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Disclosure!

• More questions have been generated than those have 
been answered



CIRCULATE JAPAN



Kotaka M, et al. ASCO GI 2022

• Observational study
• GALAXY utilized a personalized, tumor-informed ctDNA assay 

(Signatera). Blood samples collected before surgery and 4, 12, 24, 
36, 48, 72 and 96 weeks after surgery.

• Patients with stage I-IV colon cancer (stage IV eligible for resection) 
were enrolled

• Median follow up time 11.4 months



Kotaka M, et al. ASCO GI 2022
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2%
8%

23%
31%



Kotaka M, et al. ASCO GI 2022

7.3% recurred 
in 1 year

52.5% recurred 
in 1 year



Kotaka M, et al. ASCO GI 2022

4.8% recurred 
in 1 year

44.5% recurred 
in 1 year
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Kotaka M, et al. ASCO GI 2022

16% adjuvant chemo

58% adjuvant chemo



Kotaka M, et al. ASCO GI 2022

Median follow up less than 1 year



• Updated 24-month DFS analysis in stage I-IV patients 
with radically resected CRC participating in the 
prospective, observational GALAXY study

Nakamura Y, et al. ASCO GI 2024



Nakamura Y, et al. ASCO GI 2024

14% of pts recurred
Can we tell patients with ctDNA(-) that the 
prognosis is very good when there were 
14% of pts recurred at 2 yrs?

DFS according to status in the MRD window in all stage



DFS according to status in the MRD window in pStage II/III

Nakamura Y, et al. ASCO GI 2024

11% of pts 
recurred



DFS according to ctDNA clearance in pts with ctDNA positive in the MRD window

Nakamura Y, et al. ASCO GI 2024



Nakamura Y, et al. ASCO GI 2024

I know



Nakamura Y, et al. Nature Medicine Vol 30, 2024: 3272-3283 



Messages conveyed (to me)

• Post-op ctDNA (-) is great. 
          - Clinical risk? 
          - lack of benefit from adjuvant chemo in high-risk 
stage II/III pts with post-op ctDNA (-) with median follow up 
of 2 years – observational study, await longer follow up
• Post-op ctDNA (+) predicts poor prognosis. But, if 

adjuvant chemo can clear ctDNA, prognosis does not 
seem to be that bad.

• Lack of randomization



DYNAMIC II



Tie J, et al. ASCO Annual Meeting 2022 LBA 100



Background: Stage II Colon Cancer

• Benefit of adjuvant chemotherapy controversial in 
average-risk stage II colon cancer

• Adjuvant chemo generally considered for pts with high-
risk features: T4, <12 LN removed, 
perforation/obstruction, LVI, PNI, poorly differentiated 
history. 



Tie J, et al. ASCO Annual Meeting 2022 LBA 100
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Tie J, et al. ASCO Annual Meeting 2022 LBA 100

7.5 % of pts recurred
How many of these pts had high risk 
features? If these pts w high-risk 
features received chemo, would 
they have a better outcome?



Tie J, et al. ASCO Annual Meeting 2022 LBA 100

For T4 pts, ctDNA (-), 19% recurredFor high-risk pts, ctDNA (-), 14% 
recurred



My interpretation

• In ctDNA-guided management arm, adjuvant chemo was 
started beyond 8 weeks after surgery.

• In ctDNA-guided management arm, even in pts with neg 
ctDNA, if they have high risk features, 14-19% of them 
still recurred. These pts did not receive adjuvant chemo. 
Would adjuvant chemo change this outcome?

• Ultimately, the answer I want to know is, if pts are ctDNA 
neg, is it safe to skip chemo even if these are clinically 
high-risk pts? – not addressed by this study design. 



Morris VK, et al. ASCO GI 2024 Abstract 433174



Morris VK, et al. ASCO GI 2024 Abstract 433174

Guardant LUNAR Assay was used

Primary objective: compare rates of ctDNA clearance between ctDNA (+) 
cohorts at 6 months after randomization

Answering a different question: can 
adjuvant chemo lead to ctDNA 
clearance better than observation in 
these average/low risk stage II but 
ctDNA (+) pts



Morris VK, et al. ASCO GI 2024 Abstract 433174
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My Interpretation

• Eligible patients have stage IIA (T3N0) colon 
adenocarcinoma with no risk features. Outside of a 
clinical trial, adjuvant chemotherapy is not usually 
recommended for this group of patients

