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Purpose: This interim report of the GARNET phase I trial
presents efficacy and safety of dostarlimab in patients with advanced
or recurrent endometrial cancer (EC), with an analysis of tumor
biomarkers as prognostic indicators.

Patients and Methods: A total of 153 patients with mismatch
repair deficient (dMMR)/microsatellite instability-high (MSI-H)
and 161 patients with mismatch repair proficient (MMRp)/micro-
satellite stable (MSS) EC were enrolled and dosed. Patients received
500 mg dostarlimab every 3 weeks for four cycles, then 1,000 mg
every 6 weeks until progression. Primary endpoints were objective
response rate (ORR) and duration of response (DOR).

Results: A total of 143 patients with AMMR/MSI-H EC and 156
patients with MMRp/MSS EC were evaluated for efficacy. ORR was
45.5% (n = 65) and 15.4% (n = 24) for IMMR/MSI-H EC and

Introduction

Endometrial cancer (EC), the most common gynecologic malignant
neoplasm in the developed world, has increased in incidence as well as
mortality over the past three decades (1, 2). Deaths are predominantly
from recurrent or advanced EC, which has limited treatment options
beyond platinum-based chemotherapy (3). Approximately 30% of ECs
are classified as DNA mismatch repair deficient (AMMR) and are thus
potentially suitable for treatment with immunotherapy (4, 5), as
neoantigens expressed by dMMR tumors render them highly immu-
nogenic (6). Recurrent or advanced tumors can evade T-cell immune
surveillance by activating programmed death 1 (PD-1) signaling via
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MMRp/MSS EC, respectively. Median DOR for IMMR/MSI-H EC
was not met (median follow-up, 27.6 months); median DOR for
MMRp/MSS EC was 19.4 months. The ORRs by combined positive
score (CPS) =1 status were 54.9% and 21.7% for dAMMR/MSI-H EC
and MMRp/MSS EC, respectively. ORRs by high tumor mutational
burden (>10 mutations/Mb) were 47.8% (43/90) and 45.5% (5/11)
for dMMR/MSI-H EC and MMRp/MSS EC, respectively. ORR in
TP53mut or POLemut molecular subgroups was 18.1% (17/94) and
40.0% (2/5), respectively. The safety profile of dostarlimab was
consistent with previous reports.

Conclusions: Dostarlimab demonstrated durable antitumor
activity and safety in patients with dAMMR/MSI-H EC. Biomarkers
associated with EC may identify patients likely to respond to
dostarlimab.

upregulation of programmed death ligand 1 (PD-L1) expression (7).
Antibodies targeting PD-(L)1 can restore the immunogenicity of these
tumors and have been shown to be effective and well-tolerated
treatments (8). Moreover, tumor MMR status is a promising bio-
marker for predicting response to treatment with anti-PD-1 and PD-
L1 therapies in EC (9).

In clinical practice, MMR status is established by the presence of
four MMR proteins, MLH1, MSH2, MSH6, and PMS2, as determined
by IHC. When all four proteins are present, the tumor is classed
as MMR proficient (MMRp); when one or more is absent, the tumor
is dAMMR. Loss of expression of one or more of the MMR proteins
due to genetic alteration or epigenetic silencing is associated with
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Translational Relevance

Patients with advanced or recurrent endometrial cancer (EC)
have relatively poor prognoses and limited treatment options
following disease progression on frontline therapy. Dostarlimab
is an immune checkpoint inhibitor that targets the PD-(L)1
pathway, thereby reducing T-cell inhibition and enhancing anti-
tumor immune activity. In this interim analysis of the phase I
GARNET trial, patients with advanced or recurrent mismatch
repair deficient/microsatellite instability-high or mismatch repair
proficient/microsatellite stable EC that had progressed on or after
platinum therapy demonstrated durable responses to dostarlimab
with low toxicity. In addition, we analyzed clinical and molecular
biomarkers associated with EC, including PD-L1 (as determined by
combined positive score), tumor mutational burden, and muta-
tions in the TP53 and POLe genes. Utilization of these biomarkers
may aid in identifying patients who are likely to benefit from
immune checkpoint inhibitor monotherapy and provide rationale
for combination therapies and expanding the effective treatment
options available to patients.

microsatellite instability (MSI), an accumulation of DNA replication
errors at microsatellite regions. High MSI (MSI-H) and microsatellite
stability (MSS) are detected by PCR or next-generation sequencing
(NGS).

