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eAppendix 1. Sites and Investigators and Supplementary Methods 

List of sites/investigators 
Canada 

(Stephen Welch) London Health Sciences Centre; (Anna V. Tinker) British Columbia 

Cancer Agency Vancouver Centre; (Clare Reade) Juravinski Cancer Centre; (Vanessa 

Samouëlian) Centre Hospitalier de l’Université de Montréal; (Lucy Gilbert) McGill 

University Health Centre Glen Site; (Jennifer Spratlin) Cross Cancer Institute; (Susan 

Ellard) British Columbia Cancer Agency; (Prafull Ghatage) Tom Baker Cancer Center 

Europe 

Czech Republic: (Markéta Pospíšková) Krajská Nemocnice Tomáše Bati 

Denmark: (Mansoor Mirza) Rigshospitalet–Copenhagen University Hospital  

France: (Cyril Adbeddaim) Centre de Lutte Contre le Cancer–Centre Oscar Lambret; 

(Yann-Alexandre Vano and Jacques Medioni) Hôpital Européen Georges-Pompidou; 

(Renaud Sabatier) Institut Paoli Calmettes; (Florence Joly) Centre de Lutte Contre le 

Cancer François Baclesse; (Dominique Berton) Institut de Cancérologie de l’Ouest–Site 

René Gauducheau; (Patricia Martin-Romano and Christophe Massard) Centre 

Hospitalier Universitaire Institut Gustave Roussy; (Thierry André) Hôpital Saint-Antoine 

Italy: (Francesco Raspagliesi) Fondazione IRCCS Istituto Nazionale dei Tumori; 

(Adriano Gravina) Istituto Nazionale Tumori IRCCS Fondazione Pascale; (Gianluca Del 

Conte) Ospedale San Raffaele; (Giuseppe Curigliano) Istituto Europeo di Oncologia; 

(Davide Melisi) Centro Ricerche Cliniche di Verona; (Filippo De Braud) Fondazione 

IRCCS–Istituto Nazionale dei Tumori di Milano  
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Poland: (Małgorzata Suszko-Kazarnowicz) Olsztyński Ośrodek Onkologiczny Kopernik; 

(Joanna Pikiel) Szpitale Pomorskie Spółka z ograniczoną odpowiedzialnością 

Spain: (Desamparados Roda) Hospital Clínico Universitario de Valencia; (Angel Luis 

Guerrero Zotano) Fundacion Instituto Valenciano de Oncologia; (Maria Pilar Barretina 

Ginesta) Institut Catala d’Oncologia Girona; (Iván Victoria Ruiz) Hospital Clinic de 

Barcelona; (Andres Redondo) Universidad Autonoma de Madrid–Hospital Universitario 

La Paz; (Valentina Boni and Emiliano Calvo Aller) Hospital Universitario Madrid 

Sanchinarro; (Marta Gil Martin) Institut Català D’Oncologia; (Victor Moreno Garcia) 

Fundación Jiménez Díaz; (Ana Oaknin Benzaquen) Hospital Vall d´Hebrón; (Javier 

Garcia Corbacho) Hospital Clínico Universitario Virgen de la Victoria; (Alejandro Falcon 

Gonzalez) Hospital Universitario Virgen del Rocio; (David Páez López-Bravo) Hospital 

de la Santa Creu i de Sant Pau; (Eduardo Castanon Alvarez) Clínica Universidad de 

Navarra; (Rafael Lopez) Hospital Clínico Universitario de Santiago de Compostela; 

(Antonio Antón Torres) Hospital Universitario Miguel Servet; (Javier Sastre) Hospital 

Clínico San Carlos 

UK: (Hendrik-Tobias Arkenau) Sarah Cannon Research Institute London; (Susana 

Banerjee) The Royal Marsden NHS Foundation Trust; (Rowan Miller) University College 

London Hospitals Clinical Research Facility; (Paul Ross and Rebecca Kristeleit) Guys 

and Saint Thomas NHS Foundation Trust; (Leslie Samuel) NHS Grampian 

USA 

(Kathleen Moore) University of Oklahoma Medical Center; (Jasgit Sachdev and Michael 

