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Disclosure



• Progress

• Precision Medicine in Early-Stage Disease: Colon Cancer

• Precision Medicine in Advanced-Disease: Pancreatic Cancer

• Promise

• Precision Medicine in Prevention with Vaccine Clinical Trials: Lynch 
Syndrome

Outline



• 70 y.o. healthy male with Lynch Syndrome due to MSH6…no history of cancer

• Diligent about annual colonoscopy

• March 2026 colonoscopy bx showed adenocarcinoma at hepatic flexure

• Clinical staging workup with conflicting interpretations of questionable 
prominent nodes by CT scan, no evidence of mets.

• Neoadjuvant immunotherapy? To treat, or not to treat…that is the question.

Progress – Early Stage Colon Cancer



NICHE-2: Neoadjuvant Immune Checkpoint Inhibition and Novel IO 
Combinations in Early-Stage Colon Cancer 2

Chalabi M et al, NEJM, 2024 

• Phase 2 single arm, locally advanced colon cancer

• Neoadjuvant ipilumimab + nivolumab

• N=111

• Primary outcomes: Safety and 3-yr disease-free survival

• “data on 3-year disease-free survival are not mature,” but no recurrences observed



NICHE-2: Neoadjuvant Immune Checkpoint Inhibition and Novel IO 
Combinations in Early-Stage Colon Cancer 2

Chalabi M et al, NEJM, 2024 

• Acceptable safety profile and led to a pathological response in a high proportion of patients

• 4% Grade 3-4 immune related Adverse Events (irAEs)

• “One of the major limitations of our study is the often inaccurate radiographic staging of 
colon cancers, which can lead to possible over treatment.”



NICHE-3: Neoadjuvant nivolumab and relatlimab in locally advanced 
MMR-deficient colon cancer: a phase 2 trial

De Gooyer et al, Nat Med. 2024 

• Neoadjuvant anti PD-1 + anti-LAG-3

• N=59

• 92% major path response (<10% residual viable tumor)

• 68% pathologic complete response

• 80% had immune-related adverse events (irAEs)

• 10% Grade 3-4 irAEs



• No overall survival (OS) data have been reported endpoint is 3-year DFS, not OS; 
with zero DFS events, OS is necessarily immature

• Single-arm design limits causal inference. NICHE-2 single-group study with 
selected cohort, low event rate, and well-recognized challenges with accurate 
radiographic staging—dMMR tumors frequently have enlarged regional nodes, 
creating risk of overstaging and overtreatment. 

• Confirmatory randomized data are pending. The ongoing phase 3 AZUR-2 trial 
compares neoadjuvant dostarlimab followed by surgery plus adjuvant 
dostarlimab against upfront surgery and standard chemotherapy.

Progress – Important caveats



AZUR-2: A Phase III study of perioperative dostarlimab in patients with 
dMMR/MSI-H resectable colon cancer: AZUR-2 study design

Starling et al, Future Oncology. 2026 

• Only randomized trial comparing perioperative immunotherapy directly with 
standard surgery-first management

• Previously untreated T4N0 or Stage III dMMR/MSI-H resectable colon cancer

• n~711, randomized 2:1 to neoadjuvant therapy vs. upfront surgery and SOC



• Declined neoadjuvant immunotherapy after consulting with multiple oncologists

• Robotic assisted right hemicolectomy April 2028

• pT2N0M0 Stage I moderately differentiated colon adenocarcinoma (0/29 LN+, no 
lymphovascular or perineural invasion)

• Ascending Colon Adenocarcinoma (Stage I) - following Signatera q3 months and 
imaging Q6. 

• MSH6 associated Lynch syndrome - Started ASA 81mg for primary prevention of a 
second primary CRC based on data from the CAPP3 study (PI3KCA negative)

To treat or not to treat?