Dostarlimab is an IgG4-k humanized monoclonal antibody that
binds with high affinity to PD-1, resulting in the inhibition of PD-L1
and PD-L2 binding. In the United States, dostarlimab is approved as a
monotherapy in adult patients with dMMR recurrent or advanced EC
that has progressed on or after a platinum-containing regimen (10).
In the European Union and United Kingdom, dostarlimab (JEM-
PERLI) is approved as a monotherapy in adult patients with
recurrent or advanced dMMR/MSI-H EC that has progressed on
or after treatment with a platinum-containing regimen (11). These
approvals were based on the earlier interim analyses of the phase I
GARNET trial (NCT02715284; refs. 12, 13).

In this third and final interim analysis of GARNET, we report
objective response rate (ORR), duration of response (DOR), progres-
sion-free survival (PFS), and overall survival (OS) for dostarlimab in
two separate EC cohorts, patients with dMMR/MSI-H EC (cohort A1)
and patients with MMRp/MSS EC (cohort A2). Given the need for
biomarkers to reliably identify those patients likely to respond to anti-
PD-(L)1 pathway-targeted therapies, we also present the results of post
hoc exploratory analyses of putative clinical and molecular biomarkers,
including PD-LI expression as determined by combined positive score
(CPS), tumor mutational burden (TMB), and tumor molecular pro-
files, as an aid to predicting response to immunotherapy in patients
with EC.

Patients and Methods

Study design

GARNET is a phase I single-arm study of dostarlimab monotherapy
in patients with advanced and recurrent solid tumors from 123
international sites, as described previously (12). The initial parts of
the trial (Parts 1 and 2A) determined the recommended therapeutic
dose to be 500 mg by intravenous infusion every 3 weeks for four cycles,
then 1,000 mg by intravenous infusion every 6 weeks until disease
progression. Part 2B of the trial explored the antitumor activity and
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safety of dostarlimab in prespecified cohorts, including EC (cohorts A1
and A2). Data from the first and second prespecified interim analyses
including patients in the EC cohorts have been published prior to this
third and final interim analysis (12, 13).

For the EC cohorts, inclusion criteria included recurrent EC that
progressed on or after platinum doublet therapy, <2 prior lines of
treatment for recurrent or advanced disease, measurable disease at
baseline confirmed by central radiology review, and anti-PD-(L)1
naive. All histologic subtypes except sarcoma and carcinosarcoma
were eligible. The trial was performed in accordance with the principles
of the Declaration of Helsinki, Good Clinical Practices, and all local
laws. The study was overseen by an independent data and safety
monitoring committee. The study protocol and all amendments were
approved by an institutional ethics committee, institutional review
board, and/or appropriate authorities at each site. All patients pro-
vided written informed consent.

Patients were prospectively screened on the basis of MMR/MSI
testing results obtained using IHC, PCR, or NGS performed in a
certified local laboratory. For patients enrolled after protocol amend-
ment 5 (13), eligibility was determined by IHC performed in a local
laboratory or by central testing if local IHC testing was not available.
Central confirmation was not required for patients with local IHC
results. When results from more than one test (MMR or MSI) were
available, patients were classified by their MMR status. Patients
screened using MMR THC testing were not required to have MSI
testing performed. However, in cases where MMR testing was incon-
clusive (MMR unknown [MMRunk]), patients were classified by their
MSTI status. Patients with MSI-H and MMRunk EC were grouped with
the patients with dAMMR EC, and patients with MSS and MMRunk EC
were grouped with the patients with MMRp EC.

Sample size

As described previously, cohort Al was designed to enroll approx-
imately 100 patients with dMMR/MSI-H EC, with the potential for up
to 165 patients (12). Cohort A2 was designed to enroll approximately
125 patients with MMRp/MSS EC, with the potential for up to 250
patients (12).