Gordon) Scottsdale Healthcare Hospitals HonorHealth; (Angela Jain) Fox Chase 
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Cancer Center; (Yi-Chun Lee) SUNY Downstate Medical Center; (Cara Mathews) 

Women and Infants Hospital of Rhode Island; (David O’Malley) Arthur G. James Cancer 

Hospital and Richard J. Solove Research Institute; (Charles Leath III) University of 

Alabama at Birmingham; (Jubilee Brown) Levine Cancer Institute; (Brian Slomovitz) 

Sylvester Comprehensive Cancer Center–Deerfield Beach; (Sharad Ghamande) 

Augusta University Georgia Cancer Center; (Leslie Bradford) Maine Medical Center 

Maine Medical Partners Gynecologic Oncology; (Matthew Carlson) University of Texas 

Southwestern Medical Center, Harold C. Simmons Comprehensive Cancer Center; 

(Linda Duska) Emily Couric Clinical Cancer Center; (Peter Schlegel) Cancer Care 

Northwest; (Michael McHale) University of California San Diego; (David Bajor) Case 

Western Reserve University (CWRU)–University Hospitals Case Medical Center; (Peter 

Schlegel) Cancer Care Northwest–Spokane Valley; (Joshua Press) Swedish Cancer 

Institute; (Andrea Jewell) University of Kansas Cancer Center; (John Micha and Alberto 

Mendivil) Gynecologic Oncology Associates; (Sardar Imam) San Juan Oncology 

Associates; (Melanie Bergman) Providence Medical Research Center 
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Supplemental methods 
Key inclusion and exclusion criteria 

The key inclusion criteria for cohorts A1 and F were as follows: mismatch repair 

deficient/microsatellite instability–high (dMMR/MSI-H) solid tumors (with cohort F also 

including patients with nonendometrial polymerase epsilon mutation [POLE-mut] 

tumors), at least 1 blinded independent central review (BICR)–confirmed measurable 

lesion at baseline, no prior treatment with anti–programmed death (ligand) 1 (anti–PD-

[L]1) therapy, received no more than 2 prior lines of treatment for recurrent or advanced 

disease (progression following up to 3 prior lines of therapy is allowed for colorectal 

cancer [CRC]), disease progression following systemic therapy with no satisfactory 

alternative treatment options, and submission of 2 scans demonstrating progressive 

disease (PD) based on BICR per Response Evaluation Criteria in Solid Tumors version 

1.1 (RECIST v1.1) prior to the first dose of dostarlimab.  

Patients enrolled on the study based on POLE-mut status must have had local results 

available showing tumor mutation in the exonuclease domain of the POLE gene (amino 

acid residues 268-471) prior to screening for assignment into cohort F (prospective 

POLE-mut). 

 

Patients with endometrial cancer (EC) were required to have progression on or after 

platinum doublet therapy. Patients with CRC must have had progression after, or been 

intolerant to, fluoropyrimidine, oxaliplatin, and irinotecan, and patients with ovarian 

cancer with platinum-resistant disease were allowed receipt of up to 1 line of systemic 

therapy after becoming platinum resistant. 
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Enrolling sites 

This is an international trial with 123 sites. Enrolling sites for cohort A1 (dMMR/MSI-H 

EC) and F (dMMR/MSI-H non-EC solid tumors) are listed previously in the supplemental 

appendix. 

Sample size 

Cohort A1 had a planned enrollment of approximately 100 participants with dMMR/MSI-

H EC, with potential enrollment of up to 165 participants with dMMR/MSI-H EC 

evaluable for antitumor activity. For cohort A1, the null hypothesis that the true response 

rate was ≤20% (H0: P ≤ .2) was tested against a one-sided alternative of ≥40% (Ha: 

P ≥ .4). With 65 patients treated, the cohort had a 92% power to rule out a ≤20% 

objective response rate (ORR; null hypothesis) when the true ORR was 40% at the 

2.5% type I error rate (one-sided). The sample size of cohort A1 was increased to 100 

patients to allow the lower-limit boundary of the exact 95% confidence interval to 

exclude a response rate of 25% or less and assume observed ORR was 35%. 

