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Learning Objectives

• Review results from key trials in Neoadjuvant and Adjuvant 
therapy of Colon and Rectal Cancers, and Anal Cancer 
presented at ASCO Annual Meeting 2024

• Discuss their relevance to clinical practice 



Outline of Presentation

• Neoadjuvant Colon Cancer - Stage II/III, dMMR

• LBA 3504 – NEOPRISM CRC (Phase II, multicenter, stratified by TMB, open-label trial)

• Abstract 3505 – IO + CTLA4 (Phase Ib, Randomized, open label trial)

• Summary and Take-home points 

• Adjuvant Colon Cancer  - Stage II, pMMR & dMMR

• Abstract 108 – DYNAMIC TRIAL – (Phase 2, multicenter, randomized trial)

• Summary and Take-home points 

• Neoadjuvant Rectal Cancer – Stage II/III, dMMR

• LBA 3512 – NAIO in Locally Advanced Rectal Cancer (Phase 2, single arm)

• Summary and Take-home points

• Anal Cancer – Stage I-III

• Abstract 3513 – HPV DNA Detection after CCRT as prognostic marker (Single arm)

• Summary and Take-home points
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NEOPRISM-CRC Study Design

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

LBA - 3504



Patient Characteristics

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

Majority had 
Radiological 
high risk
21 T4
26 N+

(2 Rectal cancers)



Tumour Mutation Burden of 34 Primary Tumours

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



Primary endpoint: pCR in TMB high or medium tumours

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

This is longer than other reported studies reporting surgery after Neoadjuvant IO (6 weeks)

~12 weeks



pCR seen in 59% of 32 TMB-high resected primaries

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

Why did these TMB- 
high not 
respond? Need 
better biomarkers 
for response



Adverse Events in all treated patients 

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

Symptomatic tumors, AEs are not unreasonable



Immune-Related Adverse Events <br />in >5% of patients

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



Colonic fistula with pathological complete response

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



NEOPRISM-CRC is a translationally enriched clinical trial

Content of this presentation is the property of the author, licensed by ASCO. Permission acquired for reuse.
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Summary - NEOPRISM – LBA 3504

Limitations:
• Small sample size of 32, plan to expand to 70 patients
• Short follow up of 9.7 mo (plan is for 3-year RFS)

Strengths:
• Gives us pCR data with single agent IO of 59% 
• Translationally enriched clinical trial may help with 

answering why some TMB high did not respond
• AE data was acceptable given the symptomatic patients 

with bulky tumors



Study Design

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

Abstract 3505 – Neoadjuvant IBI310 (CTLA4 antibody) plus Sintilimab anti-PD-1 antibody) in 
dMMR colon cancer – Randomized, open-labeled,  Phase 1b Study 



Baseline characteristics

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

T4, N+



Primary endpoint: pCR rate (mITT set)

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



Postoperative pathological evaluation

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



Overview of adverse events

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



Adjuvant treatments

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



Conclusions

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



Summary - Neoadjuvant IO + CTLA4 – Abstract 3505

Limitations:
• Small sample size (plan to expand to 70 patients)
• Short follow up of 9.7 mo (plan is for 3-year RFS)
• No correlatives described in the presentation

Strengths:
• Randomized study on IO +/- CTLA4 antibody
• Met Primary endpoint
• Able to compare pCR rates prospectively w/CTLA4 antibody 

+ IO 74% vs 49% w/IO alone



Take-home points LBA 3504 & Abstract 3505…..

Immediately Practice Changing? Currently in NCCN Guidelines

Clinically Relevant? YES, gives us more data on NAIO

Unanswered questions? 
• Is pCR a surrogate for long term cure?
• Is adjuvant treatment necessary if pCR?

Impact on value/cost of care, benefit for patients? 
• None, presently 
• This does not change standard of care in US to give adjuvant chemo 

to resected node-positive colon cancers 
• Await results of ATOMIC trial for benefit of adjuvant IO



NCCN Guidelines
v 4.2024



NCCN Guidelines
v 4.2024



Questions to ask in neoadjuvant treatment of dMMR Colon 
Cancers...

• IO vs. IO + CTLA4 antibody? Toxicity vs. efficacy vs. long term benefit for cure?

