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'Circulating tumor DNA to guide adjuvant therapy 
in colorectal cancer is ready for prime time. Agree 
or Disagree'



I WILL NOT MENTION THE ADDITIONAL COST!



Proposed Uses of ctDNA in Stage II and III Colon cancer

• Prognostication- Is my cancer going to come back?
• Prediction for adjuvant chemotherapy- What can we do to 

reduce the risk of recurrence
• De-escalation of adjuvant therapy - Do we really need that 

oxaliplatin or 6 months of 5FU
• Key references DYNAMIC Study and CIRCULATE- Japan 

(GALAXY)



Prognostication- Stage II Colon Cancer

Tie J et al, Sci Transl Med 2016 Jul 6;8(346):346ra92



Prognostication-. This is 
not a Cassandra Situation  



• 34 out of 230 patients ( 15%) developed recurrent disease 
- 85% of Stage II colon cancer cured with surgery only

• 20 of 230 patients (8%) were Post-op ctDNA +ve
- 92% of Stage II colon cancer is post-op ctDNA –ve

• ctDNA positivity rate is  only 50%  of the overall 
recurrence rate

ctDNA for prognostication is overstated in Stage II Cancer

Up to 10% of patients who were ctDNA –ve still developed 
recurrent disease

Tie J et al, Sci Transl Med 2016 Jul 6;8(346):346ra92



Prognostication for Stage II Colon Cancer- key numbers 

7.8%

5.4% 14.3%

Tie J et al, Sci Transl Med 2016 Jul 6;8(346):346ra92



Adjuvant Therapy in Colon Cancer: MOSAIC study

Resected Stage 
II/III colon cancer 
N=2246

FOLFOX4
n=1123

5FU/LV
n=1123

1o Outcome
3yr DFS

2o Outcome 
Overall Survival 



What are we getting from FOLFOX?

Andre T et al, J Clin Oncol. 2015 Dec 10;33(35):4176-87



Across the pond- Quick And Simple And Reliable- QUASAR

Stage II Colon Cancer

80% cured by Surgery Only

16% will recur regardless of 
adjuvant therapy

4% benefit from adjuvant 5FU

QUASAR Collabo. Lancet 2007; 370:2020-9



Stage 5FU FOLFOX HR HR95% CI P Value

All Stage II (n=448)

3-yr DFS (%) 84.7 87.1 0.89 0.68- 0.16 0.390

5-yr OS (%) 90.0 89.0 1.00 0.74 to 1.35 0.980

Low risk Stage II (n=223)

3-yr DFS (%) 87.9 88 1.02 0.68-1.53 0.904

5-Yr OS (%) 92.3 90.5 1.17 0.73- 1.87 0.516

High Risk Stage II (n=222)

3-yr DFS (%) 81.3 86.3 0.79 0.55- 1.13 0.194

5-yr OS (%) 87.5 87.6 0.89 0.60- 1.32 0.579

MOSAIC Study Summary for Stage II Colon Cancer

Andre T et al, J Clin Oncol. 2015 Dec 10;33(35):4176-87



ctDNA and  Chemotherapy in Stage II Colon Cancer- DYNAMIC

Tie J et al, N Engl J Med 2022; 386:2261-2272



Tie J et al, N Engl J Med 2022; 386:2261-2272

DYNAMIC STUDY HIGHLIGHTS

90

38

10

62

Standard Management ctDNA-guided Management

Choice of Adjuvant chemotherapy 

5FU FOLFOX

Relative risk 2.39 (1.62- 3.52)



’Treating only the patients who had 
detectable ctDNA reduced the percentage 
of patients who received adjuvant therapy 
as compared with standard management 
and did not compromise recurrence-free 
survival’- Tie et al, 2022

7% of patients were ctDNA –ve but developed 
recurrent disease

18% of patients with ctDNA +ve colon cancer 
still developed recurrence or died within 3 years 
despite chemotherapy

3yr RFS was 91.2 vs 92.7% for standard treatment 
vs ctDNA guided treatment approach

18% of patients with ctDNA +ve colon cancer still 
developed recurrence or died within 3 years despite 
chemotherapy

For ctDNA-ve patients, RFS was 85% for patients 
with high-risk colon cancer

Tie J et al, N Engl J Med 2022; 386:2261-2272



Summary
If a patient with Stage II colon cancer comes to clinic. 
1. Do I need ctDNA assessment to judge their prognosis? – No.

-Overall, 7.8% will be ctDNA +ve
- About  5% for low risk and about 15% for high risk 

2. Do I need ctDNA assessment to determine if they need adjuvant 
chemotherapy?- No

-Our current treatment algorithms work fine
- Similar 3-year DFS with ctDNA approach vs Standard approach
- COBRA will tell us what to do with ctDNA+ve low risk dxs

3. For high-risk Stage II Colon Cancer. Do you need ctDNA testing- No 
- But- 3yr DFS of 76% vs 92% for adjuvant 5FU vs FOLFOX if 

ctDNA +ve
- Let’s wait for OS numbers
- ALTAIR may provide information about post chemo ctDNA+ve dxs



ctDNA in Stage III disease- Circulate-Japan/GALAXY read out





The GALAXY is unwieldy

• Observational study
• Heterogenous- colon and 

rectal Stage I-IV disease
• Limited actionable information 

Limitations of GALAXY study



JAMA Oncol 2019 Dec 1;5(12):1710-1717



CEA tells a similar story
Post-op CEA Post-chemo CEA

JAMA Oncol 2019 Dec 1;5(12):1710-1717



Summary

• ctDNA assays offer complementary, not supplementary information 
about prognosis in Stage II and Stage III colon cancer

• In stage II Colon Cancer, MRD assessment may help reduce the rate of 
use of adjuvant chemotherapy, but the standard treatment pathway 
provides similar survival outcomes

• ctDNA highlights a problem we are aware of- current adjuvant therapy 
is inadequate. We know this already

• Based on the available data, today, ctDNA assessment is not ready for 
guiding adjuvant therapy for most patients with stage II/III Colon 
cancer. Let the data mature. 

• And I have not  mentioned the additional costs!
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