
Post ASCO-GI Update on ctDNA in 
Management of Colon cancer

John Strickler, MD
Professor of Medicine

Duke University
February 13, 2025



“Tumor informed” mutation detection
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Can ctDNA identify who will recur after surgery?



Clinical validation of tumor informed MRD testing: 
GALAXY Study Design

Kotani et. al., Nature Medicine (2023) 29, 127–134.



GALAXY: MRD Window

Yukami et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 6). Presented at ASCO GI 2024



MRD status after surgery is strongly prognostic
Disease-free survival Overall survival

Nakamura et. al., Nature Medicine 2024 Online ahead of print  https://doi.org/10.1038/s41591-024-03254-6 
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GALAXY: Surveillance window

Yukami et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 6). Presented at ASCO GI 2024



ctDNA-positive in the surveillance window predicts poor prognosis

Disease-free survival Overall survival

ctDNA positivity preceded radiological recurrence by a median of 5.9 months (range, 0–33.1)

Nakamura et. al., Nature Medicine 2024 Online ahead of print  https://doi.org/10.1038/s41591-024-03254-6 
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Adjuvant chemotherapy for high-risk stage II/III 
disease: MRD status impacts benefit 

Nakamura et. al., Nature Medicine 2024 Online ahead of print  https://doi.org/10.1038/s41591-024-03254-6 

High-risk stage II/III: MRD+ High-risk stage II/III : MRD-

https://doi.org/10.1038/s41591-024-03254-6


Adjuvant chemotherapy for stage IV: MRD status impacts benefit 
(all received neoadjuvant chemotherapy)

Nakamura et. al., Nature Medicine 2024 Online ahead of print  https://doi.org/10.1038/s41591-024-03254-6 

Stage IV with NAC: MRD+ Stage IV with NAC: MRD-

https://doi.org/10.1038/s41591-024-03254-6


Adjuvant chemotherapy for stage IV: MRD status 
impacts benefit (NO neoadjuvant chemotherapy)

Nakamura et. al., Nature Medicine 2024 Online ahead of print  https://doi.org/10.1038/s41591-024-03254-6 

Stage IV w/o NAC: MRD+ Stage IV w/o NAC: MRD-

https://doi.org/10.1038/s41591-024-03254-6


MRD questions answered at ASCO GI 2025

• Do US oncologists find ctDNA helpful for guiding adjuvant 
chemotherapy in patients with resected colon cancer?

• Can “adjuvant” celecoxib improve DFS and OS in patients 
with resected stage III colon cancer with ctDNA positivity 
following surgery?

• Should patients with ctDNA positivity after completing 
definitive therapy for colon cancer be offered TAS-102? 
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BESPOKE CRC study design

Kasi et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 9). Presented at ASCO GI 2025



BESPOKE Consort Diagram

Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025

*Stage I and IV patients to be included in future analyses

MRD window:
2-6 weeks post-surgery, 
before the start of adjuvant 
chemotherapy (ACT)

Surveillance window: 
>6 months post-surgery



Post-operative ctDNA positivity predicts inferior DFS

Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025
Landmark DFS Analysis at 6 weeks (42 Days).  NE: Not Estimable



ctDNA-based MRD testing is predictive of the benefit of ACT 

Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025



First surveillance Signatera timepoint positivity 
predicts inferior DFS

Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025

Time-dependent of DFS during Surveillance stratified by 
Signatera Status

Stage
Parameter
  Estimate

Hazard
  Ratio

Confidence
  Interval

p-value

Stage II/III 3.3 26.4 21.6 32.4 <0.0001



MRD test sensitivity is impacted by site of recurrence

Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025

Recurrence sites 
(N=188)



Impact of Signatera MRD test on adjuvant 
treatment decision

Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025



MRD questions answered at ASCO GI 2025
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CALGB/SWOG 80702 trial design

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025

Celecoxib/placebo continued for a total of 3 years from the day study drug was initiated
Target sample size = 2,500
Actual final accrual = 2,526



CALGB/SWOG 80702: Survival according 
to adjuvant celecoxib

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025

• Effect of celecoxib treatment did not 
significantly differ according to 
assigned duration of adjuvant 
chemotherapy

• However, the HR of 0.89 and the 
Kaplan-Meier curve separation implied 
a potential benefit in subgroups of 
participants



Study composition for Signatera ctDNA analysis

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



CALGB/SWOG 80702: Baseline characteristics

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025
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Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Disease-free survival by ctDNA status

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Overall survival by ctDNA status

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Disease-free survival by ctDNA status and celcoxib use

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Overall survival by ctDNA status and celecoxib use

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Survival by ctDNA status and celecoxib use

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Survival by ctDNA status and celecoxib use in 
PIK3CA wildtype tumors

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



CALGB/SWOG 80702: Limitations
• Post hoc analysis

• ctDNA status not used to select patients for 
adjuvant celecoxib

• Only a subset of patients in CALGB/SWOG 
80702 tested

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



CALGB/SWOG 80702: Conclusions
• In a subset of patients enrolled in CALGB/SWOG 80702, ctDNA 

status after surgery and prior to starting adjuvant therapy was highly 
prognostic of DFS and OS

• ctDNA status also appeared predictive of benefit of adjuvant 
celecoxib

• Sensitivity and subgroup analyses are ongoing

• Studies on the predictive value of ctDNA for 3 versus 6 months of 
adjuvant FOLFOX are underway

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO GI 2025



Low-Dose Aspirin Reduces <br />Recurrence Rate in Colorectal Cancer Patients with PI3K Pathway Alterations

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



Aspirin in CRC

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



The ALASCCA Trial

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



Patient Characteristics

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



Primary Outcome: CRC Recurrence

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



Secondary Outcome: Disease-Free Survival*

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



Safety

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



Key Takeaway Points

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



MRD questions answered at ASCO GI 2025

• Do US oncologists find ctDNA helpful for guiding adjuvant 
chemotherapy in patients with resected colon cancer?