For cohort Al, the null hypothesis (HO) that the true response
rate is <20% (P < 0.2) was tested against a one-sided alternative
hypothesis (HA) of >40% (P > 0.4). With 65 patients treated, the
cohort has a 92% power to rule out HO <20% ORR when the true
ORR is 40% at the 2.5% type I error rate (one-sided). The sample
size of cohort Al was increased to 100 patients, which allowed the
lower-limit boundary of the exact 95% confidence interval (CI) to
exclude a response rate of 25% or less, assuming the observed ORR
is 35%.

For cohort A2, a two-stage design was used. The null hypothesis that
the true response rate is <5% (HO: P < 0.05) was tested against a one-
sided alternative of 215% (HA: P > 0.15). In the first stage, 25 patients
were accrued. Because two or more responses were observed, approx-
imately 40 additional patients were accrued for an approximate total of
65 patients. This design yields a type I error rate of 10% (one-sided) and
a power of 87% when the true response rate is 15%. On the basis of
favorable clinical activity observed in cohort A2 during the first stage,
the sample size was increased as described above to allow for more
precise estimates of ORR with the lower limit of the exact 95% CI,
excluding a response rate of 15% or less.

Prespecified endpoints

The primary endpoints for both cohorts included evaluation of
antitumor activity of dostarlimab per ORR and DOR by blinded
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independent central review (BICR) using Response Evaluation Criteria
in Solid Tumors version 1.1 (RECIST v1.1).

The prespecified secondary endpoints for both cohorts included
PFS, OS, immune-related ORR (irORR), immune-related disease
control rate (irDCR), immune-related PFS (irPES), and irDOR based
on investigators’ assessment using immune-related RECIST (irRE-
CIST) and DCR based on BICR using RECIST v1.1.

Safety variables

Safety analyses included incidence of treatment-emergent adverse
events (TEAE); treatment-related adverse events (TRAE); immune-
related adverse events of interest (irAEI), including hypothyroidism,
increased alanine transaminase (ALT), increased aspartate transferase
(AST), arthralgia, and pneumonitis; and serious adverse events (SAE)
occurring while patients 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 (CTCAE) 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.

Translational analyses

The objective of the post hoc analyses was to evaluate the effect of
dostarlimab activity according to EC tumor CPS and molecular
profiling as predictors of response to anti-PD-(L)1 therapy. High
TMB (TMB-H) was defined as 210 mutations/Mb as determined by
the Foundation One test (Foundation Medicine, Inc.). CPS was
determined by VENTANA PD-L1 assay (Roche Diagnostics), with
CPS 21 corresponding to positive PD-L1 expression. Molecular
classification, including mutations in the POL¢ exonuclease (POLg)
genes and TP53, was performed using the Foundation One test.
Patients were classified according to molecular subtype, in a manner
similar to The Cancer Genome Atlas algorithm—first patients with
tumor POLe gene mutations [POLemut; missense alterations iden-
tified in the exonuclease domain of the POLe gene (between amino
acid residues 268-471, which includes common hotspot POLe
mutations P286R, S297F, V411L, A456P, and S459F)], then those
remaining were classified by MMR/MSI status (AMMR/MSI-H),
and then those without POLe mutations or MMR defects were
classified by TP53 mutation status (TP53mut; ref. 14). Patients with
available data who lacked tumor POLemut, MMR defects, or
TP53mut were classified as having no specific molecular profile
(NSMP).

Statistical analysis

All analyses included summary statistics, including the number and
percentage for categorical variables and the number of participants,
mean, SD, median, minimum, and maximum for continuous variables.
Two-sided 95% Cls are provided as appropriate. Time-to-event anal-
yses were performed using Kaplan-Meier (KM) methods. All analyses
were performed individually for each MMR tumor status (dMMR,
MMRp, and MMRunk).

All patients who received atleast one dose of dostarlimab by the data
cutoff date were included in the safety analysis population. All patients
who received at least one dose of dostarlimab, had measurable disease
at baseline (defined as the existence of at least one target lesion at
baseline tumor assessment by BICR), and were followed for at least
6 months as of the data cutoff date were included in the efficacy-
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evaluable population, regardless of whether the patient had a postbase-
line tumor assessment.

Data availability

Study documents and data will be made available within 6 months
of product approval/trial termination or publication obligation ful-
filled date (whichever is later) at https://vivli.org/ourmember/gsk/.
Enquiries about the availability of clinical studies that are not currently
listed on the site can be made via the enquiry form found at
https://vivli.org/ourmember/gsk/.