• Do patients with Lynch Syndrome respond better or worse?

• Is adjuvant therapy necessary especially if pCR?

• Is pCR a good surrogate for long term cure?

• What is the optimal length of Neoadjuvant IO therapy?

• Is addition of adjuvant chemo +/- IO benefit Stage III patients? ATOMIC Trial



Is perioperative IO alone better than standard of care?

https://clinicaltrials.gov/study/NCT05855200

AZUR-2 Trial (all patients get surgery) :A Phase 3, Open-Label, Randomized Study of Perioperative 
Dostarlimab Monotherapy versus Standard of Care in Participants with Untreated T4N0 or Stage III 
dMMR/MSI-H Resectable Colon Cancer 

https://clinicaltrials.gov/study/NCT05855200


Can some patients avoid surgery after neoadjuvant IO?

Colonoscopy – Research*

IV Dostarlimab 500mg every 3-week 
cycle for 6 cycles

IV Dostarlimab 1000mg every 6-week cycle for 8 cycles

ctDNA and CT CAP

Colonoscopy – Standard of care (SOC)

Follow-up:
Every 3 mo x1.5 yr
-CT CAP
-ctDNA
-symptom review 

University of Iowa Holden Comprehensive Cancer Center
https://classic.clinicaltrials.gov/ct2/show/NCT05239546
PI – Saima Sharif, MD MS
Sample size - 25

Cycle 
number

*

1 2 3 4 5 6 1 2 3 4 5 6 7 8

Key Eligibility: 

• Stage II/III dMMR Colon Cancer

• Minimal symptoms

• Fit for surgery per colorectal surgeon

• Single primary

• Agreeable to forgo upfront surgery

• NO cT4 tumors

Phase II, Single arm study of Neoadjuvant Dostarlimab (IO) in Stage II/III dMMR Colon Ca with 
non-operative management in responders after 6 cycles* of IO

4.5 mo 12 mo

https://classic.clinicaltrials.gov/ct2/show/NCT05239546


Phase II, Single Arm Study of Neoadjuvant Dostarlimab (TSR-042) in 
Stage II/III Deficient Mismatch Repair (dMMR) Colon Cancers

Asymptomatic, 

Clinical Stage 

II/III dMMR 

Colon Cancer 

Study Assessments 

 Baseline, D1 of C1, 4, 7, 9, 11, 13, End of treatment 

with ctDNA, CT CAP W C, Primary tumor symptom 

assessment

GROUP A (meet all criteria)

-ctDNA decrease or stable

-CT CAP W C – no met dz

-clinically asymptomatic  

 primary tumor 

GROUP B (meet 1 criteria)

  -ctDNA rising

  -Clinically symptomatic 

    primary tumor 

GROUP C

New diagnosis of 

metastatic disease

Come off study 

treatment (survival 

follow-up only)

Surgical resection

- viable tumor cells 

- CD3+/CD8+ Continue Study Treatment

Dostarlimab 500mg IV q3 wks x 6 

then 1000mg q6 wks x 8

Colonoscopy (b/w C6 and 7)

And at end of treatment

Key Eligibility: 

dMMR, Stage II/III Colon Adenocarcinoma 

Minimally symptomatic

Single (more then one primary not allowed)

Agree to forgo upfront surgery 

Does not need upfront surgery per colorectal surgeon
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Circulating Tumor DNA Analysis Guiding Adjuvant Therapy in Stage II Colon Cancer

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

Abstract 108



Recurrence Risk Prediction for Stage II CC Needs Improvement

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



DYNAMIC Study Design

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

2022

2024



ctDNA-Guided Adjuvant Treatment in Stage II Colon Cancer<br />

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



Baseline Characteristics

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



Updated 5-Year RFS Analysis

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



RFS by Subgroup: T4N0 and dMMR

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



Overall Survival

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



Overall Survival in ctDNA-Guided Arm 

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



Post-op ctDNA Positive: EoT ctDNA Clearance and RFS

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



Post-op ctDNA Molecular Burden, Clearance and RFS

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



Tracking More Variants Identified in Tumor Improves Testing for MRD

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



DYNAMIC Trial 5-year Update: Summary and Impact

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



Conclusions

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



Summary - ctDNA-guided Rx in Stage II CC-Abstract 108

Limitations:
• Variation in chemotherapy given can add bias
• Only 20% dMMR and only 40% clinical high risk
• ctDNA platform used is not commercially available in the US 

