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● Endometrial cancer (EC) is the most common gynaecologic malignant neoplasm 
in the developed world and has the highest rate of mismatch repair deficient/microsatellite 
instability–high (dMMR/MSI-H) status of any tumour type; up to 30% of all ECs are 
classified as dMMR/MSI-H1

● Loss of expression of 1 or more of the MMR proteins (MLH1, MSH2, MSH6 and PMS2) due 
to genetic mutation or epigenetic silencing is associated with an accumulation of DNA 
replication errors at microsatellite regions, leading to an MSI-H phenotype

● MMR proficient/microsatellite stable (MMRp/MSS) tumours constitute the majority of 
advanced or recurrent ECs (≈70%); they often have histologic subtypes associated with a 
poor prognosis and limited treatment options and to date have shown lower response rates 
to monotherapy immunotherapy (IO) treatments evaluated in the clinical trial setting.2
Biomarkers that could identify which MMRp/MSS tumours are most likely to respond may 
improve outcomes for these patients
– Recent advances in molecular biology have resulted in widespread acceptance of new 

classification systems based on molecular profile. The Cancer Genome Atlas (TCGA) 
project has revealed 4 prognostic EC subgroups: ultramutated (POLε), hypermutated 
(MSI), copy number low (CNL) and copy number high (CNH).3 This classification system 
relies on multiomic assessment, which is not practical for routine clinical use. The 
ProMisE/Vancouver system uses TP53 assessed by IHC as a surrogate indicator for the 
CNL/CNH subgroups.4 Although not used within the ProMisE/Vancouver system, TP53 
status can be assessed by next-generation sequencing. The classification systems differ 
slightly, but they are generally aligned and have been shown to have prognostic value 
for outcomes

● dMMR/MSI-H status is associated with a higher response rate to IOs. The predictive value 
of other molecular subtypes has not been established

● ECs with oestrogen receptor (ER) expression are associated with a better prognosis and 
are predictive of response to hormone therapy

● The observed objective response rates (ORRs) in each molecular subgroup were consistent 
with the overall ORR in each cohort

● The small numbers of patients and post hoc nature of this analysis limit the interpretation 
of these data
– Response rates were generally higher in the POLε and dMMR/MSI-H molecular 

subtypes. Response rates in TP53 mutated and no specific mutational profile (NSMP) 
molecular subgroups were similar to response rates in the overall MMRp/MSS population, 
suggesting outcomes to IO in MMRp/MSS are unlikely to be influenced by TP53 mutation 

● Additionally, ER expression should not modify treatment approach to IO
● These data highlight the importance of MMR testing and suggest that there may be 

additional clinically meaningful biomarkers that could identify other A/R EC patient subsets 
likely to respond to IO

● The data are of interest for hypothesis generation 

● GARNET is a phase 1, multicentre, open-label, 
single-arm study of dostarlimab monotherapy in 
patients with advanced or recurrent solid tumours
(see Figure S1, accessible via QR code)

● Patients with EC were assigned to cohort A1 
(dMMR/MSI-H advanced or recurrent EC) or cohort 
A2 (MMRp/MSS advanced or recurrent EC) based 
on MMR IHC assessment

● Patients received 500 mg of intravenous 
dostarlimab every 3 weeks for 4 cycles, followed by 
1000 mg every 6 weeks until disease progression, 
discontinuation, or withdrawal (see Figure S2, 
accessible via QR code)

● Response Evaluation Criteria in Solid Tumors 
version 1.1 by blinded independent central review 
was used to assess tumour response

● Molecular subtype analysis was a post hoc analysis
– Some patients did not have Foundation Medicine 

testing results and therefore could not be assigned 
a molecular category. Those patients (n=45) are 
not included in this analysis

● The molecular subtype was determined by POLε and 
TP53 mutation status by Foundation Medicine, and 
MMR/MSI status was determined by local 
immunohistochemistry (IHC) or Foundation 
Medicine; when no other molecular profile could be 
identified, an assignment of NSMP was made
– The hierarchy for classification was POLεmut → 

MMR/MSI → TP53mut → NSMP
● ER status was determined by local IHC testing

● All patients who received ≥1 dose of dostarlimab
were included in the safety analysis

● The data cutoff date was November 1, 2021
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Methods

Results (cont’d)

● For this third interim analysis, 153 patients with 
dMMR/MSI-H EC and 161 patients with MMRp/MSS 
EC were enrolled and dosed (see Figure S3, 
accessible via QR code)

● 143 patients with dMMR/MSI-H EC and 156 patients 
with MMRp/MSS EC had measurable disease at 
baseline and ≥6 months of follow-up and were 
included in the efficacy-evaluable population 
(Table 1) 

Table 1. Demographics and Clinical Characteristics at Index

Characteristic
dMMR/MSI-H EC

N=143
MMRp/MSS EC

N=156
Age, median (range), years 65.0 (39–85) 66.0 (30–86)

Race, n (%)