Results

Patients

The study was initiated on April 10, 2017, with enrollment in both
cohorts now complete. Data analysis was performed using a data
cutoff date of November 1, 2021. In total, 153 patients with dMMR or
MSI-H/MMRunk EC (cohort Al) and 161 patients with MMRp or
MSS/MMRunk EC (cohort A2) were enrolled and dosed with dos-
tarlimab (Supplementary Fig. S1).

Table 1. Primary endpoint analysis.

dMMR dMMR/MSI-H
dMMR/MSI-H EC (N =141) (N =143)
Median follow-up, months 27.6
ORR, n, % (95% ClI) 64, 45.4% 65, 45.5%
(37.0-54.0) (37.1-54.0)
Best confirmed response, n (%)
CR 22 (15.6) 23 (16.1)
PR 42 (29.8) 42 (29.4)
SD 21(14.9) 21(4.7)
PD 51(36.2) 51 (35.7)
NE 5(3.5) 6 (4.2)
DCR, n (%) 85 (60.3) 86 (60.1)
Median DOR (95% CI), months NR (38.9-NR) NR (38.9-NR)
Duration >12 months, n (%) 51(79.7) 52 (80.0)
Duration =24 months, n (%) 28 (43.8) 29 (44.6)

Probability of maintaining response (95% Cl)

At 12 months
At 24 months

93.1(82.7-97.4)
83.4 (70.3-91.0)

93.3 (83.0-97.4)
83.7 (70.8-91.2)

MMRp MMRp/MSS
MMRp/MSS EC (N =142) (N = 156)
Median follow-up, months 33.0
ORR, n, % (95% CI) 21,14.8% 24,15.4%
(9.4-21.7) (10.1-22.0)

Best confirmed response, n (%)

CR 4(2.8) 4(2.6)

PR 17 (12.0) 20 (12.8)

SD 28 (19.7) 29 (18.6)

PD 80 (56.3) 88 (56.4)

NE 13.(9.1) 15 (9.6)
DCR, n (%) 49 (34.5) 53 (34.0)
Median DOR (95% ClI), months 19.4 (7.3-38.1) 19.4 (8.2-NR)
Duration >12 months, n (%) 10 (47.6) 12 (50.0)
Duration =24 months, n (%) 6 (28.6) 8 (33.3)

Probability of maintaining response (95% Cl)

At 12 months
At 24 months

59.2 (34.7-77.2)
40.0 (17.7-61.5)

60.3 (37.5-77.0)
44.2 (22.7-63.8)

Abbreviations: CR, complete response; NE, not evaluable, includes patients with
abest response of not done; NR, not reached; PD, progressive disease; PR, partial
response; SD, stable disease.
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The demographic characteristics of the patients were generally
representative of patients with advanced or recurrent EC (Supple-
mentary Table S1). Patient demographics were similar between the
2 cohorts, except for disease histology (Supplementary Table S2).
Consistent with previous reports, low-grade endometrioid tumors
were the most common in the dIMMR/MSI-H cohort (64.3%), and
most patients in the MMRp/MSS cohort had a high-grade tumor
type, with serous histology being the most common histologic
subtype (40.4%).

Antitumor activity

The prespecified primary endpoint analysis is shown in Table 1. The
ORR was 45.5% in patients with dMMR/MSI-H EC and 15.4% in
patients with MMRp/MSS EC. The median DOR for patients with
dMMR/MSI-H EC had not been reached as of the data cutoff date

A

(median follow-up, 27.6 months), whereas the median DOR for
patients with MMRp/MSS EC was 19.4 months (Table 1). Patients
in both cohorts had durable responses; patients with dMMR/MSI-H
EChad a 93.3% probability of maintaining a response for =12 months,
and patients with MMRp/MSS EC had a 60.3% probability of main-
taining a response for >12 months (Fig. 1). DOR among responders for
each cohort is shown in Fig. 2, and best percent change from baseline
in target lesion size is shown in Supplementary Fig. S2. PFS and OS for
each cohort are shown in Supplementary Figs S3 and S4, respectively.
ORR was consistent regardless of histology (Supplementary Fig. S5).