Cohort F had a planned enrollment of approximately 100 patients, with potential 

enrollment of up to 200 patients, with dMMR/MSI-H solid tumors evaluable for antitumor 

activity. Since cohort A1 and cohort F consist of patients with previously treated 

dMMR/MSI-H solid tumors, a combined analysis was performed to determine the ORR 

in the dMMR/MSI-H solid tumor population. The null hypothesis for the combined cohort 

was that the true response rate was ≤20% (H0: P ≤ .2) and was tested against a one-

sided alternative of ≥30% (Ha: P ≥ .3). With an expected total of 165 patients (65 from 

cohort A1, 100 from cohort F), the combined cohort had 85% power to rule out a ≤20% 
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ORR (null hypothesis) when the true ORR was 30% at the one-sided 2.5% type I error 

rate.  

The sample size was increased to 200 patients under protocol amendment 5. The total 

sample size of 300 patients evaluable for antitumor activity from cohorts A1 and F 

combined allowed the lower-limit boundary of the exact 95% CI to exclude a response 

rate of ≤30%, assuming the observed ORR was 35%.  

Statistics 

All statistical outputs were generated using SAS (version 9.4). Patient demographics, 

baseline characteristics, safety, and antitumor activity results were summarized 

descriptively. All patients who received at least 1 dose of dostarlimab by the data cutoff 

were included in the safety analysis. All patients who received at least 1 dose of 

dostarlimab, had at least 1 BICR-confirmed measurable lesion at baseline, and had the 

opportunity to be followed for at least 6 months, as of the data cutoff date, were 

included in the efficacy population, regardless of whether the patient had a postbaseline 

tumor assessment.  

Point estimates and exact two-sided 95% CIs were provided for ORR; duration of 

response (DOR) was analyzed using the Kaplan-Meier method. Patients who did not 

achieve a confirmed response, either complete response (CR) or partial response (PR), 

were excluded from the DOR analysis. Median follow-up time was calculated using the 

reverse Kaplan-Meier method. Time-to-event analyses were performed using Kaplan-

Meier methods. 
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ORR per RECIST v1.1 was calculated as the proportion of patients who achieved a best 

overall response (BOR) of CR or PR. Determination of BOR can be found in the 

statistical analysis plan, which is available as a supplemental file. Disease control rate 

was defined as the proportion of patients achieving a BOR of confirmed CR, PR, or 

stable disease. DOR was defined as the time from first documentation of overall 

response leading to a confirmed CR or PR when confirmation is required in cohorts A1 

and F by RECIST v1.1 until the time of first documentation of overall response of 

disease progression or death.  

Overall survival (OS) was defined as the time from date of first dose of study treatment 

to the date of death by any cause. Patients last known to be alive will be censored at 

date of last known contact. OS was calculated as: 

OS (days) = date of death/censoring – date of first dose + 1 

PFS was defined as the time from date of first dose to the earlier date of assessment of 

progression or death by any cause in the absence of progression based on the time of 

first documentation of PD per RECIST v1.1. Only tumor assessments performed before 

the start of any new anticancer treatment were included in the assessment of PFS. PFS 

was calculated as: 

PFS (days) = date of <PD event or death>/censoring – date of first dose + 1 

 

Biomarker screening 

Patients were screened prospectively for MMR/MSI status using immunohistochemistry 

(IHC), polymerase chain reaction, or next-generation sequencing. For patients enrolled 
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after protocol amendment 5, eligibility was determined by IHC performed in a certified 

local laboratory or by central testing if local IHC testing was not available. When results 

from more than 1 test (MMR or MSI) were available for a patient, the patient was 

classified by their MMR status. In cases where MMR testing was unknown (MMRunk), 

patients were classified by their MSI status. Patients screened using the MMR IHC 

testing were not required to have MSI testing performed. 

Patients enrolled in the study based on POLE-mut status must have had local results 

available showing tumor mutation in the exonuclease domain of the POLE gene (amino 

acid residues 268-471) prior to screening for assignment into cohort F (prospective 

POLE-mut). 

