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▪ MSI-H colorectal cancer incidence decreases by stage of disease

o 20% of stage 1-2

o 10-15% of  stage 3

o 4-5% of stage 4 disease

▪ Risk of recurrence is substantially reduced in stage 1-2 disease and slightly 
reduced in stage 3 disease

▪ For locally advanced disease, there remains an unmet need given the risk of 
distant and locoregional recurrence

MSI-H Colorectal Cancer



Recurrence and OS in MMRD CRC Treated with 
FOLFOX perioperatively or in the adjuvant setting

Morton D, J Clin Oncol 2023



Colorectal Cancer and Microsatellite Instability Status

T Andre, GI ASCO 2025. Llosa, N. Cancer Discovery. 2015; 5: 43-51

MSI-H: 4% of Metastatic CRC
• Highly responsive to immunotherapy 

(Checkpoint Inhibitors)
• ~70% without progression after 

immunotherapy with Dual CPI
• ~50% or more cures are expected

MSS: not hyper-mutated, cold tumors with poor 
infiltration with T-cells, unresponsive to 

immunotherapy
UNMET NEED: 96% of metastatic colorectal cancer



PD-1 and CTLA-4 Targeting

Meng, L. Cell Death and Disease. 2024



Can we achieve a curative outcome in primary colorectal 
cancers?

• Role of PD-1 Inhibition in MSI-H tumors

• Role of Dual Checkpoint Inhibition (PD-1 and CTLA-4) in MSI-H 
tumors

• What about MSS?
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PD-1 Targeting
• Duration of treatment and timing of surgery impact 

pathological response
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Kai-Keen Shiu. ASCO 2024





High Complete Path Response with Favorable Toxicity ( 9 
weeks of Pembro)



Duration of PD-1 Therapy and cPR
Study Number of Pts Treatment Duration cPR

IMHOTEP 50 Pembrolizumab 6 weeks 46%

NEOPRISM 32 Pembrolizumab 9 weeks 59%

IMHOTEP 22 Pembrolizumab 12 weeks 68.2%

PICC 17 Toripalimab 12 weeks 65%

PICC 17 Toripalimab + 
Celecoxib

12 weeks 88%
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Kai-Keen Shiu, ASCO 2024; Christelle de la Fouchardiere, ESMO 2024; Hu H, Lancet Gastroenterology and Hepatology 2022.



Pembrolizumab monotherapy can be associated with 
G3 Toxicities

Christelle de la Fouchardiere, ESMO 2024



Can we improve on cPR with 
dual Checkpoint Inhibition?
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Rui Hua Xu. ASCO 2024

IBI310 (CTLA-4) + Sintilimab (PD-1) vs. Sintilmab in 
MSI-H CRC



Higher cPR with CTLA-4/PD-1 targeting than PD-1 
monotherapy



Immune-Related AE with Sintilimab +/- IBI310



NICHE-2 (4 weeks course of Nivo-Ipi) on MSI-H CRC

Chalabi, M. NEJM 2024



NICHE-2 Results: Balancing Efficacy and Toxicity

Chalabi, M. NEJM 2024; Chalabi, M. ESMO 2024



NICHE-3: Nivolumab + Relatlimab (LAG-3) in MSI-H CRC 

D1 Nivo & 
Relatlimab 

480 mg

D29 Nivo & 
Relatlimab 

480 mg

Surgery within 
8 weeks from 

D1

• Results largely consistent with Nivo + IPI (NICHE-2)
• IO toxicity mostly G1-2 with a higher rate of thyroid dysfunction and 

a higher incidence of hepatitis (but longer duration of treatment)
• G3 hepatitis 5% and G3 colitis 3%

Peter de Gooyer. Nature Medicine 2024



Neoadjuvant IO Therapy in MSI-H CRC

Excellent dowstaging

Surgery-sparing in UNFIT 
individuals

Excellent DFS (100%)

IO toxicities

Lifelong thyroxine replacement  

Rare severe toxicities (colitis/ 
hepatitis/ myositis/ 
myocarditis/hypoadrenalism)



Proposed Algorithm in Managing MSI-H Locoregional 
Colon cancer

MSI-H

Good PS

High Risk Clinical 
Features T4 or N2 

(preferably with PET+ 
LN or very bulky 

adenopathy)

Neoadjuvant IO 

Nivo + Ipi x 4 weeks 

Followed by Surgery 
and No Adj Therapy

Low Risk Features

Surgery

Poor Performance 
Status

IO with WW



PD-1 Blockade in Primary Rectal Cacer
22

Cercek, A. ASCO 2024



cCR Definition
• Normal rectal exam and lack of evidence of disease on endoscopic 

assessment

• No abnormal signal on DWI with scar on T2WI

• Each target LN should have decreased to < 0.5 cm on short axis
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Patient Characteristics
24
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All pts who completed 6 mo dostarlimab had cCR
All pts who had 12 mo of F/U from completion had a 
sustained cCR
No patient required surgery, radiation, or 
chemotherapy
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How About MSS CRC?
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Chemo-IO (PD-1) following SCRT in Rectal Cancer
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Study N Stage Treatment Arm cPR

UNION Phase 3 113 T3-4/N+ SCRT + CAPOX x 2 

cycles + camrelizumab
39.8%

TORCH Phase 2 62 T3-4/N+ SCRT + CAPOX x 6 + 

toripalimab
50%

TORCH Phase 2 59 T3-4/N+ CAPOX x 2 + 

toripalimab then SCRT 

than 4 cycles of 

CAPOX + toripalimab

50%

NeoCaCRT 27 T3-4/N+ SCRT + FOLFOX x 6 + 

cadonilimab
37%

UNION-TNT 45 T3/4/N+ SCRT + fruquintinib + 

CAPOX + adebralimab
65%

(12/19)

Compares favorably to RAPIDO (SCRT followed by CAPOX) and PRODIGE 23 (FOLFOXIRI followed by CRT)



MSS CRC: Dual CPI Blockade and Pathological Response
29
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Hissong E. GI ASCO 2025; Ghelardi F. GI ASCO 2025

Potent CTLA4/PD-1 
inhibition is 
associated with high 
pathological response 
in pMMR tumors

Need mature DFS 
data, need mature LR 
data, need larger 
sample size, and need 
control arms

Risk/Benefits?



COH FOLFOX-2B TNT for Rectal Cancer
30



Conclusions

• MSI-H status should be determined in ALL colorectal cancer patient prior to any 
treatment planning

• In localized MSI-H colon cancer, the SOC remains surgical intervention, HOWEVER:
• 6 weeks of doublet immunotherapy is associated with >95% response and ~70% cPR

• Further delay in surgical intervention would have resulted in higher cPR

• Neoadjuvant IO therapy is associated with an exception DFS
• Neoadjuvant IO therapy should be considered in T4/N2 tumors
• Definitive IO with close observation in poor surgical candidates is appropriate

• Optimal testing strategy (ctDNA, endoscopy, CT, PET/CT) and frequency is not well-defined

• In MSI-H rectal cancer, definitive immunotherapy is the SOC
• cCR may not be achieved until 6 months
• Definitive surgical intervention should not be considered before 6 mo in responding patients

• Research in ongoing in colon and cancer MSS localized disease to determine the role of 
CPI in definitive and adjuvant therapy
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Thank you!
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