A post hoc exploratory analysis in the IMMR/MSI-H and MMRp/
MSS cohorts of patients who received prior treatment only in the
adjuvant or neoadjuvant setting was also conducted. ORR was con-
sistent with that of the individual overall cohorts (Supplementary
Table S3).
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Figure 1.

Duration of response by cohort. Duration of response in patients with advanced or recurrent EC treated with dostarlimab monotherapy. Patients with (A) dAMMR/MSI-

H EC (Cohort A1) and (B) MMRp/MSS EC (Cohort A2). NR, not reached.
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Table 2. ORR stratified according to biomarkers.

Molecular classification, n/N (%; 95% CI)?

POLemut
dMMR/MSI-H
TP53mut
NSMP

2/5 (40.0%; 5.3-85.3)°
43/98 (43.9%; 33.9-54.3)
17/94 (18.1%; 10.9-27.4)
7/57 (12.3%; 5.1-23.7)

dMMR/MSI-H EC

MMRp/MSS EC

TMB, n/N (%; 95% ClI)
TMB-H
TMB-H by cohort
TMB-L
TMB-L by cohort
CPS (PD-L1 expression), n/N (%; 95% CI)
>1
>1 by cohort
<1
<1 by cohort
TMB and CPS, n/N (%; 95% Cl)
TMB-H and CPS > 1
TMB-H and CPS < 1
TMB-L and CPS > 1
TMB-L and CPS < 1

43/90 (47.8%; 37.1-58.6)

3/14 (21.4%; 4.7-50.8)

45/82 (54.9%; 43.5-65.9)
10/32 (31.3%; 16.1-50.0)

32/53 (60.4%; 46.0-73.5)
5/17 (29.4%; 10.3-56.0)
2/5 (40.0%; 5.3-85.3)

1/5 (20.0%; 0.5-71.6)

48/101 (47.5%; 37.5-57.7)

22/155 (14.2%; 9.1-20.7)

58/142 (40.8%; 32.7-49.4)

13/76 (17.1%; 9.4-27.5)

5/M (45.5%; 16.7-76.7)

19/141 (13.5%; 8.3-20.2)

13/60 (21.7%; 12.1-34.2)
3/44 (6.8%; 1.4-18.7)

4/6 (66.7%; 22.3-95.7)
0/1

9/54 (16.7%; 7.9-29.3)
3/42 (7.1%; 1.5-19.5)

?Patients with missing data for a subgroup were not included in calculations.

bBoth patients with POLemut tumors who responded also had dMMR/MSI-H tumors.

Post hoc biomarker subgroup analyses

We analyzed the efficacy of dostarlimab according to molecular
subtype when biomarker data were available. A total of 5 patients were
identified as POLemut subtype—3 patients with dMMR/MSI-H EC
and 2 patients with MMRp/MSS EC. Patients in the POLemut
molecular subgroup or dAMMR/MSI-H molecular subgroup showed
strong responses, 40.0% (2/5) and 43.9% (43/98), respectively
(Table 2). However, both patients in the POLemut molecular sub-
group who experienced a response were also dMMR. For patients in
both cohorts, 38.6% were AIMMR/MSI-H, 37.0% were TP53mut, and
22.4% were NSMP (Fig. 3A).

Response rates in the TP53mut and the NSMP molecular subgroups
were low at 18.1% (17/94) and 12.3% (7/57), respectively (Table 2). As
shown in Supplementary Fig. S6, DOR and PFS stratified by these
subgroups indicated that patients with dAMMR/MSI-H had a relatively
increased probability of maintaining a response at 12 and 24 months
compared with TP53 and NSMP molecular subtypes.

Information on TMB status was available for 97.4% of patients with
MMRp/MSS EC, but only for 62.7% of patients with dAIMMR/MSI-H
EC. TMB-H was more common in the dAMMR/MSI-H cohort; of the
patients with TMB status available, 86.5% (90/104) in the d(MMR/MSI-
H cohort were TMB-H compared with 7.2% (11/152) in the MMRp/
MSS cohort (Fig. 3B). Although TMB-H was infrequent in MMRp/
MSS tumors, ORRs in patients with TMB-H were high in both the
dMMR/MSI-H and MMRp/MSS cohorts, 47.8% (43/90) and 45.5% (5/
11), respectively (Table 2). Of the 11 patients in the MMRp/MSS
cohort who had TMB-H tumors, none were POLemut although 1 had a
mutation in POLDI.