• 61 yo male with metastatic pancreatic ductal adenocarcinoma

• Abdominal pain November 2024

• CT  4 cm x 3 cm mass in neck/body involving splenic vessels, suspicious 1.3 cm 
liver lesion

• Biopsy March 2025 confirmed moderately differentiated adenoca with liver met

Progress – Pancreatic Cancer



• 1st line Rx with NALIRIFOX started April 2025, d/c’d due to progression

• 2nd line gemcitabine plus nab-paclitaxel July 2025, CA19-9 reduced from >11,000 to nadir of 126 U/ml

• Nab-paclitaxel d/c’d early 2026 due to neuropathy, cont. gemcitabine maintaining stable disease

• Molecular profiling: KRAS G12V, SMAD4, TP53 & CDKN2A, low TMB, MSS

• Germline testing negative.

• June 2026: Recurrent disease 3.0 cm x 2.9 cm pancreatic body mass

• Daraxonrasib initiated for Palliative Rx on IRB Expanded Access 8/17/2026, cTX, cNX, cM1

Pancreatic Cancer – Rx History



Pancreatic Cancer – Response to Daraxonrasib

7/24/2026    3.8 x 2.6 cm 10/7/2026    2.5 x 2.2 cm



• Decrease in size of hypoenhancing 
adenocarcinoma pancreatic body in Oct 2026

• Mass now (10/26) 2.5 x 2.2 cm, previously 3.3 x 2.4 
cm on 7/24/2026

• Pre-existing 7mm hypodense nodule in segment 
6 of liver not seen

• Decrease in size of hypodense nodule in superior 
segment 2 of liver.

• 6mm ill-defined hypodense nodule in segment 
2/3 is stable

• No new sites of metastases

Pancreatic Cancer - Response
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Wolpin BM et al, N Engl J Med. 2026 



Wolpin BM et al, N Engl J Med. 2026 



Wolpin BM et al, N Engl J Med. 2026 



Wolpin BM et al, N Engl J Med. 2026 



• “Once-daily treatment with oral daraxonrasib resulted in significantly longer overall 
survival and progression-free survival than standard cytotoxi chemotherapy among 
patients with previously treated mPDAC, more than 90% of whom had RAS G12 
mutations.”

• “The results of this trial support daraxonrasib as a clinically meaningful advance in the 
treatment of patients with previously treated mPDAC.”

O’Reilly EM et al, N Engl J Med. 2026 
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• 42 y.o. healthy male with Lynch Syndrome due to MSH2

• Family history of early-onset CRC in father dx’d age 37

• Lynch surveillance with perfect adherence

• Interested in clinical trials for prevention

• Consents to Nous-209 Phase 1b/2 clinical trial

• Off-the-shelf viral vector cancer immunotherapy vaccine to intercept cancer in LS

Promise – Cancer Interception with Vaccine



• Prime–boost viral vector vaccine approach encoding 209 shared frameshift-derived 
neoantigens identified from MSI tumors

D'Alise AM et al. Nat Med. 2026 



• Participants received a prime–boost regimen using two distinct viral vectors encoding the same cargo of 
209 shared frameshift neoantigens

D'Alise AM et al. Nat Med. 2026 
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• MMR deficiency → shared frameshift neoantigens (FSPs)

• FSPs arise early and are recurrently expressed.

• Nous-209 induces:

• Broad, durable T-cell responses

• CD8⁺ and CD4⁺ functional immunity

• Targeting of disease-relevant epitopes

• Future Directions

• Larger Phase II/III prevention trial - DEFIANT

• Long-term clinical endpoints (adenoma/cancer incidence)

• Integration with standard surveillance strategies

Promise – Cancer Interception with Vaccine



• Precision medicine leveraging genetic testing and genomic profiling - changing 
the standard of care and outcomes for GI cancer.

• Immunotherapy in early stage colon cancer holds enormous potential, balancing 
risks with prognosis.

• Daraxonrasib is indicated for the treatment of adult patients with metastatic 
pancreatic adenocarcinoma who have received at least one prior systemic 
therapy or who are not candidates for multiagent systemic therapy.

• Vaccines hold promise to prevent cancer and cancer precursors in Lynch 
Syndrome taking advantage of shared frameshift peptides that function as 
neoantigens, inducing broad durable T-cell responses and functional immunity.

Conclusions
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Thank you!

sgruber@coh.org
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