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Introduction
 ● Endometrial cancer is the sixth most common cancer in women worldwide1

 ● Recurrent or metastatic endometrial cancer has limited treatment options and poor 
prognosis, with 5-year survival rate around 17%2

 ● Approximately 25% of endometrial cancers are microsatellite instability-high (MSI-H) 
or deficient mismatch repair (dMMR)3

 – Tumors characterized by abnormalities in DNA repair are associated with high 
numbers of neoantigens, making immunotherapy with programmed cell death 1 
(PD-1) inhibitors an attractive option based on emerging clinical evidence4

 – Objective response rates (ORRs) ranging from 26.7% to 57.1% have been reported 
for avelumab, durvalumab, dostarlimab, and pembrolizumab in MSI-H/dMMR 
pretreated advanced endometrial cancer; median (range) duration of response 
(DOR) with pembrolizumab was reported as not reached (2.9 to 27+) months5–8

 ● Retifanlimab (INCMGA00012) is an investigational humanized immunoglobulin G4 
monoclonal antibody against human PD-1, designed to sustain/restore T-cell 
antitumor function9

 – In the ongoing first-in-human POD1UM-101 study (NCT03059823), retifanlimab 
monotherapy demonstrated acceptable tolerability and durable clinical activity 
in multiple advanced tumor types, including pretreated unselected endometrial 
cancer10,11

 ● The present interim analysis reports safety and clinical activity of retifanlimab 
500 mg every 4 weeks (Q4W; recommended phase 2 dose) in the cohort of patients 
with MSI-H recurrent endometrial cancer from POD1UM-101

Objectives (Cohort-Expansion Phase)
Primary

 ● Safety and tolerability
Secondary

 ● Pharmacokinetics and immunogenicity (previously reported), antitumor activity by 
ORR, DOR, progression-free survival, and overall survival

Exploratory
 ● Determination of programmed cell death ligand 1 (PD-L1) expression and immune 
cell infiltration and their relationship to clinical response

Methods
Study Design

 ● Phase 1, open-label, dose-escalation, and cohort-expansion study (Figure 1)

Figure 1. POD1UM-101 Study Design*
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*Patients could receive retifanlimab for up to 26 cycles (1 cycle = 4 weeks). Treatment post progression was allowed per immune-related Response Evaluation Criteria in 
Solid Tumors.
†The following histologies of soft tissue sarcoma were allowed: undifferentiated pleomorphic sarcoma (including malignant fibrous histiocytoma), de-differentiated or poorly 
differentiated liposarcoma, synovial sarcoma, or rhabdomyosarcoma.
dMMR, deficient mismatch repair; MSI-H, microsatellite instability-high; NSCLC, non-small cell lung cancer; Q2W, every 2 weeks; Q3W, every 3 weeks; Q4W, every 4 weeks.
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Key Eligibility Criteria (MSI-H or dMMR Endometrial Cancer Cohort)
Inclusion
 ● Patients ≥18 years of age with histologically proven, unresectable recurrent 
endometrial cancer that was MSI-H or dMMR based on local testing (either by 
polymerase chain reaction or immunohistochemistry)

 ● Measurable disease per Response Evaluation Criteria in Solid Tumors 
(RECIST) v1.1 

 ● Disease progression during or following 1 to ≤5 prior systemic treatments (prior 
neoadjuvant chemotherapy, adjuvant chemotherapy, or definitive chemoradiation 
therapy will be considered a separate line of treatment if the time to disease 
recurrence is less than 12 months from the start of the corresponding therapy; prior 
hormonal therapy will be considered a separate line of therapy)

 ● Tumor specimen collection for retrospective central confirmation of MSI-H/dMMR 
status and testing PD-L1 expression

 ● Eastern Cooperative Oncology Group performance status 0 or 1
 ● Adequate liver and renal laboratory parameters

Exclusion
 ● Patients with symptomatic or untreated central nervous system metastases
 ● Prior treatment with immune checkpoint inhibitor
 ● Clinically significant cardiovascular, gastrointestinal, or pulmonary conditions
 ● Corticosteroids (prednisone ≥10 mg/day) or immunosuppressant drugs within 
14 days prior to study drug initiation