Molecular and clinical characteristics of MMRp/MSS tumors that
exhibited a response are detailed in Table 3. Among the 24 responders
with MMRp/MSS EC, 5 were TMB-H; there were 2 POLemut patients
in the MMRp/MSS cohort and neither responded.

CPS 21 was frequent in both cohorts. For patients with CPS status
available, CPS >1 was observed in 71.9% (82/114) of patients with
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dMMR/MSI-H EC and 57.7% (60/104) of patients with MMRp/MSS
EC (Fig. 3C). Within each cohort, there was a nonsignificant trend
toward increased response rate for tumors with CPS 21 [54.9% (95%
CI,43.5-65.9;45/82) for AMMR/MSI-H EC, and 21.7% (95% CI, 12.1-
34.2; 13/60) for MMRp/MSS EC, Table 2].

When patients were stratified according to both TMB and CPS
status, patients whose tumors were TMB-H and CPS 21 had high
ORR regardless of MMR status—60.4% in dMMR/MSI-H EC (32/
53) and 66.7% in MMRp/MSS EC (4/6). Likewise, those that were
TMB-low (TMB-L) and CPS <1 had low ORR—20.0% in dMMR/
MSI-H EC (1/5) and 7.1% in MMRp/MSS EC (3/42). Patients with
one marker (TMB-H or CPS 21) had intermediate response rates,
47.8% (43/90) and 54.9% (45/82) in AMMR/MSI-H EC, respective-
ly, and 45.5% (5/11) and 21.7% (13/60) in MMRp/MSS EC, respec-
tively (Table 2).

Safety

The safety population included 314 patients with EC who had
received at least one dose of dostarlimab (Supplementary Table S4).
Dostarlimab was well tolerated, with an AE profile characteristic of
other anti-PD-1 therapies. There were no new safety signals
identified since the second interim analysis (12). Most TRAEs
were grade 1 or 2 and manageable, with fatigue (17.8%), diarrhea
(14.6%), and nausea (13.7%) being the most common. The most
common irTRAEs were hypothyroidism (8.3%), arthralgia (3.2%),
increased ALT (2.5%), and increased AST (2.2%). Grade >3 TRAEs
occurred in 17.6% of the 153 patients with dAMMR/MSI-H EC and
20.5% of the 161 patients with MMRp/MSS EC, with anemia being
the most frequent, observed in 3.2% of patients overall. Other grade
>3 TRAEs were asymptomatic elevation of ALT, AST, lipase, and
glucose. Grade >3 pneumonitis and fatigue occurred in 1.0% and
1.3% of patients, respectively. Of note, only 8.6% of patients discon-
tinued dostarlimab because of a TRAE. No deaths were associated
with dostarlimab in these cohorts.
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Figure 3.

Biomarker distribution in patients with advanced or recurrent EC treated with dostarlimab monotherapy. A, Percentage of EC tumors with molecular biomarkers in
merged cohorts, including POLemut, TP53mut, NSMP, or dMMR/MSI-H. B, TMB status of tumors in patients with dMMR/MSI-H EC (top) or patients with MMRp/MSS EC
(bottom). C, CPS of tumors in patients with dMMR/MSI-H EC (top) or patients with MMRp/MSS EC (bottom). D, Venn diagrams showing percentages of tumors with
TMB-H or CPS >1or both in patients with dMMR/MSI-H EC (top) or patients with MMRp/MSS EC (bottom). ®TMB status was available for 104 patients with dMMR/MSI-
H tumors and 152 patients with MMRp/MSS tumors. °CPS status was available for 114 patients with dAMMR/MSI-H tumors and 104 patients with MMRp/MSS tumors.
TMB-NA, tumor mutational burden results were not available or undetermined.
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Table 3. Molecular and clinical characteristics of MMRp/MSS tumors that exhibited a response.