PD-L1 expression and TMB were exploratory biomarkers assessed for patients in 

cohorts A1 and F. TMB status was determined using Foundation One test; TMB-high 

was defined as ≥10 mutations/Mb. PD-L1 expression was determined by CPS per 

Ventana assay; PD-L1–high was defined as CPS ≥1.   

After enrollment to the study and assignment to cohort based on MMR IHC testing, 

patients with pathogenic variants in POLE were retrospectively identified by Foundation 

One test in cohorts A1 (dMMR/MSI-H EC) and cohort A2 (mismatch repair proficient/ 

microsatellite stable [MMRp/MSS] EC) (retrospective POLE-mut). 

 

 

Safety analyses  

Safety analyses included incidence of treatment-emergent adverse events, immune-

related adverse events of interest, and serious adverse events occurring while patients 
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were on treatment or up to 90 days after the end of treatment. Any changes in clinical 

laboratory parameters (hematology, chemistry, thyroid function, coagulation, urinalysis) 

and Common Terminology Criteria for Adverse Events v4.03–graded laboratory 

toxicities, vital signs, Eastern Cooperative Oncology Group performance status, 

electrocardiogram parameters, physical examinations, and usage of concomitant 

medications were recorded. 

No formal hypothesis-testing analysis of adverse event incidence rates was performed. 

Additional information can be found in the protocol. 
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eFigure 1. Duration of Treatment for Responders With dMMR Solid Tumors 

 

Abbreviations: CR, complete response; dMMR, mismatch repair deficient; PD, progressive disease; POLE-mut, 
polymerase epsilon mutation; PR, partial response; SD, stable disease.  
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eTable 1. Antitumor Activity Analysis 

Characteristic 

dMMR solid 
tumors 
N = 327a 

dMMR or MSI-H 
or POLE 
N = 347b 

Median follow-up time, mo 27.7 29.1 
Confirmed responses, n 144 153 
ORR, % (95% CI) 44.0 (38.6-49.6) 44.1 (38.8-49.5) 

CR, n (%) 43 (13.1) 46 (13.3) 
PR, n (%) 101 (30.9) 107 (30.8) 
SD, n (%) 47 (14.4) 50 (14.4) 
PD, n (%) 114 (34.9) 119 (34.3) 
NE, n (%) 22 (6.8) 25 (7.2) 

Disease control rate, % (95% CI) 58.4 (52.9-63.8) 58.5 (53.1-63.7) 
Response ongoing, n (%) 123 (85.4) 131 (85.6) 

Duration of response, median (range), mo NR 
(1.18+ to 47.21+) 

NR 
(1.18+ to 47.21+) 

Patients with duration of response ≥12 mo, n (%) 104 (72.2) 110 (71.9) 
Probability of remaining in response, % (95% CI) 

 6 mo 95.7 (90.6-98.0) 95.9 (91.0-98.1) 
12 mo 92.4 (86.4-95.9) 92.8 (87.0-96.1) 
24 mo 84.7 (76.7-90.2) 84.5 (76.6-89.9) 

Abbreviations: BICR, blinded independent central review; CR, complete response; CRC, colorectal cancer; dMMR, 
mismatch repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; MMRunk, mismatch repair 
status unknown; MSI-H, microsatellite instability–high; NE, not evaluable; NR, not reached; ORR, objective response 
rate; PD, progressive disease; POLE, polymerase epsilon; PR, partial response; SD, stable disease.  
a This number included 141 patients with endometrial cancer, 105 patients with CRC, and 81 patients with other tumor 
types. Overall, 347 patients in the whole population had measurable disease at baseline by BICR and ≥6 months of 
follow-up and were included in the efficacy population.  
b Includes 186 patients with dMMR non-EC solid tumors, 141 patients with dMMR EC tumors, 15 patients with 
MMRunk/MSI-H non-EC solid tumors, 3 patients with MMRp/MSI-H non-EC solid tumors, and 2 patients with 
MMRunk/MSI-H EC.   
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eTable 2. Progression-Free Survival  