Strengths:
• Prospective, Randomized study
• Addresses questions of high clinical need like T4 and clinicopathological 

high and low risk patients
• RFS met 5-yr non-inferiority endpoint
• No difference in 5-yr OS in ctDNA guided arm vs SoC arm
• ctDNA numerical value cut-off is important for clearance and relapse risk



Take-home points….

Immediately Practice Changing? YES

Clinically Relevant? YES

Impact on value/cost of care, benefit for patients? 
• Value is in selecting only those that will benefit from chemo 

without compromising RFS and OS in those who will not benefit 
• Decrease morbidity to the patient 
• Decrease cost to the health care system

Unanswered questions? Can WES contribute to increasing 
sensitivity of tumor informed ctDNA Assays



Stage II Colon Cancers

dMMR – Usually do not get 
chemotherapy unless maybe T4

pMMR – Equipoise whether they get 
chemo  or not, a discussion needs 
to be had with the patient



What about Stage III Colon Cancers?

Both pMMR and dMMR are recommended 
adjuvant chemotherapy



CIRCULATE – USA (Currently enrolling)

T4N0 Stage II, All Stage III Colon Cancer
Circulating tumor DNA (ctDNA results within 6-8 weeks of surgery

De-escalate therapy

Escalate therapy
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<br />Durable complete responses to PD-1 blockade alone in dMMR locally advanced rectal cancer

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

LBA 3512



Neoadjuvant PD1 blockade in dMMR locally advanced rectal cancer 

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



Slide 6
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Slide 9

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



Slide 10

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



Slide 11

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



Slide 12

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



Slide 13
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Slide 14
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Conclusions

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



Summary - NAIO In LARC – LBA 3512

Limitations:
• Predominance of Lynch Syndrome patients
• Need longer f/u to be sure 6 mo of IO is enough in this 

patient population

Strengths:
• Addresses an unmet need in rectal cancer patients to avoid 

surgery
• Median follow-up of 20 months with ongoing cCR 
• ctDNA turns negative within 3 weeks of NAIO initiation as a 

surrogate for response to IO



Take-home points…..

Immediately Practice Changing? Already part of NCCN  Guidelines

Clinically Relevant? YES

Impact on value/cost of care, benefit for patients? 
• Non-operative management brings value to the patients’ QOL
• Decrease morbidity to patient!
• Decrease cost to the health system

Unanswered questions? Is 6 months NAIO enough for best RFS and 
OS outcomes in these patients? Need longer follow-up



Guidelines of dMMR locally advanced Rectal Cancer
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Time dependency for HPV ctDNA detection as a prognostic biomarker for anal cancer

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

Abstract - 3513



Key Takeaways
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Background

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



Methods

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



Baseline detection of HPV ctDNA prior to treatment

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



Serial HPV ctDNA kinetics over time with chemoradiation

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



HPV ctDNA as a time-dependent prognostic biomarker

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



HPV ctDNA > 3 months after chemoradiation as prognostic biomarker

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



Clinicopathologic features associated with recurrence after chemoradiation

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



Phase II trial targeting PD-L1 + TIGIT for treatment of HPV MRD after curative-intent therapies

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



Conclusions

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



Summary - ctDNA in Anal Cancer - Abstract 3513

Limitations:
• Small sample size
• Single institution
• Does not provide information if local or distant recurrences

Strengths:
• Clinically relevant
• Fills unmet need to prognosticate patient early after 

completing potentially curative treatment 



Take-home points…..

Immediately Practice Changing? YES

Clinically Relevant? YES

Impact on value/cost of care, benefit for patients? In a cancer with 
a high cure rate with CCRT, knowing this information is a valuable 
adjunct to clinical exam by colorectal surgeon to detect early 
recurrences when the disease may still be resectable for cure

Unanswered questions? Pattern of recurrence, local vs distant?



Thank you for your attention

Questions?
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