panitumumab / investigator’s choice therapy, or sotorasib 240 mg + panitumumab / investigator’s choice therapy.
BICR, blinded independent central review; HR, hazard ratio; PFS,progression-free survival.

Primary Endpoint: PFS in Intent-to-Treat Population

After a median follow-up of 7.8 months, sotorasib (960 mg and 240 mg) in combination with
panitumumab significantly improved PFS by BICR versus investigator’s choice

Sotorasib 960 mg
+ Panitumumab  

(n = 53)

Sotorasib 240 mg
+ Panitumumab  

(n = 53)

Investigator’s
Choice  (n 

= 54)

Median PFS,  
months 5.6 3.9 2.2

HR (95% CI)* 0.49 (0.30, 0.80) 0.58 (0.36, 0.93) –

P-value (2-sided) 0.006 0.030 –



Activity Outcomes

ORR and DCR by BICR were higher with sotorasib (960 mg and 240 mg) + panitumumab
versus investigator’s choice

The intention-to-treat analysis set included all patients who underwent randomization.
*95% CIs were estimated using the Clopper-Pearson method. BICR, blinded independent central review; DCR, disease control rate; ORR, objective response rate
†Two patients (4%) in the 240 mg arm and 1 patient (2%) in the investigator's choice arm had non-complete response/non-progressive disease; these patients had BICR assessed non-target diseaseonly

Response by BICR

Sotorasib 960 mg +
Panitumumab

(n = 53)

Sotorasib 240 mg +
Panitumumab

(n = 53)
Investigator’s Choice

(n = 54)

ORR, % (95% CI)*† 26 (15.3–40.3) 6 (1.2–15.7) 0 (0–6.6)

Complete response, n (%) 1 (2) 0 0

Partial response, n (%) 13 (25) 3 (6) 0

Stable disease, n (%) 24 (45) 33 (62) 25 (46)

Progressive disease, n (%) 12 (23) 13 (25) 17 (31)

Not evaluable / not done, n (%) 3 (6) 2 (4) 11 (20)
DCR, % (95% CI)* 72 (57.7–83.2) 68 (53.7–80.1) 46 (32.6–60.4)



Overall Survival

Overall survival data were not mature at data cutoff, with 55 (34%) deaths observed
Survival rates were estimated using the Kaplan-Meiermethod.
*HR is sotorasib 960 mg + panitumumab / investigator’s choice therapy, or sotorasib 240 mg + panitumumab / investigator’s choice therapy. HR, hazard ratio.

Sotorasib 960 mg
+ Panitumumab  

(n = 53)

Sotorasib 240 mg
+ Panitumumab  

(n = 53)

Investigator’s
Choice  (n 

= 54)

HR (95% CI)* 0.77 (0.41, 1.45) 0.91 (0.48, 1.71) –

Deaths, n (%) 17 (32) 18 (34) 20 (37)

Median follow-up,  
months (95% CI) 8.1 (6.7, 8.7) 7.7 (6.2, 8.3) 7.8 (6.5, 8.5)



The role of ctDNA in 
CRC
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The assay and changes over time

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Conclusions: 

• Molecular testing should be 
conducted in all patients
• COBRA demonstrates the challenges 

in an evolving field. 
• ctDNA remains exploratory but 

demonstrates the impact on 
prognosis