Variable 
dMMR solid tumors 

N = 327 

dMMR or MSI-H 
or POLE-mut 

N =  347 

Median follow-up time, mo 27.7 29.1 
PFS events observed, n (%) 188 (57.5) 197 (56.8) 
Median PFS, % (95% CI), mo 6.9 (4.2-13.6) 7.0 (4.2-13.8) 
Estimated probability of PFS, % (95% CI) 

 6 mo 50.5 (44.9-55.9) 50.9 (45.4-56.1) 
12 mo 45.8 (40.2-51.2) 46.4 (40.9-51.6) 
24 mo 40.6 (35.0-46.1) 41.0 (35.5-46.3) 
36 mo 39.7 (33.9-45.3) 40.0 (34.4-45.6) 

Abbreviations: dMMR, mismatch repair deficient; MSI-H, microsatellite instability–high; POLE-mut, polymerase 
epsilon mutation; PFS, progression-free survival. 
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eTable 3. Overall Survival  

Variable 

 
dMMR solid tumors 

N = 341 

dMMR or MSI-H 
or POLE-mut 

N = 363 

Median follow-up time, mo 27.7 29.1 
OS events observed, n (%) 132 (38.7) 140 (38.6) 
Median OS, % (95% CI), mo NR (31.6-NR) NR (39.9-NR) 
Estimated probability of OS, % (95% CI) 

 6 mo 82.6 (78.0-86.2) 82.5 (78.1-86.1) 
12 mo 70.6 (65.3-75.3) 70.7 (65.5-75.2) 
24 mo 58.4 (52.5-63.9) 58.5 (52.7-63.8) 
36 mo 55.9 (49.7-61.7) 56.1 (50.1-61.6) 

Abbreviations: dMMR, mismatch repair deficient; MSI-H, microsatellite instability–high; NR, not reached; OS, overall 
survival; POLE-mut, polymerase epsilon mutation. 
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eFigure 2. Progression-Free Survival by Tumor Type 
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Progression-free survival for (A) all dMMR/MSI-H or POLE-mut solid tumors, (B) dMMR/MSI-H endometrial cancer, 
(C) dMMR/MSI-H or POLE-mut colorectal cancer, and (D) all other dMMR/MSI-H or POLE-mut tumors.a 
Abbreviations: dMMR, mismatch repair deficient; EC, endometrial cancer; MSI-H, microsatellite instability–high; NR, 
not reached; POLE-mut, polymerase epsilon mutation; PFS, progression-free survival.  
a Includes adrenal cortical carcinoma, biliary neoplasm, brain cancer, breast cancer, cancer of unknown primary 
origin, esophageal cancer, gastric cancer, malignant neoplasm of the female genitals, mesothelioma, ovarian cancer, 
pancreatic cancer, prostate cancer, renal cell carcinoma, sarcoma, small-intestinal cancer, and thymic tumor. 
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eFigure 3. Overall Survival by Tumor Type  
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Overall survival for (A) all dMMR/MSI-H or POLE-mut solid tumors, (B) dMMR/MSI-H endometrial cancer, (C) 
dMMR/MSI-H or POLE-mut colorectal cancer, and (C) all other dMMR/MSI-H or POLE-mut tumors. 
Abbreviations: dMMR, mismatch repair deficient; EC, endometrial cancer; MSI-H, microsatellite instability–high; NR, 
not reached; OS, overall survival; POLE-mut, polymerase epsilon mutation.  
aIncludes adrenal cortical carcinoma, biliary neoplasm, brain cancer, breast cancer, cancer of unknown primary 
origin, esophageal cancer, gastric cancer, malignant neoplasm of the female genitals, mesothelioma, ovarian cancer, 
pancreatic cancer, prostate cancer, renal cell carcinoma, sarcoma, small-intestinal cancer, and thymic tumor. 
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eAppendix 2. Post Hoc Analysis of PFS by BOR 

A post hoc analysis was completed to determine PFS per BOR. For patients in the full 

efficacy population (n = 347), patients with a BOR of CR (n = 46) or PR (n = 107) had a 

median progression-free survival (mPFS) of not reached; the majority of these patients, 