• 2% of pts were ctDNA+ at baseline. Another 3% of pts 
became ctDNA+ later

• First draw could be false-positive if drawn within 4 weeks 
after surgery

• Selected assay was tumor-agnostic



• Multicenter, prospective, observational study evaluating  the ability of ctDNA 
to inform adjuvant chemo decisions in pts with stage II/III CRC

• Signatera

Shah PK, et al. ASCO GI 2025



Shah PK, et al. ASCO GI 2025

Consort Diagram



Shah PK, et al. ASCO GI 2025

Patient characteristics and prevalence of ctDNA



Shah PK, et al. ASCO GI 2025
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13% 
recurred



Shah PK, et al. ASCO GI 2025



Shah PK, et al. ASCO GI 2025

• Clinical risk of these patients (stage II vs III, T3 vs T4, N0/1 vs N2, risk factors)?



• If ctDNA positive, high risk of recurrence. Tumors sensitive to 
FOLFOX probably derived benefits. 

• If ctDNA negative, ~10% of patients recurred. FOLFOX not helping - 
are these tumors happen to be those that don’t respond to FOLFOX; 
need better/different drugs? Do we have better drugs?

• For a high-risk patient (T4, N2/3) and ctDNA negative, do I feel 
comfortable not offering chemo?

• Observational study

My interpretation



• 54 yo F w/stage IIIC (T4aN2aM0) poorly 
differentiated adenocarcinoma of the 
cecum, +LVI and PNI), high tumor 
budding score, MMR-proficient, s/p R 
colectomy on 8/19/24. 

• Patient declined further chemo after 1 
dose of oxaliplatin.

• ctDNA results:
          10/19/24   neg
          12/30/24   neg
           3/31/25   pos 0.99 – PET followed by 
MRI pelvis showed a new 7 cm R ovarian 
mass
           6/26/25   pos 19.06 – TAH-BSO 
7/14/25. Path showed a 10 cm metastatic 
carcinoma involving the right ovary. 



DYNAMIC III



Tie J, et al. ASCO 2025 Abstract 3503



Sobreno AF, et al. ASCO 2020 Abstract 4004



Tie J, et al. ASCO 2025 Abstract 3503
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Tie J, et al. ASCO 2025 Abstract 3503



My interpretation of DYNAMIC III

• Post-op ctDNA (+) is a poor prognostic sign
• If adjuvant chemo can clear ctDNA, patients do better – 

obviously 
• Does chemo escalation help? Does not seem like it 
• Curious to know the data in ctDNA negative groups – 

can we safely de-escalate or omit chemo in patients with 
stage III colon cancer and post-op ctDNA negative?



• Does a negative ctDNA right now predict serial negative 
ctDNA in the future?

         - for average risk stage II colon cancer, I would not 
expect cancer to come back for the majority of patients. 
Post-op negative ctDNA is reassuring (but do I need that?)
         - for high-risk patients, does a negative ctDNA postop 
predict serial negative ctDNA in the future? 



Parikh AR. ASCO GI 2024
Chkrabarti S, et al. Cancers (Basel).2020 Sep 29;12(1):2808

• Single post-op sensitivity 41%. Serial monitoring sensitivity 88%



• For high-risk patients who are ctDNA (-), my decision on 
adjuvant chemo still depends on the clinical risks. 



Ongoing NRG-GI008 trial in patients with 
resected stage III colon cancer



• What do we do with post-op positive ctDNA that is not 
being cleared by adjuvant chemo? – bad tumor biology, 
lack of effective chemotherapy when colon cancer don’t 
respond to FOLFOX/FOLFIRINOX

• Molecular targeted treatment (RAS, BRAF V600E, 
NTRK, etc)? Vaccine? Immunotherapy? 

• After pts finish adjuvant chemo, if they remain ctDNA (+) 
but NED on scans, does starting/extending treatment 
prolong OS? 



• Phase IB study of immunotherapy with ex vivo pre-activated and 
expanded CB-NK cells in combination with cetuximab, in colorectal 
cancer patients with minimal residual disease



Our journey of ctDNA in resected colon cancer

Post-op ctDNA (+) is a bad prognostic sign. Sustained clearance with adjuvant 
chemotherapy in some patients are possible. If not, prognosis is very poor.

Single post-op ctDNA has limited sensitivity. Serial monitoring can improve the 
sensitivity. 

Sensitivity of ctDNA is higher in pts with liver, bone, abdominal wall mets, and 
lower in lung and peritoneal mets

More questions need to be answered. Can we safely de-escalate chemo in ctDNA (-) 
pts? What should we do for pts who are ctDNA (+) and cannot be cleared by 
adjuvant chemo? Ongoing trials. 



Thank You
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