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Outline

• Circulating tumor DNA in localized CRC
– GALAXY
– COBRA
– DYNAMIC RECTAL

• Immunotherapy in metastatic CRC
– KEYNOTE-177 (1L pembrolizumab vs. chemo)
– CHECKMATE 8HW (1L nivo/ipi vs. chemo)



Patient Case
• 51-year-old female with abdominal pain, change in bowels
• Went to PCP, Hg was 6 (previously normal)
• CT with large colonic mass at the hepatic flexure, no mets
• Colonoscopy confirmed ascending colon mass; biopsy: 

adenocarcinoma, dMMR; CEA WNL
• R hemicolectomy: 8.4 cm invasive moderately 

differentiated adenocarcinoma, invading to pericolonic 
tissue, LVI+/PNI-, 2/31 LN+, negative margins; pT3N1b, 
dMMR

• Discussed adjuvant therapy, ctDNA testing
• Restaging scans done prior to adjuvant therapy initiation



Circulating tumor DNA (ctDNA) dynamics in colorectal cancer (CRC) patients with molecular residual disease: Updated analysis from GALAXY study in the CIRCULATE-JAPAN



CONSORT diagram and patient characteristics
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ctDNA-positive in the MRD window is predictive of inferior DFS (pStage II/III)



Sankey diagram of post MRD ctDNA clearance in the ACT treated cohort



Sustained clearance indicates superior DFS compared to Transient or No clearance



ctDNA dynamics of patients with transient clearance post-MRD with recurrence  



ctDNA clearance and MTM/mL reduction on ACT is an indicator of treatment efficacy and results in better outcomes



ctDNA-positive in the surveillance window is predictive of inferior DFS



Phase II results of circulating tumor DNA as a predictive biomarker in adjuvant chemotherapy in patients with stage II colon cancer: NRG-GI005 (COBRA) phase II/III study<br 
/>  <br />Van K. Morris1, Greg Yothers2, Scott Kopetz1, Shannon L. Puhalla3, Peter C. Lucas2, Atif Iqbal4, Patrick M Boland5, Dustin A. Deming6, Aaron J. Scott7, Howard J Lim8, 

Theodore S. Hong9, Norman Wolmark2, Thomas J. George10 <br /><br />1The University of Texas -- MD Anderson Cancer Center; 2NSABP Foundation, Inc.; 3UPMC Hillman 
Cancer Center, University of Pittsburgh School of Medicine; 4Baylor College of Medicine; 5Rutgers Cancer Institute of New Jersey; 6University of Wisconsin; 7University of 

Arizona Cancer Center; 8BC Cancer - Vancouver, University of British Columbia; 9Massachusetts General Hospital Cancer Center, Harvard Medical School; 10UF Health Cancer 
Center, Gainesville, FL<br />



NRG-GI005 (COBRA) Study Schema



Treatment schema: Arm 2 “ctDNA detected”<br />



ctDNA assay



Statistical Plan



Phase II Endpoint Analysis:<br />ctDNA(+) baseline participants<br /><br /><br />



CIRCULATE-US (NRG-GI008)

High-risk stage II/stage III

Assay: Signatera (tumor-informed)

Principal Investigators:
Dr. Arvind Dasari (MD Anderson)
Dr. Christopher Lieu (Colorado)

NCT04089631

Primary Outcomes: TTPos (time 
from randomization until 
ctDNA+), DFS

Secondary Outcomes: baseline 
post-sx ctDNA+ rate, OS, time to 
recurrence, compliance with 
adjuvant chemo 



Circulating Tumor DNA Analysis Informing Adjuvant Chemotherapy in Locally Advanced Rectal Cancer<br />



DYNAMIC-Rectal Study Design



Baseline Characteristics



Adjuvant Treatment Delivery



Recurrence-Free Survival



Recurrence-Free Survival and ctDNA Status



Sites of Relapse by Post-Op ctDNA Status



KEYNOTE-177 Study Design <br />(NCT02563002)

Andre, ASCO 2021



Progression-Free Survival

Andre, ASCO 2021



Progression-Free Survival 2 <br />Time from randomization to progression on next line therapy or any cause death

Andre, ASCO 2021



Summary of Best Anti-Tumor Response

Shiu, ASCO GI 2021



Overall Survival

Andre, ASCO 2021



Nivolumab plus ipilimumab vs chemotherapy as <br />first-line treatment for microsatellite instability-high/<br />mismatch repair-deficient metastatic colorectal cancer: first 
results of the CheckMate 8HW study

Andre, ASCO GI 2024



CheckMate 8HW study design

Andre, ASCO GI 2024



Progression-free survival

Andre, ASCO GI 2024



Progression-free survival subgroup analysis

Andre, ASCO GI 2024



Treatment-related adverse events

Andre, ASCO GI 2024



Update on Patient Case

• After discussion of pros and cons, decided to send 
ctDNA (tumor-informed) and start adjuvant FOLFOX

• Obtained new postop staging scans -> omental 
deposits

• Diagnostic laparoscopy with biopsy confirmed 
presence of metastatic disease

• Of note, tumor-informed ctDNA testing negative
• Started pembrolizumab – patient having great 

response to therapy, minimal side effects



Key Takeaways
• Circulating tumor DNA assays are in rapid 

development phase, more clinical trial data needed
– Each assay must be validated for use!
– Pros and cons (including usefulness and potential for 

incorrect information) must be discussed with patients
– Current limitations in how ctDNA can be helpful in making 

treatment decisions

• Both IO monotherapy and doublet combinations are 
SOC in MSI-H mCRC
– Awaiting head to head nivo/ipi vs. nivo data (CM 8HW)
– Risk/benefit ratio including toxicity and efficacy must be 

considered in treatment decisions
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