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• dMMR tumors: ~10% of early-stage disease

• Rectal cancer usually treated by total mesorectal excision (TME) +/- neoadjuvant treatment 
that can lead to organ preservation:

•  <30% in intermediate (N+) – locally advanced disease(T4, MRF+)
•   60% in early-stage disease (max 4cm and no lymph node involvement)

• Relative resistance to chemotherapy

State of art for dMMR locally advanced rectal cancer until October 2023



1. Boland CR et al. Gastroenterology 2010;138:2073–2087; 2. Kawakami H et al. Curr Treat Options Oncol 2015;16:30.

dMMR/MSI-High cancers



First FDA Approval Agnostic of Cancer Site — When a Biomarker Defines the Indication, Lemery et al., NEJM 2017

dMMR/MSI-High cancers and PD-1 inhibitors



• Larger amount of 
antigens 

• Tumor draining lymph 
nodes in situ

• Larger pool of tumor-
reactive T cells + 
expansion of more tumor-
resident T cell clones 

Scientific rationale for neoadjuvant immunotherapy





Neoadjuvant PD-1 blockade in dMMR locally advanced rectal cancer



Cercek, ASCO 2022

Demographic and disease characteristics of the patients at baseline
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Overall response rate after six months of dostarlimab



Overall response rate after six months of dostarlimab
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Update 2024 (42 patients)
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Time to clinical Complete Response



Adverse events

Cercek, ASCO 2022







Sintilimab in MSI-H LARC

Chen, Lancet GH 2023



CR (pCR or cCR)= 75%; 9 pts with Ccr; 3/6 with pCR

Sintilimab in MSI-H LARC

Chen, Lancet GH 2023



Chen, Lancet GH 2023

Sintilimab in MSI-H LARC



Hu, Lancet GH 2022

Toripalimab +/- Celecoxib in MSI-H localized CRC



Toripalimab +/- Celecoxib in MSI-H localized CRC

Hu, Lancet GH 2022



Hu, Lancet GH 2022

Toripalimab +/- Celecoxib in MSI-H localized CRC



Neoadjuvant Immune Checkpoint Inhibitor Therapy for Localized Deficient Mismatch Repair Colorectal Cancer A Review, Oluwadunni, JAMA Oncology 2023

Ongoing trials for MSI-H localized CRC



Conclusions

• Imperative to test for dMMR/MSI-H in patients with LARC

• PD-1 blockade induces cCR in many MSI-H/dMMR patients

• Generalizability? Differences in Lynch vs. non-Lynch?

• Optimal duration of immunotherapy needed is unknown

• Must complete enrollment of ongoing trials to determine long-term outcomes, generalizability
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