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Objectives
The objective of this analysis was to compare the efficacy and safety of
dostarlimab as a 2L treatment in pts with A/R EC from the GARNET trial with
that of doxorubicin from ZoptEC, using inverse probability of treatment
weighting (IPTW) methodology
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Table 1. Baseline characteristics for main analysis dataset

Characteristic GARNET cohort A1 (N=92) ZoptEC (N=233)

Age, years (SD) 63.3 (8.6) 63.7 (8.9)

BMI, kg/m2 (SD) 29.0 (7.7)* 30.8 (8.1)†

Race, % white§ 79.3 93.6

Histology‡, % endometrioid 68.5 63.1

FIGO stage, % advanced (III–IV) 50.0 27.5

ECOG PS, % 1 58.7 48.9

BMI, body mass index; ECOG PS, Eastern Cooperative Oncology Group performance status; FIGO, International Federation of 
Gynecology and Obstetrics; pts, patients; SD, standard deviation.
*n=3 pts with missing BMI. †n=4 pts with missing BMI. ‡Pts with endometrial/uterine sarcomas were excluded. §Race was not 
reported for 12 pts in ZoptEC.

Study design

Study populations

• An SLR identified ZoptEC as a suitable comparator trial for GARNET based
on general similarities in pt populations and study endpoints

• Pt-level data and study variables from GARNET dMMR/MSI-H EC Cohort A1
and the ZoptEC doxorubicin control arm were merged

• GARNET is an open-label, single-arm, Phase I study – the GARNET cohort
included pts with dMMR/MSI-H EC and an Eastern Cooperative Oncology
Group (ECOG) performance status (PS) of ≤1, who progressed on or
after platinum doublet therapy, and had ≤2 prior lines of chemotherapy for
A/R disease

• The ZoptEC trial was an open-label, randomized, Phase III study – its
doxorubicin control arm included pts with A/R EC, an ECOG PS ≤2, who
progressed after first-line platinum doublet therapy (PBCT + taxane)

• MMR/MSI status was not available for pts in the ZoptEC trial, and so was not
included as a variable for analysis

Outcome measures

• The primary endpoint for comparison was overall survival (OS), defined as the
time from first dose of study treatment to death by any cause

• Secondary endpoints were progression-free survival (PFS), objective
response rate (ORR), duration of response (DoR) per Response Evaluation
Criteria in Solid Tumors (RECIST) v1.1, time-to-deterioration (TTD) in quality
of life (QoL; ≥10-point decrease using EORTC QLQ-C30), and adverse
events (AEs)

Conclusions

• Improved OS was observed with dostarlimab compared with doxorubicin

in pts with A/R EC

• Dostarlimab and doxorubicin safety profiles were consistent with

previous studies

• There are inherent limitations with this type of comparison. IPTW is not a

replacement for direct head-to-head comparison in a randomized

controlled trial. Despite mASM, inter-study differences in assessment

timing may impact results. A lower number of pts received dostarlimab

compared with doxorubicin. There could also be an unknown impact of

doxorubicin on MMR/MSI status

• Overall, this ITC suggests a favorable benefit:risk profile for dostarlimab

in pts with dMMR/MSI-H A/R EC
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Methods
Figure 1. Analysis population for each dataset

DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; 

PBCT, platinum-based chemotherapy; pts, patients; QoL, quality of life; TTD, time-to-deterioration.

*Excluding pts who did not receive a doxorubicin dose (n=6). †Excluding pts who received >1 prior line of PBCT (n=37). 
‡Excluding pts who had follow-up >36 months (n=4), ECOG PS ≥2, or missing ECOG PS. §Excluding pts who did not 

achieve a response (GARNET n=52; ZoptEC n=201). ¶Excluding pts who did not have a baseline and subsequent QoL 

score (GARNET n=30; ZoptEC n=45).

Analysis populations

• Datasets used for different endpoints are shown in Figure 1

• The baseline characteristics for the main analysis dataset (GARNET N=92;
ZoptEC N=233) are shown in Table 1

Efficacy

• Dostarlimab was associated with a significantly increased OS compared with

doxorubicin (Figure 2)

Safety

• There were similar rates of SAEs with dostarlimab and doxorubicin (adjusted

matched OR 1.30 [95% CI: 0.77–2.19; p=0.321]) (Table 2)

• Common Terminology Criteria for AEs (CTCAE) Grade ≥3 TEAEs were reported

significantly less often in pts receiving dostarlimab compared with doxorubicin

(adjusted matched OR 0.29 [95% CI: 0.18–0.49; p<0.0001]) (Table 2)

• AEs were consistent with known AEs related to dostarlimab and doxorubicin or in

pts with advanced/recurrent cancers (Table 2)

Table 2. Rates of AEs in pts treated with dostarlimab (GARNET) versus 

doxorubicin (ZoptEC) 

Type of AE
GARNET
(N=129)

ZoptEC
(N=249)

SAEs, % (95% CI) 34.1 (26.0–43.0) 30.1 (24.5–36.3)

CTCAE Grade ≥3 TEAEs, % (95% CI)

Abdominal pain

Anemia

Fatigue

Leukopenia

Nausea

Neutropenia

Neutrophil count decrease

Vomiting

WBC count decrease

48.1 (39.2–57.0)

7 (5.4)

19 (14.7)

1 (0.8)

2 (1.6)

NR

2 (1.6)

NR

NR

NR

78.3 (72.7–83.3)

4 (1.6)

38 (15.2)

14 (5.6)

45 (18.1)

13 (5.2)

112 (45.0)

25 (10.0)

13 (5.2)

20 (8.0)

AE, adverse event; CI, confidence interval; CTCAE, Common Terminology Criteria for AEs; NR, not reported; SAE, serious 
adverse event; TEAE, treatment-emergent AE; WBC, white blood cell.