MMR MsI Molecular

Responder BOR DOR (days) status status® TMB score CPS Histology subgroup
1 PR 804 MMRp MSS 6.3 3% Clear cell carcinoma NSMP

2 PR 389 MMRp MSS 7.57 15% Clear cell carcinoma NSMP

3 PR 590 MMRp MSS 3.78 5% Mixed TP53mut
4 PR 869+ MMRunk MSS 3.78 30% Serous TP53mut
5 PR 930+ MMRp MSS 83.22 10% Endometrioid type | NSMPP
6 PR 296 MMRp MSS 5.04 NA Endometrioid type I TP53mut
7 PR 1,436+ MMRunk MSS 16.39 NA Adenocarcinoma TP53mut
8 CR 834+ MMRp MSS 0 2% Serous TP53mut
9 CR 359 MMRp MSS 1.26 1% Serous TP53mut
10 PR 197 MMRp Unknown 3.78 1% Clear cell carcinoma TP53mut
1 PR 1,405+ MMRp MSS 13.87 70% Mixed carcinoma NSMP

12 PR 1,226+ MMRp MSS 7.57 NA Undifferentiated TP53mut
13 CR 1,160 MMRp MSS 5.04 NA Serous TP53mut
14 PR 134 MMRp MSS 1.26 NA Serous TP53mut
15 PR 462+ MMRp MSS 2.52 <1% Endometrioid type | NSMP

16 PR 251 MMRp MSS 7.57 30% Serous TP53mut
17 PR 47+ MMRp MSS 2.52 20% Serous TP53mut
18 PR 120 MMRunk MSS 3.78 NA Endometrioid type | TP53mut
19 PR 169 MMRp MSS 5.04 NA Serous TP53mut
20 CR 653 MMRp MSS 2.52 NA Serous TP53mut
21 PR 85 MMRp MSS 13.87 1% Serous NSMP
22 PR 221 MMRp MSS 5.04 0% Endometrioid type | NSMP
23 PR 266+ MMRp MSS 3.78 <1% Serous TP53mut
24 PR 361+ MMRp MSS 10.09 80% Mixed carcinoma TP53mut

Abbreviation: BOR, best overall response.
aMS| status was determined by FoundationOne CDX.
PTumor also had a mutation in POLDI.

Discussion

To our knowledge, this interim analysis comprises the largest
number of patients with advanced or recurrent EC despite prior
platinum-based doublet chemotherapy that were treated with immune
monotherapy reported to date. The results demonstrate that dostarli-
mab monotherapy in dMMR/MSI-H EC achieves clinically meaning-
ful outcomes and durable responses in patients who had previously
been treated with chemotherapy. Although the median DOR was not
reached for patients with dIMMR/MSI-H EC, our results indicate that
responses were durable regardless of MMR status and achieved with
low toxicity.

Both PFS and OS were numerically lower in the MMRp/MSS
cohort; however, in responders, the median DOR was 19.4 months.
Thus, for patients who responded to dostarlimab, the responses were
durable regardless of MMR status. The wide tails of the DOR curves in
both cohorts, as well as the PES curve in the AIMMR/MSI-H cohort, are
driven by the durability of responses (15-17).

The relatively low ORR (20.0%) observed in patients with dAMMR/
MSI-H EC with TMB-L and CPS <1 tumors is a finding of interest.
Similarly, the higher ORR (66.7%) observed in MMRp/MSS patients
with TMB-H and CPS 21 is a finding of interest. Although the numbers
in these subgroups are small, they suggest that the response to immu-
notherapy is more complex than the presence of a single biomarker.

Despite the limitations of cross-trial comparisons, it is valuable to
examine our results in the context of other treatment options for this
patient population. Second-line chemotherapy with paclitaxel in
paclitaxel-naive patients with recurrent EC was reported as achieving
an ORR 0f27.3% (95% CI, 15%-42.8%), DOR of 4.2 months, and OS of
10.3 months, with a grade >3 toxicity of 67% (18). Bevacizumab and
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paclitaxel combination therapy in the second-line setting with no
biomarker selection achieved an ORR of 13.5% (90% CI, 6.5%-27%),
median PFS of 4.2 months, and OS of 10.5 months, with grade >3
toxicity of 46% (19). The patients in the GARNET dMMR/MSI-H EC
cohort had similar characteristics to the 79 patients with dMMR EC
treated with pembrolizumab monotherapy every 3 weeks in the
KEYNOTE-158 single-arm trial (20). The responses and toxicity
reported were comparable with those achieved with dostarlimab
monotherapy in this study. Combination of pembrolizumab with
lenvatinib also achieved high ORR in 65 patients with dMMR EC
enrolled in the phase III randomized controlled KEYNOTE-775
trial (16); however, the high toxicity reported may not justify use of
this combination in patients with dMMR EC. Studies of other immune
therapies have comprised only a small number of patients with dMMR
EC (n = 13-35) with short-term follow-up (21-23). Given the durable
responses achieved and low toxicity observed with dostarlimab in this
study, initiating a randomized control trial with second-line chemo-
therapy as a comparator would be ethically questionable.