White 110 (76.9) 123 (78.8)

Black 4 (2.8) 13 (8.3)

Asian 5 (3.5) 6 (3.8)

American Indian or Alaska Native 3 (2.1) 1 (0.6)

Other/unknown/not reported 21 (14.7) 13 (8.3)

Ethnicity, n (%)

Hispanic or Latino 6 (4.2) 5 (3.2)

Not Hispanic or Latino 111 (77.6) 140 (89.7)

Unknown/not reported 26 (18.2) 11 (7.1)

FIGO disease stage at diagnosis, n (%)a

Stage I or II 62 (43.4) 57 (36.5)

Stage III or IV 81 (56.6) 98 (62.8)

Histology, n (%)

Grade 1 or 2 endometrioid carcinoma 92 (64.3) 36 (23.1)

Grade 3 endometrioid carcinoma 21 (14.7) 14 (9.0)

Serous 7 (4.9) 63 (40.4)

Clear cell 1 (0.7) 11 (7.1)

Squamous 1 (0.7) 3 (1.9)

Undifferentiated 4 (2.8) 3 (1.9)

Carcinosarcoma 0 2 (1.3)

Mixed carcinoma 7 (4.9) 11 (7.1)

Unspecified 4 (2.8) 9 (5.8)

Otherb 4 (2.8) 4 (2.6)

Unknown 2 (1.4) 0

Prior anticancer treatment, n (%) 143 (100) 156 (100)

Prior lines of therapy, n (%)c 

1 90 (62.9) 72 (46.2)

2 35 (24.5) 67 (42.9)

≥3 18 (12.6) 17 (10.9)
Patients with only adjuvant or neoadjuvant therapy, 
n (%) 49 (34.3) 42 (26.9)

Prior radiation, n (%) 101 (70.6) 95 (60.9)
aOne patient with MMRp EC had disease status/stage unknown. bOther includes dedifferentiated, endometrial adenocarcinoma, endometrial adenocarcinoma not otherwise 
specified, endometrial neuroendocrine carcinoma, high-grade uterine carcinoma, and undifferentiated clear cell carcinoma. cIncludes lines of therapy in the adjuvant setting.
dMMR, mismatch repair deficient; EC, endometrial cancer; FIGO, International Federation of Gynecology and Obstetrics; MMRp, mismatch repair proficient; MSI-H, microsatellite 
instability–high; MSS, microsatellite stable.
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Results
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● Of 143 patients with dMMR/MSI-H tumours, 101 had samples available; of 156 patients with 
MMRp/MSS tumours, 153 had samples available 

● Figure 1 shows the distribution of patients by molecular classification

– Because the cohort designation is by MMR status, patients from cohort A1 could only be 
classified as POLεmut or dMMR/MSI-H, whereas patients from cohort A2 could only be 
classified as POLεmut, TP53 or NSMP

● ER expression data are shown 

Figure 1. Molecular Subtype and ER Expression Distribution

Because the cohort designation is by MMR status, patients from cohort A1 could only be classified as POLεmut or dMMR/MSI-H, whereas patients from cohort A2 could only be classified as POLεmut, TP53 or NSMP.
dMMR, mismatch repair deficient; ER, oestrogen receptor; MMR, mismatch repair; MSI-H, microsatellite instability–high; mut, mutated; neg, negative; NSMP, no specific mutational profile; pos, positive; unk, unknown.

dMMR, mismatch repair deficient; DOR, duration of response; ER, oestrogen receptor; MMRp, mismatch repair proficient; MSI-H, microsatellite instability–high; MSS, microsatellite stable; mut, mutated; neg, negative; NSMP, 
no specific mutational profile; ORR, objective response rate; pos, positive; unk, unknown.

Figure 2. ORR by Molecular Classification 

dMMR, mismatch repair deficient; DOR, duration of response; MSI-H, microsatellite instability–high; mut, mutated; NR, not reached; NSMP, no specific mutational profile; ORR, objective response rate.

Objective
● Here, we report on a post hoc analysis of ORR in 

patients with advanced or recurrent EC by 
molecular classification and ER status in patients 
receiving dostarlimab monotherapy 

Molecular 
classification

ORR, n/N, % 
(95% CI)

Median DOR 
(range), mo

POLεmut 2/5, 40% (5.3–85.3) NR (32.46+ to 44.42+)

dMMR/MSI-H 43/98, 43.9% (33.9–54.3) NR (2.63–47.21+)

TP53mut 17/94, 18.1% (10.9–27.4) 19.4 (1.54–47.18)

NSMP 7/57, 12.3% (5.1–23.7) 26.4 (2.79–46.16+)

● ORRs by molecular classification are shown in Figure 2
● Among the responders, responses were durable within each subgroup, including patients with TP53mut and NSMP disease
● ORRs by ER expression were analysed (Figure 3)

Safety
● Safety has been previously reported for both cohorts5

Figure 3. ORR by ER Status per Molecular Classification
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