93.5% of those with CR and 83.2% of those with PR, had not experienced a 

progression event at the time of data cut (eTable 4). For patients with a BOR of stable 

disease (SD; n = 50), the mPFS was 5.5 months, with 76.0% of patients experiencing a 

progression event (eTable 4). The probability of PFS at 6, 12, 24, and 36 months was 

100%, 97.7%, 92.3%, and 92.3%, respectively, for patients with a BOR of CR; 99.1%, 

94.1%, 83.1%, and 80.1%, respectively, for patients with a BOR of PR; and 39.9%, 

19.6%, 9.8%, and not reached, respectively, for patients with a BOR of SD (eTable 4).  
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eTable 4. Progression-Free Survival by Best Overall Response per BICR in the 
Overall Efficacy Population  
 Overall efficacy population 

N = 347 

 Complete 
response 

N = 46 

Partial 
response 
N = 107 

Stable 
disease 
N = 50 

Progressive 
disease 
N = 119 

Not 
evaluable 

N = 25 
Progression 
events, n (%) 

3 (6.5) 18 (16.8) 38 (76.0) 119 (100) 19 (76.0) 

Censored, n (%) 43 (93.5) 89 (83.2) 12 (24.0) 0 6 (24.0) 
mPFS (95% CI), 
mo 

NR  
(NR-NR) 

NR  
(41.6-NR) 

5.5  
(4.2-6.9) 

2.6  
(2.5-2.7) 

1.7  
(1.2-3.1) 

Probability of remaining progression free, (95% CI), mo 

6 mo 100 
99.1  
(93.5-99.9) 

39.9  
(25.7-53.8) 

0 0 

12 mo 
97.7  
(84.9-99.7) 

94.1  
(87.3-97.3) 

19.6  
(9.1-32.9) 

0 0 

24 mo 
92.3  
(77.9-97.5) 

83.1  
(73.4-89.5) 

9.8  
(2.7-22.3) 

0 0 

36 mo 
92.3  
(77.9-97.5) 

80.1  
(68.5-87.8) 

NR  
(NR-NR) 

0 0 

Abbreviations: BICR, blinded independent central review; mPFS, median progression-free survival; NR, not reached. 
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eFigure 4. Enrollment and Outcomes for Patients With POLE-Altered Tumors  

 
Abbreviations: dMMR, mismatch repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; MSS, 
microsatellite stable; POLE-mut, polymerase epsilon mutation.  
a Cohort A2 is the MMRp/MSS EC cohort from the GARNET trial. Patients from cohort A2 are not included in Table 1. 
These 2 patients from cohort A2 are included in the POLE-mut population for a post hoc analysis of all patients with 
POLE-mut included in the GARNET trial. 
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eTable 5. Demographics and Baseline Characteristics of Patients With POLE 
Alterations 

Characteristic 
POLE-mut 

N = 11 

Age, median (range), y 64 (29-74) 
Sex, n (%) 

Female 7 (63.6) 
Male 4 (36.4) 

Biomarkers, n (%) 
dMMR 5 (45.5) 
MMRp 6 (54.5) 

Race, n (%) 
White 9 (81.8) 
Black 0 
Asian 0 
American Indian or Alaska Native 0 
Native Hawaiian or other Pacific Islander 0 
Other/unknown/not reported 2 (18.2) 

Ethnicity, n (%) 
Hispanic or Latino 0 
Not Hispanic or Latino 9 (81.8) 
Unknown/not reported 2 (18.2) 

ECOG performance status, n (%) 
0 5 (45.5) 
1 6 (54.5) 

Prior lines of therapy, n (%)a 
1 3 (27.3) 
2 8 (72.7) 
≥ 3 0 

Prior therapy type, n (%) 
Surgery 8 (72.7) 
Radiotherapy 5 (45.5) 

Tumor types, n (%) 
Biliary neoplasm 1 (9.1) 
Colorectal cancer 4 (36.4) 
Endometrial cancer 5 (45.5) 
Esophageal cancer 1 (9.1) 

Abbreviations: dMMR, mismatch repair deficient; ECOG, Eastern Cooperative Oncology Group; MMRp, mismatch 
repair proficient; MMRunk, mismatch repair status unknown; POLE-mut, polymerase epsilon mutation. 
a Includes lines of therapy in the adjuvant setting. 
  