Figure 2. KM Curves for OS with adjusted stabilized-IPTW in pts treated with 

dostarlimab versus doxorubicin*

CI, confidence interval; HR, hazard ratio; IPTW, inverse probability of treatment weighting; KM, Kaplan-Meier; 
NR, not reached; PFS, progression-free survival; TRT, treatment.
*Cox proportional hazards model could not be performed because proportional hazards assumption was violated (p<0.05), 
so accelerated failure time model with Weibull distribution was used.
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• Pts receiving dostarlimab had a better ORR than those treated with doxorubicin

(43.5% [95% CI: 33.2–54.2] vs 13.7% [95% CI: 9.6–18.8]; adjusted OR 0.19

[95% CI: 0.11–0.33; p<0.0001] and RR 0.30 [95% CI: 0.20–0.44; p<0.0001]), and

a longer DoR (not reached [NR] [95% CI: NR–NR] vs 8.4 months [95% CI:

4.9–11.0]; HR 0.04 [95% CI: 0.01–0.20; p<0.0001])

• Median TTD in QoL was also longer for pts treated with dostarlimab versus

doxorubicin (NR [95% CI: 2.47 months–NR] vs 4.5 months [95% CI: 4.1–5.4];

HR 0.58 [p=0.0011])

Safety analysis population 

GARNET n=129 

ZoptEC n=249*

Main analysis population 

GARNET n=92†

ZoptEC n=233‡

DoR analysis population 

GARNET n=40†§

ZoptEC n=32*‡§

TTD in QoL analysis population 

GARNET n=62†¶

ZoptEC n=188*‡¶

Data and statistical analysis

• The main analysis dataset (used for OS and ORR) was matched according to

eligibility criteria and included all pts with follow-up <36 months with a known

ECOG PS ≤1

− Main analysis population was N=92 for GARNET and N=233 for ZoptEC

− The safety population included all pts who received study drug in GARNET

Cohort A1 (N=129) and the ZoptEC doxorubicin control arm (N=249)

• Modified assessment-scheduled matching (mASM) was used for PFS and

DoR due to variation in assessment timing between GARNET and ZoptEC9

− Assessments were shifted forward for TTD in QoL without

proportional weighting

• Treatment effectiveness was calculated for the main analysis dataset using

stabilized-IPTW, a multi-step estimation procedure designed to control for

confounding biases introduced by lack of randomization in ITCs

• OS was assessed comparatively using Kaplan-Meier (KM) analysis and a

Cox proportional hazards regression model was used to estimate the

stabilized-IPTW adjusted hazard ratio (HR) for OS of dostarlimab compared

with doxorubicin

• PFS, DoR, and TTD in QoL were assessed comparatively using KM analysis

and a Cox proportional hazards regression model with stabilized-IPTW

by mASM

• If assumptions for Cox proportional hazards models were violated, an

accelerated failure time (AFT) model with a Weibull distribution of survival

time was used

• Descriptive analyses were used for ORR, treatment-emergent AEs (TEAEs),

serious AEs (SAEs), and Grade ≥3 AEs

− For comparison, the odds ratio (OR) and relative risk (RR) were assessed

using logistic regression with stabilized-IPTW

• The Clopper-Pearson method was used for 95% confidence interval

(CI) estimates

Figure 3. KM curves for PFS with adjusted stabilized-IPTW in pts treated with 

dostarlimab versus doxorubicin

• Endometrial cancer (EC) is the most common gynecologic cancer in the
United States (US) and the European Union (EU), and prognosis is poor for
patients (pts) with advanced/recurrent (A/R) disease1,2

• There is no clear standard-of-care second-line (2L) treatment following first-
line platinum-based chemotherapy (PBCT)1

− Chemotherapies such as doxorubicin have been commonly used in this
setting, but are often associated with significant toxicity and a low response
rate (10–15%)1

• In approximately 25% of pts with EC, tumors are mismatch repair
deficient (dMMR) and/or microsatellite instability-high (MSI-H), leading to
increased mutation rates and enhanced targeting of tumor cells by activated
immune cells3,4

− Immune checkpoint inhibitors such as anti-programmed death
(PD)-(ligand [L])1 therapies may increase immune system response
to dMMR/MSI-H tumors

• In cohort A1 of the GARNET trial (NCT02715284), monotherapy with the
anti-PD-1 antibody dostarlimab demonstrated promising efficacy in pts with
dMMR/MSI-H A/R EC, with a manageable safety profile5

− As a result, dostarlimab received approval for dMMR A/R EC in the US
and Europe6,7

• However, dostarlimab efficacy and safety have not been compared to any
commonly used therapies for 2L treatment of A/R EC

− In the absence of head-to-head trials, data from separate, similar studies
can be evaluated in an indirect treatment comparison (ITC)8

− The ZoptEC trial (NCT01767155), which had a doxorubicin control arm,
was identified during a systematic literature review (SLR) as having a
similar pt population to GARNET

• Median PFS was longer for dostarlimab than doxorubicin (Figure 3)

Results
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Median OS (95% CI), 

months
HR (95% CI)

Dostarlimab NR (18.0–NR) 0.41 (0.28–0.61)

p<0.0001Doxorubicin 11.2 (10.0–13.1)
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CI, confidence interval; HR, hazard ratio; IPTW, inverse probability of treatment weighting; KM, Kaplan-Meier; 
NR, not reached; OS, overall survival; pts, patients; TRT, treatment.
*Number at risk with IPTW adjustment may differ slightly from the total sample size.


