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Supplementary Table 1. Representative clinical trials of immune checkpoint blockade in advanced or metastatic MMRd colorectal and
endometrial cancer

Trial Name Type of Prior Number ORR CR (%) PD (%) Median Median Median
Treatment Treatments for of (%) PFS DOR oS
Metastatic Patients (Months) | (Months) | (Months)
Disease
Colorectal Cancer
KEYNOTE 016 aPD-1 =1 40 52.5 12.5 10.0 NR Not NR
(expansion reported
analysis)’
KEYNOTE 164 aPD-1 22 61 32.8 3.3 45.9 2.3 NR 31.4
(Cohort A)?
KEYNOTE 164 aPD-1 =1 63 33.3 7.9 39.7 41 NR NR
(Cohort B)?
CheckMate aPD-1 =1 74 31.1 0.0 25.7 14.3 NR NR
1428
GARNET* aPD-1 =1 115 43.5 12.2 Not 8.4 NR NR
reported
KEYNOTE 177° aPD-1 0 153 45.1 13.1 29.4 16.5 NR NR
CheckMate aPD-1+ 0 45 68.9 13.3 13.3 NR NR NR
142° aCTLA-4
CheckMate aPD-1+ 21 119 64.7 12.6 11.8 NR NR NR
1427 aCTLA-4
CheckMate aPD-1+ 0 171 Not Not Not NR Not Not
8HW? aCTLA-4 reported | reported reported reported | reported
CheckMate aPD-1+ =0 296 70.6 30.4 10.1 NR NR Not
8HW? aCTLA-4 reported
CheckMate aPD-1 20 286 57.7 28.0 18.9 39.3 NR Not
8HW? reported
Endometrial Cancer
KEYNOTE 016 aPD-1 21 15 53.3 20.0 20.0 Not Not Not
(expansion reported | reported | reported
analysis)®
KEYNOTE 158" aPD-1 21 79 48.1 13.9 29.1 13.1 NR NR
GARNET* aPD-1 21 143 45.5 16.1 Not 6.0 NR NR
reported
NRG-GY018" Carboplatin + 0 112 Not Not Not NR Not Not
Paclitaxel + reported | reported reported reported | reported
aPD-1
RUBY" Carboplatin + 0 53 77.6 30.6 41 NR NR NR
Paclitaxel +
aPD-1
DUO-E™ Carboplatin + 0 46 Not Not Not NR Not Not
Paclitaxel + reported | reported reported reported | reported
aPD-L1

Legend: ORR = objective response rate; CR = complete response; PD = progressive disease; PFS = progression-free survival; DOR = duration of
response; OS = overall survival; aPD-1 = anti-programmed cell death protein 1; aCTLA-4 = anti-cytotoxic T-lymphocyte associated protein 4; aPD-
L1 = anti-programmed death ligand 1; NR = not reached

Supplementary Table 2. Representative clinical trials of immune checkpoint blockade in advanced or metastatic MMRd non-CRC/EC tumors

Trial Name and Tumor Type Number ORR (%) CR (%) PFS (Months) DOR (Months) | OS (Months)
Treatment Type of
Patients
Gastric 24 45.8 16.7 11.0 NR NR
Cholangiocarcinoma 22 40.9 9.1 4.2 NR 24.3
KEYNOTE 158 (aPD- Pancreatic 22 18.2 4.5 2.1 13.4 4.0
1) Smallintestine 19 42.1 15.8 9.2 NR NR
Ovarian 15 33.3 20.0 2.3 NR NR
Brain 13 0.0 0.0 1.1 Not applicable 5.6
Pancreatic 8 62.5 25.0 Not reported Not reported Not reported
Gastroesophageal 5 60.0 60.0 Not reported Not reported Not reported
KEYNOT?;HG (aPD- Small intestine 5 80.0 40.0 Not reported Not reported Not reported
Cholangiocarcinoma 4 25.0 25.0 Not reported Not reported Not reported
Ampullary 4 25.0 25.0 Not reported Not reported Not reported




GARNET (aPD-1)*

Small intestine 23 39.1 21.7 8.1 NR 31.6
Gastric 22 45.5 4.5 55 NR 20.1
Pancreatic 12 41.7 0.0 3.3 NR 12.7
Ovarian 7 42.9 0.0 Not reported Not reported Not reported

Legend: ORR = objective response rate; CR = complete response; PFS = progression-free survival; DOR = duration of response; OS = overall
survival; aPD-1 = anti-programmed cell death protein 1; aPD-L1 = anti-programmed death ligand 1; NR = not reached

Supplementary Table 3. Representative clinical trials of neoadjuvant immune checkpoint blockade in MMRd solid tumors