 

© 2023 André T et al. JAMA Network Open. 

eTable 6. POLE-Altered Antitumor Activity Analysis by BICR 

Characteristic 
POLE-mut solid tumors 

N = 11a 

Median follow-up time, mo 38.7 
Confirmed responses, n 6 
ORR, % (95% CI) 54.5 (23.4-83.3) 

CR, n (%) 1 (9.1) 
PR, n (%) 5 (45.5) 
SD, n (%) 1 (9.1) 
PD, n (%) 4 (36.4) 

Disease control rate, % (95% CI) 63.6 (30.8-89.1) 
Response ongoing, n (%) 5 (83.3) 

Duration of response, median (range), mo NR 
(16.9-44.4+) 

Patients with duration of response ≥6 mo, n (%) 6 (100) 
Median PFS (95% CI), mo 19.5 (1.2-NR) 
Median OS (95% CI), mo NR (1.8-NR) 

Abbreviations: BICR, blinded independent central review; CR, complete response; dMMR, mismatch repair deficient; 
EC, endometrial cancer; MMRp, mismatch repair proficient; NR, not reached; ORR, objective response rate; OS, 
overall survival; PD, progressive disease; POLE-mut, polymerase epsilon mutation; PFS, progression-free survival; 
PR, partial response; SD, stable disease. 
a Includes 2 patients with dMMR POLE-mut non-EC (prospective), 4 patients with MMRp POLE-mut non-EC 
(prospective), 3 patients with dMMR POLE-mut EC (retrospective), and 2 patients with MMRp POLE-mut EC 
(retrospective). 
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eFigure 5. Duration of Treatment for Patients With POLE-Altered Solid Tumors 

 
Abbreviations: CR, complete response; PD, progressive disease; POLE-mut, polymerase epsilon mutation; PR, 
partial response; SD, stable disease. 
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eAppendix 3. Exploratory Analysis of Biomarkers 

An exploratory analysis of the biomarkers TMB and PD-L1 was performed for 141 

patients with dMMR EC and for 186 patients with dMMR non-EC solid tumors (eFigure 

6). TMB-high and PD-L1–high were common in dMMR solid tumors. In cohort A1, for 

dMMR EC, 62.41% were classified as TMB-high, 9.93% classified as TMB-low, and 

27.66% as TMB not available; 58.16% were classified as PD-L1–high, 22.70% 

classified as PD-L1–low, and 19.15% classified as PD-L1 not available. In cohort F, for 

dMMR non-EC solid tumors, 43.01% were classified as TMB-high, 5.38% classified as 

TMB-low, and 51.61% as TMB not available; 58.60% were classified as PD-L1–high, 

19.35% classified as PD-L1–low, and 22.04% classified as PD-L1 not available (eFigure 

6). The majority of TMB-high tumors were also PD-L1–high (eFigure 6). Most patients 

had a combined positive score (CPS) ≥1 (191/327 patients with dMMR solid tumors; 

82/141 with EC, and 109/186 with non-EC solid tumors; eFigure 6 and 7), and most 

tumors had a TMB score of >10 mutations/Mb on the FMI test (eFigure 7). ORR by CPS 

or TMB was also calculated as a continuous variable (eFigure 8 and 9). In both cohorts, 

a CPS score of ≥1 corresponded with an increased response rate that leveled out, 

compared with the response rate of CPS scores <1 (eFigure 8). ORR also increased 

with increasing TMB score until reaching approximately 10 mutations/Mb in the EC 

cohort, and slightly higher (approximately 13-15 mutations/Mb) in the non-EC cohort 

(eFigure 9). When looking at ORR by biomarker status, in a combined analysis of 

patients with dMMR solid tumors, those with TMB-high/PD-L1–high tumors had a higher 

ORR (60.4%) than that seen in patients with TMB-low/PD-L1–low (25.0%), TMB-

high/PD-L1–low (32.3%), or TMB-low/PD-L1–high (42.9%; eTable 7).  
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eFigure 6. Prevalence of TMB and PD-L1 in GARNET Cohorts A1 and F 

