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TODAY'S
HIGHLIGHTS

NEST-1 Neoadjuvant botensilimab plus balstilimab in resectable mismatch repair proficient and 
deficient colorectal cancer: NEST-1 clinical trial.

COBRA
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.

BESPOKE Circulating tumor DNA (ctDNA) for informing adjuvant chemotherapy (ACT) in 
stage II/III colorectal cancer (CRC): Interim analysis of BESPOKE CRC study.

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

CHECKMATE 
8HW

Nivolumab (NIVO) plus ipilimumab (IPI) vs chemotherapy (chemo) as first-line (1L) 
treatment for microsatellite instability-high/mismatch repair-deficient (MSI-H/dMMR) 
metastatic colorectal cancer (mCRC): First results of the CheckMate 8HW study.

DYNAMIC-
RECTAL

Circulating tumor DNA analysis informing adjuvant chemotherapy in locally advanced 
rectal cancer: The randomized AGITG DYNAMIC-Rectal study.
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My take-aways

• Window of opportunity neoadjuvant trials are clinically feasible and scientifically important to understand clinically 
efficacy in previously untreated, curative-intent settings.

• Not all patients had detectable ctDNA at baseline – these analyses should continue in the exploratory setting, but 
clearance of ctDNA as a decision making tool in treatment of neoadjuvant colon cancer is VERY early for drawing 
definitive conclusions.

• The clinical signal with regards to degree of pathologic response is intriguing.  Further data – including safety/toxicity 
profile, clinical/radiographic characteristics of the primary tumors, etc -- are needed before we make a more informed 
interpretation.



CHECKMATE 8HW



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
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Introduction
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CheckMate 8HW study design
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Baseline characteristics
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Exposure and disposition
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Progression-free survival
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Progression-free survival subgroup analysis
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Treatment-related adverse events
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Summary
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My take-aways

• Dual PD-1/CTLA-4 blockade is a proven, effective treatment for patients with dMMR/MSI-H metastatic CRC in front-line 
setting.  Significant benefit was observed regardless of mutations status.

• The toxicity of PD1-/CTLA-4 combination therapy is significant (1% treatment-related death) and should be discussed 
when considering this option.

• It is too early to know if PD-1/CTLA-4 is superior to PD-1 blockade alone, and we will await further updates from the 
CHECKMATE 8HW study.
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My take-aways

• Trial was done with a non-TNT treatment paradigm; despite "outdated" treatment approach for localized rectal cancer 
and early closure/low accrual, a "redo" trial evaluating ctDNA as a tool for localized rectal cancer is feasible and critically 
important.

• We should not assume that ctDNA-informed approach was "inferior" to standard treatment approach based on findings.

• What does a ctDNA(+) result after neoadjuvant therapy mean? We are getting more confident about early identification 
of liver mets (and less confident re lung mets?).
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Circulating tumor DNA (ctDNA) for informing adjuvant chemotherapy (ACT) in stage II/III colorectal cancer (CRC): Interim analysis of BESPOKE CRC study
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BESPOKE CRC study schema
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CONSORT diagram
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ctDNA-positivity at MRD time point is predictive of inferior DFS
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ctDNA-positivity at MRD time point is predictive of inferior DFS
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Benefit from ACT observed in MRD-positive but not MRD-negative patients
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ctDNA-positivity during surveillance is predictive of inferior DFS regardless of adjuvant therapy (ACT or observation)
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Slide 8
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ctDNA testing was associated with higher oligometastasis-directed therapy
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Slide 11
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Slide 3
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Slide 5
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My take-aways

• In a large, observational study of ~700 patients with stages II or III CC, ctDNA(+) status is prognostic for recurrence.

• A ctDNA(+) status may be able to help identify earlier patients with new, oligometastatic recurrence amenable to local 
therapies; no association with survival has been proven (yet).

• Among patients who participated in this study, testing for ctDNA was welcomed by the patient and associated with less 
anxiety .



GALAXY



Circulating tumor DNA (ctDNA) dynamics in colorectal cancer (CRC) patients with molecular residual disease: Updated analysis from GALAXY study in the CIRCULATE-JAPAN
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CONSORT diagram and patient characteristics
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Landmark analysis for DFS
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Slide 4
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ctDNA-positive in the MRD window is predictive of inferior DFS (pStage II/III)
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Sankey diagram of post MRD ctDNA clearance in the ACT treated cohort

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



Sustained clearance indicates superior DFS compared to Transient or No clearance
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ctDNA dynamics of patients with transient clearance post-MRD with recurrence  
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ctDNA clearance and MTM/mL reduction on ACT is an indicator of treatment efficacy and results in better outcomes
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ctDNA-positive in the surveillance window is predictive of inferior DFS
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Conclusions
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My take-aways

• In a large, observational study of ~3000 patients with stages I-IV CC, sustained clearance of ctDNA after adjuvant 
chemotherapy prognosticates a VERY favorable long-term outcome (most likely curative).

• Among patients with baseline ctDNA(+) status, "transient clearance" and "no clearance" outcomes by 24 months both 
lead to unfavorable outcomes.  Further refinement of a definition of "transient clearance" is essential before incirporating 
this term in the clinical lexicon.



COBRA



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 />
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Background​
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NRG-GI005 (COBRA) Study Schema
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Treatment schema: Arm 2 “ctDNA detected”<br />
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ctDNA assay​
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Selected Eligibility Criteria​
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Statistical Plan​
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Patient Accrual​
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Demographics​
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Toxicity (Arm 2)*​
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Phase II Endpoint Analysis:<br />ctDNA(+) baseline participants​<br /><br /><br />
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Conclusions​
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