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Where might ctDNA have a role in CRC care?

• Early detection
• ctDNA-guided adjuvant therapy

• Treatment de-escalation
• Treatment escalation

• Risk stratification for neoadjuvant therapy
• Monitoring biomarker during (palliative) therapy
• Dynamic biomarker assessment



ctDNA-guided adjuvant therapy:
What’s wrong with the status quo?
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ctDNA-guided adjuvant therapy: DYNAMIC

• Phase II RCT, non-inferiority
• Stage II colon or rectal (no neoadj Rx)
• Randomisation 2:1

• ctDNA-guided vs SOC
• Chemo regimen: physician’s choice

• Tumour-informed ctDNA
• 4 and 7 weeks post-op

• 1o endpoint: RFS at 2yrs
• Key 2o endpoint: Rx with adj chemo

Tie et al. NEJM, 2022



ctDNA-guided adjuvant de-escalation: DYNAMIC

Tie et al. NEJM, 2022



ctDNA-guided adjuvant de-escalation: DYNAMIC

Tie et al. NEJM, 2022



ctDNA-guided adjuvant de-escalation: DYNAMIC

Stage II “high-risk disease” 
= pMMR and ≥1:

• pT4

• Poor tumour 
differentiation

• Lymph node yield <12

• Lymphovascular invasion

• Tumour perforation, or 
bowel obstruction

Tie et al. NEJM, 2022



ctDNA-guided adjuvant de-escalation: TRACC

• Phase III non-inferiority RCT
• Tumour-naïve ctDNA at 4-8 weeks 

post-op (Guardant Reveal®)
• 1o endpoint: 3yr DFS



ctDNA adjuvant trial designs

Dobbin et al. J Immunotherapy of Cancer, 2016



ctDNA-guided adjuvant escalation: PEGASUS

Lonardi et al. ESMO Congress, 2023



ctDNA-guided adjuvant escalation: PEGASUS

Lonardi et al. ESMO Congress, 2023

Median follow-up:
24.2 months



(PEGASUS additional learning point)

Lonardi et al. ESMO Congress, 2023



ctDNA-guided adjuvant escalation: ERASE-CRC
Tumour-informed:
F1 Tracker®

Conca et al. ASCO Annual Meeting, 2024



ctDNA-guided adjuvant escalation: CIRCULATE

• Multinational ctDNA-based trials using Signatera® tumour-
informed assay

• GALAXY (observational study within CIRCULATE-Japan) first to 
publish

Nakamura et al. Nat Med, 2024



ctDNA risk stratification at baseline
FOxTROT 1: Neoadjuvant chemo vs STS
Abs diff 3yr DFS in pMMR subgroup = 5.3%

Morton et al. JCO, 2023

Risk stratification for neoadjuvant 
SACT in colon cancer
• Nodal sampling not possible
• PET-CT and MRI not helpful
• CT staging currently used to 

estimate pathological staging

Strategies to improve risk 
stratification:
• CT-specific risk factors
• TILs quantification
• ?ctDNA



ctDNA risk stratification at baseline

Chalabi et al. NEJM, 2024

Risk stratification for neoadjuvant 
SACT in colon cancer
• Nodal sampling not possible
• PET CT and MRI not helpful
• CT staging currently used to 

estimate pathological staging

Strategies to improve risk 
stratification:
• CT-specific risk factors
• TILs quantification
• ?ctDNA



ctDNA risk stratification at 
baseline: PLATFORM-B

• Obs study of ctDNA alterations 
during 1st line chemo+anti-EGFR

• Quantifying ctDNA: “trunk_ctDNA”
• VAF of most abundant variant ⇒ 

?proxy for overall tumour burden

(Tumour-naïve assay)

Vidal et al. Clin Can Res, 2023



ctDNA: dynamic biomarker assessment in CITRIC

Santos et al. ESMO Congress, 2024



ctDNA: dynamic biomarker assessment in CTIRIC

Santos et al. ESMO Congress, 2024



Future challenges

• Validation
• Integration with existing and 

novel biomarkers
• Differing assays
• Evolving technology
• Cost-effectiveness analyses
• “Pre-early uptake”
• Funding of NICE approvals
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