No new safety signals were observed during the follow-up period in
this study; the safety profile of dostarlimab remained favorable and
consistent with prior interim analyses and with the known safety
profile for this drug class. Discontinuations due to TRAEs were low
(8.6%). When the efficacy and safety profiles are considered, dostarli-
mab monotherapy offers a favorable benefit:risk profile in dMMR/
MSI-H EC.

Since the GARNET trial was designed, there has been a shift in how
EC is categorized, with molecular profiling becoming increasingly
important (24-26). As dMMR is the second largest molecular sub-
group of EC with the second worst prognosis (27), the long-term
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efficacy and safety results derived from the GARNET dMMR popu-
lation is encouraging. Notably, dostarlimab is the only anti-PD-1
therapy to date to report efficacy and clinical safety based on a 6-week
dosing regimen, which has the potential to reduce burden on patients,
caregivers, and the healthcare system.

TMB has been shown to be a predictor of response to anti-PD-1
therapies across various solid tumor types (28). Our biomarker
analysis suggests that TMB-H may be a reliable predictor of response
to dostarlimab, independent of MMR status. TMB and PD-L1 expres-
sion have been used independently as predictors of response to anti-
PD-1 therapies; however, considering these markers together may
provide improved predictive utility (29). Elevated PD-L1 expression
(CPS 21) is often used as a predictive biomarker of response to anti-
PD-L1 therapies in other tumor types; however, CPS has not been
widely used clinically for patients with EC (30, 31). There was a trend
toward improved response in patients with TMB-H and CPS 21
relative to those with TMB-L or CPS <1, regardless of MMR status,
suggesting that presence of both tumor neoantigens as a consequence
of TMB-H status and a permissive tumor microenvironment due to
CPS 21 enhance the likelihood of response to dostarlimab. POLemut
has been indicated as a potential prognostic marker in EC (32, 33);
however, no association could be made in the present analysis, as a
limited number of patients had POLemut tumors (n = 5) and all
responders were dMMR/MSI-H.

There are some important limitations in the analyses presented.
First, GARNET was launched as a phase I single-arm trial without a
comparator arm in patients with EC that had progressed beyond
platinum-based doublet chemotherapy. As the dIMMR/MSI-H and
MMRp/MSS cohorts were enrolled separately, the distribution of
patients is not intended to be representative of the distribution of
these biomarkers in the general EC population. Beyond dMMR/MSI-
H and MMRp/MSS, data from the other biomarkers reported are from
post hoc analyses that were not sufficiently powered to determine a
difference in response rate between subgroups. Finally, not all patients
had a complete biomarker profile available.

Conclusion

The efficacy and safety data from this large trial of immunotherapy
in patients with dMMR EC that had progressed on or after platinum-
based chemotherapy establishes dostarlimab monotherapy as a valu-
able treatment option for this patient population. Predicting responses
in patients with MMRp/MSS EC remains a challenge; however,
additional biomarker analyses, including PD-L1 expression, TMB, or
tumor profiling, may identify those most likely to benefit from PD-1
inhibitor monotherapies. Beyond this, combination therapies may
expand treatment options available to patients with MMRp/MSS EC.
The ongoing phase III RUBY part 1 trial (NCT03981796), which
evaluates carboplatin-paclitaxel in combination with dostarlimab
versus carboplatin-paclitaxel alone in frontline primary advanced or
recurrent EC regardless of MMR status, met its primary endpoint and
showed significantly improved PFS outcomes in this population with
substantial benefit seen in AMMR/MSI-H tumors (34).
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