Study Author, Year, and Type of Cancer Neoadjuvant Median Organ Number of Complete
Name (if applicable) Treatment Type Treatment Duration of Sparing patients for Response
Regimen Treatment Strategy pCR or cCR Rate (pCR or
(Months) analysis cCR)
Anti PD-1/PD-L1 monotherapy
Avallone et al. 2020 aPD-1 Colorectal Nivolumab 1.00 No 3 0%
(NICOLE)™
Xuetal. 2024 aPD-1 Colorectal Sintilimab 1.50 No 44 48%
Eerkens et al. 2024"7 aPD-1 Endometrial Pembrolizumab 1.50 No 10 0%
de la Fourchardiere et aPD-1 Colorectal Pembrolizumab 2.00 Possible 76 54%
al. 2023 (IMHOTEP)'®
Shiu etal. 2024 aPD-1 Colorectal Pembrolizumab 2.25 No 32 53%
(NEOPRISM)'®
de la Fourchardiere et aPD-1 Non-CRC Pembrolizumab 2.40 Possible 41 32%
al. 2023 (IMHOTEP)®
Hu et al. 2024 (PICC)*' aPD-1 Colorectal Toripalimab 3.00 No 22 73%
Xie et al. 2023% aPD-1 Rectal Pembrolizumab, 3.00 No 8 88%
Sintilimab, or
Toripalimab
Lietal. 2024% aPD-L1 Colon Envafolimab 3.00 Possible 15 67%
Pei et al. 2023 aPD-1 Colorectal Sintilimab 4.20 No i 91%
Zhang et al. 2022%° aPD-1 Colorectal Pembrolizumab, 4.50 Possible 24 79%
Sintilimab, or
Toripalimab
Cercek et al. 20252 aPD-1 Rectal Dostarlimab 6.00 Possible 49 100%
Cercek et al. 2025%° aPD-1 Colon Dostarlimab 6.00 Possible 22 82%
Cercek et al. 2025% aPD-1 Non-CRC Dostarlimab 6.00 Possible 32 53%
Ludford et al. 2023% aPD-1 Agnostic Pembrolizumab 6.00 Possible 17 65%
Chen etal. 2023% aPD-1 Rectal Sintilimab 6.00 Possible 16 75%
Kothari et al. 2022%° aPD-1 Colorectal Pembrolizumab or 7.00 No 4 100%
Nivolumab
Anti-PD-1 + anti-CTLA-4
Chalabi et al. 2020 aPD-1+ Colon Nivolumab and 1.00 No 32 69%
(NICHE-1)%° aCTLA-4 ipilimumab
Chalabi et al. 2024 aPD-1+ Colon Nivolumab and 1.00 No 111 68%
(NICHE-2)*' aCTLA-4 ipilimumab
Pan et al. 2024% aPD-1 + Colorectal Nivolumab and 1.00 No 10 80%
aCTLA-4 ipilimumab
Xu et al. 2024% aPD-1 + Colorectal Sintilimab and 1.50 No 50 80%
aCTLA-4 IBI310
Andre et al. 2022 aPD-1+ Gastric Nivolumab and 3.00 No 29 59%
(NEONIPIGA)** aCTLA-4 ipilimumab
Raimondi et al. 2024 aPD-1+ Gastric or Durvalumab and 3.00 No 15 60%
(INFINITY - Cohort 1) aCTLA-4 GEJ tremelimumab
Raimondi et al. 2024 aPD-1+ Gastric or Durvalumab and 3.00 Possible 17 76%
(INFINITY - Cohort 2)% aCTLA-4 GEJ tremelimumab
Other combinations that include anti-PD-1 therapy
de Gooyer et al. 2024 aPD-1+ Colon Nivolumab and 2.00 No 59 68%
(NICHE-3)%¢ alAG-3 relatlimab
Hu et al. 2024 (PICC)*' aPD-1+ Colorectal Toripalimab and 3.00 No 20 90%
COX2i celecoxib
Yu etal. 2024 (NEOCAP aPD-1+ Colorectal Camrelizumab 3.00 Possible 23 61%
- Surgical Cohort)*” VEGFRI and apatinib
Yu et al. 2024 (NEOCAP aPD-1+ Colorectal Camrelizumab 6.00 Possible 29 83%
- Non-surgical Cohort)*’ VEGFRI and apatinib




Legend: pCR = pathologic complete response; cCR = clinical complete response; aPD-1 = anti-programmed cell death protein 1; aPD-L1 = anti-
programmed death ligand 1; CRC = colorectal cancer; aCTLA-4 = anti-cytotoxic T-lymphocyte associated protein 4; aLAG-3 = anti-lymphocyte
activation gene 3; COX2i = cyclooxygenase 2 inhibitor; VEGFRI = vascular endothelial growth factor receptor inhibitor; GEJ = gastroesophageal
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