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Immune subgroups of CRC.
MSI-H/MMRD:
(POL-E/POL-D)

MSS/MMRP:

• High number of neoantigens

• IO is part of the Soc

• IO is more active in Localized 
settings  than in metastastatic

• Low number of neoantigens

• IO is not part of the Soc

•  IO is more active in localized 
setting than in metastatic



MSI-H/MMRD:



Atomic Trial: 

Sinicrope ASCO 2025



Atomic Trial: 

Sinicrope et al. NEJM  2026



Atomic Trial: 

Sinicrope ASCO 2025



NCCN Guidelines:

www.nccn.org



• Niche

Neoadjuvant: Niche 1 & 2 trials: 

67% ypCR

DFS 100% at 2 years

Chalabi et al. Nat Med 202 Chalabi et al, NEJM 2025



Assessments

Cercek et al, NEJM 2025

Stage I-III

MMRd by IHC

Non-Operative Management: 

Neoadjuvant PD-1 blockade in locally advanced MMRd solid tumors 
NCT 04165772

TNT 

Organ Sparing: 40%

50%

ORPA TRIAL
Garcia-Aguilar  et al, JCO 2022



Neoadjuvant PD1 blockade in MMRD locally advanced rectal 
tumors
Study design:

• Multidisciplinary follow up is crucial for neoadjuvant CRC studies often involves:
 -Surgeons
 -Pathologists
 -Radiologists
 -Oncologists 

Cercek et al, NEJM 2025



Cohort 1 – Rectal Cancers – Response and Surgical Management

Rectal cancers achieved 100% 
clinical complete responses

Cercek et al, NEJM 2025



Cohort 1 – Rectal Cancers – Durability of Response
n=50

Rectal Swimmers

Median Follow-up for Recurrence

% Recurrence-free at 2-yearsMedian Follow-up for Recurrence
30.2 months (Range 5.8-60.8 months)

 96% Recurrence-free at 2-years

5-years
Cercek et al, NEJM 2025



Combined Cohort 1 and 2
N=124

All Grades Grade 3 or 4
no. patients (%) no. patients (%)

Dermatologic
Rash/dermatitis * 26 (21) 0 (0)

Pruritus 24 (19) 0 (0)
Gastrointestinal

Colitis 2 (1.6) 0 (0)
Diarrhea 11(9) 0 (0)

Nausea 8 (6) 0 (0)
Dry mouth 8 (6.5) 0 (0)

Constitutional
Fatigue 28 (23) 0 (0)

Arthralgia 9 (7) 0(0)
Neurologic

Headache 4 (3) 0 (0)
Encephalitis 0(0) 1(1)

Endocrine
Diabetes 0 (0) 1(1)

Hypothyroidism 16 (13) 1 (1)
Respiratory

Lung Infection 0 (0) 1 (1)
Infections, Other

Neutrophil count decreased 0(0) 1 (1)
Febrile Neutropenia 0 (0) 1 (1)

Immune related adverse events
35% of patients had no 
adverse events

60% had grade 1-2 adverse 
events

5% had grade 3/4 adverse 
events

No grade 5 adverse events

Cercek et al, NEJM 2025



Neoadjuvant PD1 blockade in MMRD locally advanced rectal 
tumors
NCCN Guideline recommendation

www.nccn.org



Colon Cancer: 

Cercek et al, NEJM 2025



Cohort 2 – Non-rectal cancer – Responses and Surgical Management

65% achieved a clinical complete 
response Cercek et al, NEJM 2025



2 chose not 
to undergo surgery 

Cohort 2 – Non-rectal cancer – Incomplete responses 

Cercek et al, NEJM 2025





Detecting residual disease in the non-operative 
setting

Baseline 6 weeks 3 months End of treatment
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Cercek et al, NEJM 2025



Data-driven Algorithm: 
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Future directions: 
Localized 

MMRD/MSI
CRC

Confirmation

CTLA-4-PD-1
3M or 6M

NOMctD
N

A

-There are some reports of resistance 
to 6m anti-PD1 in rectal’

-No study has seen 100% cCR in colon with 
Anti-PD-1 s/a.



MSS:



MSS: 
Niche 1 Trial: Ipilimumab-Nivolumab 



Bot-Bal neoadjuvant: MSS

47% pCR



Bot-Bal in NOM for Rectal MSS: 

Bot-Bal 3m.
FOLFOX
CAPOX

3m.

Accruing

www.clinicaltrials.gove



Take Home Messages:

• IO should be the SOC on the adjuvant setting for MSI-H. 
• Next steps:

• 1) Implementing neoadjuvant treatment
• 2) Developing the anti-CTL-A4/PD-1 to maximize responses
• 3) Figure out the optimal treatment lenght

• IO is not the SOC of MSS tumors however anti-CTLA-4/PD-1 
seems promising. 

• Current trials exploring combo with longer treatments are highly 
awaited to see the final role IO may play in MSS CRC. 
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