• Can “adjuvant” celecoxib improve DFS and OS in patients 
with resected stage III colon cancer with ctDNA positivity 
following surgery?

• Should patients with ctDNA positivity after completing 
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Clinical validation of tumor informed MRD testing: 
GALAXY Study Design

Kotani et. al., Nature Medicine (2023) 29, 127–134.



ALTAIR: Study Schema

Bando et. al., J Clin Oncol 43, 2025 (suppl 4; LBA22). Presented at ASCO GI 2025

ctDNA-guided treatment escalation arm of the CIRCULATE-Japan adaptive trial platform,
evaluating the utility of Signatera in patients with clinical stage II-IV resectable CRC



ALTAIR: Consort Diagram

Bando et. al., J Clin Oncol 43, 2025 (suppl 4; LBA22). Presented at ASCO GI 2025



ALTAIR: Results

Bando et. al., J Clin Oncol 43, 2025 (suppl 4; LBA22). Presented at ASCO GI 2025
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Bando et. al., J Clin Oncol 43, 2025 (suppl 4; LBA22). Presented at ASCO GI 2025



MRD questions answered at ASCO GI 2025

• Do US oncologists find ctDNA helpful for guiding adjuvant 
chemotherapy in patients with resected colon cancer? Yes. Most US 
oncologists find ctDNA helpful as a prognostic and potentially 
predictive tool for adjuvant chemotherapy

• Can “adjuvant” celecoxib improve DFS and OS in patients with 
resected stage III colon cancer with ctDNA positivity following 
surgery? Yes. Results are potentially practice changing.

• Should patients with ctDNA positivity after completing definitive 
therapy for colon cancer be offered TAS-102? No. Data does not 
support routine use of TAS-102 for patients with ctDNA positivity.



CIRCULATE-US (NRG-GI008)

COHORT B

COHORT A

*

* Stage III (T1-3, N1/N1c) or ctDNA+ stage II or IIIC post-R0 resection



57

Case

● 56 y/o otherwise healthy male

●  Three 1-2 cm liver Mets and colon primary

●  R0 Surgical resection for T3N1 transverse colon

●  poorly diff RAS/BRAF wild type

●  CEA 5.6 preop

●  Six cycles adjuvant modFOLFOX + bev

●  Signatera negative at 4 months after completing adjuvant Rx

● Now with positive ctDNA 6.3 but negative PET and CEA 5.2

Seeking second opinion. Should chemo start now? With what agents? How to 
follow for response?

Gesme-8
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Case
45 y/o female with left sided colon invasive adenocarcinoma on screening colonoscopy. 

● 3/13/2024 Colonoscopy -  Malignant tumor in the proximal sigmoid colon.

● Left colectomy: Tubular adenoma in sigmoid and transverse colon. Sigmoid mass Invasive 
adenocarcinoma, moderately differentiated. All margins negative for tumor pT2N0 2.8 cm x 2cm 0  
tumor invades into muscularis propria, neg margins,  -LVI - PNI.  Eleven lymph nodes, negative for 
tumor (0/11). MMR intact, HER 2 –ve

● Signatera positive 3 (1.67) weeks and 7 (3.18) weeks post-surgery. 

● Adjuvant chemo CAPOX for 3 months: CT neg, ctDNA negative

● 7/19/2024 CT CAP Negative, Signatera 0.63 - PET NED, colonoscopy completed on 11/18/24 
showed some inflammatory changes at site of colonic anastomosis with pathology revealing 
inflammatory polyp.

   Saeed-9
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Case
54 y/o female with stage IIIC adenocarcinoma of the transverse colon status post-surgery 

● 1/3/2023 right hemicolectomy pT4bN1bM0: Grade 2 adenocarcinoma of the transverse colon, 3.5 cm tumor 
size, tumor directly invades or adheres to adjacent structures (omentum), no macroscopic tumor perforation 
identified, LVI +, PNI - ,margins negative, 3 of 90 examined lymph nodes involved – MMRp

● 2/7/2023-7/28/23: FOLFOX +bevacizumab-awwb

● 12/26/2023 ct DNA negative

● 1/23/2024: Colonoscopy negative for recurrence

● Rising ctDNA Feb Ct DNA 0.4 - Apr ct DNA 0.2 - July ctDNA 0.33 – Aug ctDNA 0.35 – Jan 2025 ctDNA 5.47

● 1/17/2024: CT chest, abdomen and pelvis negative. 

● 7/24/2024 MRI brain negative 7/26/2024 CT CAP Negative

● 10/2024 CT CAP: NED   

Saeed-9
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