 
Prevalence of TMB and PD-L1 in GARNET cohorts A1 and F: (A) prevalence of TMB-H and PD-L1–H in both 
cohorts, (B) TMB and PD-L1 in dMMR EC (cohort A1), and (C) TMB and PD-L1 in dMMR non-EC (cohort F). 
Venn diagrams are restricted to only patients with a known CPS and TMB. 
Abbreviations: CPS, combined positive score; dMMR, mismatch repair deficient; EC, endometrial cancer; H, high; L, 
low; NA, not applicable; PD-L1, programmed death ligand 1; TMB, tumor mutational burden. 
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eFigure 7. CPS and TMB Distribution by Cohort 

 
CPS and TMB distribution by cohort: (A) CPS distribution in cohort A1, (B) CPS distribution in cohort F, (C) TMB 
distribution in cohort A1, and (D) TMB distribution in cohort F. 
Patients with “NA” CPS scores are not included.  
Dashed lines in panels (A) and (B) are located at CPS score of 1. All patients to the right of the dashed line have CPS 
scores of ≥1. Dashed lines in panels (C) and (D) are located at TMB scores of 10 mutations/Mb. All patients to the 
right of the dashed lines have TMB scores of ≥10 mutations/Mb. 
Abbreviations: CPS, combined positive score; dMMR, mismatch repair deficient; EC, endometrial cancer; NA, not 
applicable; TMB, tumor mutational burden. 
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eFigure 8. ORR by CPS as Continuous Variable  

 
ORR by CPS as continuous variable in (A) cohort A1 and (B) cohort F. 
Abbreviations: CPS, combined positive score; dMMR, mismatch repair deficient; EC, endometrial cancer; ORR, 
objective response rate.  
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eFigure 9. ORR by TMB as Continuous Variable 

 
ORR by TMB as continuous variable in (A) cohort A1 and (B) cohort F. 
Abbreviations: dMMR, mismatch repair deficient; EC, endometrial cancer; mut, mutations; ORR, objective response 
rate; TMB, tumor mutational burden.  
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eTable 7. Antitumor Activity Results by TMB and PD-L1 Status for dMMR EC and 
Non-EC Solid Tumorsa 

ORR by BICR per RECIST v1.1,  
n/N (%, 95% CI)

a 
dMMR solid tumors 

N = 327 
dMMR EC 

N = 141 
dMMR non-EC 

N = 186 
Overall cohort for all patients with 
dMMR status 

144/327 
(44.0, 38.6-49.6) 

64/141 
(45.4, 37.0-54.0) 

80/186 
(43.0, 35.8-50.5) 

Overall ORR for patients with 
both known TMB status and 
known CPS  

73/142 
(51.4, 42.9-59.9) 

40/80 
(50.0, 38.6-61.4) 

33/62 
(53.2, 40.1-66) 

TMB-low/PD-L1–low (L/L) 2/8 
(25.0, 3.2-65.1) 

1/5 
(20.0, 0.5-71.6) 

1/3  
(33.3, 0.8-90.6) 

TMB-low/PD-L1–high (L/H) 3/7 
(42.9, 9.9-81.6) 

2/5 
(40.0, 5.3-85.3) 

1/2 
(50.0, 1.3-98.7) 

TMB-high/PD-L1–low (H/L) 10/31 
(32.3, 16.7-51.4) 

5/17 
(29.4, 10.3-56.0) 

5/14 
(35.7, 12.8-64.9) 

TMB-high/PD-L1–high (H/H) 58/96 
(60.4, 49.9-70.3) 

32/53 
(60.4, 46.0-73.5) 

26/43 
(60.5, 44.4-75.0) 

Abbreviations: BICR, blinded independent central review; CPS, combined positive score; dMMR, mismatch repair 
deficient; EC, endometrial cancer; H, high; L, low; ORR, objective response rate; PD-L1, programmed death ligand 1; 
RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; TMB, tumor mutational burden. 
a Only those patients with both known TMB status and known CPS were included in ORR calculations. 
 

 


