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Introduction
• The role of adjuvant chemotherapy (ACT)  in stage II, III Colorectal  who had undergone 

curative  Surgical Resection, is to eradicate micro-metastatic disease.
• The recurrence of disease is estimated around 15% and  25-50% for  stage II and  III CRC 

respectively

• For clinical stage IV or relapsed CRC pMMR   with oligometastasis, perioperative 
chemotherapy with metastasectomy is the only curative option
• Almost 60–70%  of stage IV after oligometastatic resection experience recurrence

• Per  the  IDEA Consortium/ Trial   the 5- year DFS rate for stage III Colon Cancer:
• 89% for lowest-risk stage III (T1N1a) group ,  31% for  Highest-risk cohort (T4N2b)

• The absolute DFS benefit  of ACT 3 months Vs 6 months:
• The lowest-risk stage III à 8 % , The highest-risk groupà 20%, ACT with 
• 5FU  improves the OS   by 10% to 15% after Surgery
• Oxaliplatin  will add  4% to 6% to the 5FU benefit



Circulating Tumor DNA  for MRD

• Ct-DNA technology represents an 
emerging tool in GI cancer diagnostics to 
detect MRD
• Ct-DNA fragments harbor the same 

somatic genomic alterations as a 
patient’s tumor.
• Ct-DNA analysis Methods: 

• PCR-based  à Allele-specific assays
• Next-generation sequencing (NGS)-based 

targeted and whole-genome approaches
• Methylation Analysis Epigenetic Information



Circulating Tumor DNA Methodologies



Clinical Applications of ct-DNA



Risk Stratification and ACT: 
                                 Should we us ct-DNA as Biomarker

• Do All Patients with stage II Colon Cancer benefits from adjuvant  
Chemotherapy after Curative Surgery
• Could we select out patients  with stage III who may be low risk and 

tailor the need for ACT or even omit ACT
• For stage IV CRC Resected is there any additional benefit of ACT
• EORTC Controversies?

• There is a great need to use  ct-DNA to stratify  who will benefit from 
treatment for  stage II , and/or  De-escalation for stages III or IV



Stratification  Clinicopathologic  Risk Factors: 
                                                  Good Enough ??



DYNAMIC STUDY STAGE II COLON CANCER



DYNAMIC STUDY STAGE II COLON CANCER

• A lower percentage of patients 
in the ct-DNA guided group than 
in the standard-management 
group received adjuvant 
chemotherapy  15% vs. 28% 
• In 2-year recurrence-free 

survivalà ct-DNA-guided 
management was noninferior to 
standard management



DYNAMIC STUDY  STAGE  II COLON CANCER

      
        Recurrence Free Survival              RFS with 
Intervention



NRG-GI005 (COBRA) Study Schema



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

.





GALAXY STUDY /CIRCULATE JAPAN



GLAXY Study in CIRCULATE Japan     
                                                                  GI ASCO 2022
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GLAXY Study in CIRCULATE Japan     
                                                                  GI ASCO 2022

• Lower DFS à if ct DNA (+) 
4week post-Op
• DFS significantly different in 6 

months, 12M with post-op4w-
12w ctDNA :
• if was (+)à (-)  Vs (+)à (+)

• 68% of ctDNA (+) 
• Patients stage II, III with ct DNA 

(-) DID NOTwith HR 1.3 derive 
benefit from ACT  





Galaxy Trial / Circulate Japan Takeaway

• The largest trial with 3000 patients to demonstrate a Prognostic value of ct-DNA 
detection at 24m
• Sustained ct-DNA clearance is associated with > 90% DFS
• Transient clearance on ACT is better than Non-Cleared but carries poor 

prognosisà 90 % will have recurrence by 18m
• The DFS for Stage I-IV at 24m for ct DNA (+) Vs ct DNA (-) is 29% Vs 86%
• Randomized Trials VEGA & ALTAIR are ongoing in hope to result on ct-DNA Guided 

ACT in resected CRC





BESPOKE CRC study schema
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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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Stage IV CRC and ct-DNA

• Could it be used as Biomarker  for Treatment guidance and monitoring after 
Surgical Resection following peri-operative Chemotherapy 
• SCRUM-Japan GOZILA study site of metastasis for CRC showed:

• Lung metastasis and Peritoneal Mets significantly lower levels of ctDNA

• For mCRC there is High Correlation between  ct-DNA response and OS
• Ct-DNA may also prove useful in treatment monitoring of acquired resistance 

mechanisms



Ongoing Trials ct DNA in Stage IV CRC



Conclusion

• Ct-DNA could be a powerful” Biomarker” which may  predict recurrence 
rate  after Curative Surgery in stage II and III CRC
• Hence, Its utilization may play a major role on omitting  ACT in Low risk 

stage II and stage III CRC,  certain Young patients.
• DYNAMIC, GALAXY  BESPOKE  ct-DNA (-) did not derive a significant improvement of 

ACT
• High Rate ct-DNA clearance correlates with improved RFS in stage II-III 
   ct-DNA (+) population.

• Could ct DNA Dynamic 4w Positive -12 w (-) become surrogate End Point like DFS for 
clinical Trials

• Future clinical Trials are needed to answer questions in High Risk patients 
and stage IV CRC with oligometastatic disease



Personal Take on ct-DNA

• Stage II:
• Low Risk stage II Colon Cancer ct-DNA (-) à Offer surveillance
• High Risk ct-DNA (-) à Risk & Benefit of ACT and neuropathy Discussion.
• Stage II ct-DNA (+) ACT then De-escalate à (-)

• Stage III à Clinical trial Circulate-USA
• Off   trials Low Risk à 12 weeks of ACT. 

• If Hesitancy/ Concern about Adverse Events, Comorbidities… à ct DNA guided Rx
• High Risk à12 weeks of ACT  & De-Escalate therapy if ct-DNA becomes  (-)

• Stage IV Resected after  12 wks of  peri-operative   chemoRXà De-
escalate and Close Surveillance if ct-DNA (-)