 ● History of suspected autoimmune disease
Assessments

 ● Safety and tolerability were evaluated based on adverse events (AEs) per Common 
Terminology Criteria for Adverse Events version 4.03

 – AEs of special interest include grade ≥3 infusion-related reactions or cytokine 
release syndrome, grade ≥2 immune-related AEs, and abnormal liver enzymes 
that meet the criteria for potential Hy’s law

 ● Response was assessed by the investigator every 8 weeks for the first 24 weeks 
and every 12 weeks thereafter, per RECIST v.1.1

 – An interim futility analysis was planned when approximately 25 patients were 
assessable for response (ie, patients who have at least 2 postbaseline tumor 
assessments or discontinued the study early) according to RECIST v1.1

Results
Patients

 ● As of April 7, 2020, the data cutoff date, 44 patients were enrolled in the MSI-H 
or dMMR endometrial cancer cohort based on local testing and treated with 
retifanlimab (safety population)

 – Of these patients, 24 were fully assessable for response at the planned interim 
analysis

 ● Patient demographics and disease characteristics are presented in Table 1
 ● At the data cutoff, 27 patients (61.4%) were on treatment

 – 17 of 44 patients (38.6%) discontinued treatment; primary reason for 
discontinuation was progression (12 patients [27.3%]), and 3 patients (6.8%) 
discontinued due to AEs

Drug Exposure 
 ● Patients received a median (range) of 3 (1–13) infusions of retifanlimab 500 mg Q4W
 ● Median (range) duration of treatment was 1.9 (0.03–11.1) months

Safety and Tolerability
 ● Thirty-three patients (75.0%) had at least 1 AE (all-grade, regardless of causality; 
Table 2), with asthenia being the most common AE (n = 7, 15.9%)

 – Twenty patients (45.5%) had at least 1 treatment-related AE, with asthenia and 
fatigue being the most common (each n = 4, 9.1%)

 ● Eight patients (18.2%) experienced grade 3/4 AEs regardless of causality, with 
anemia being the most common AE (n = 3, 6.8%) 

 ● Two patients (4.5%) had immune-related AEs, which led to study drug 
discontinuation in both patients (grade 3 dry mouth and grade 3 myositis)

Table 1. Baseline Characteristics of MSI-H or dMMR Endometrial Cancer Cohort (Safety-Evaluable 
Population)

Variable N = 44

Age, median (range), y 63 (49–86)

Race, n (%)
White
Other*

35 (79.5)
9 (20.5)

ECOG PS, n (%)†

0
1

22 (50.0)
20 (45.5)

Histology, n (%)‡

Adenocarcinoma 44 (100)

MSI-H/dMMR expression, n (%)§ 44 (100)

Prior systemic therapy, n (%) 43 (97.7)II, ¶

Prior lines of therapy, n (%)
Adjuvant
Neoadjuvant
First-line therapy
Second-line therapy
Third or further lines of therapy

12 (27.3)
4 (9.1)

17 (38.6)
10 (22.7)

4 (9.1)

Prior radiotherapy, n (%) 32 (72.7)

Prior surgery, n (%) 40 (90.9)
*Includes Asian (n = 1) and Other (n = 8). †Two patients had ECOG PS of 2. ‡Histology for 2 patients was verified after the data cutoff. §MSI or MMR status were tested locally 
by the sites using either PCR or IHC methods, respectively. IISeven out of 43 patients received prior hormonal therapy. ¶One patient was naive to any systemic therapy and was 
considered a protocol deviation.
dMMR, deficient mismatch repair; ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; MSI-H, microsatellite instability-high; 
PCR, polymerase chain reaction.

Table 2. Summary of AEs (Safety-Evaluable Population)

AE, n (%) N = 44

AE (all grade, treatment-related and -unrelated)
Treatment-related AE

33 (75.0)
20 (45.5)

Grade ≥3 AEs (treatment-related and -unrelated)
Grade ≥3 treatment-related AE

8 (18.2)
4 (9.1)

Serious AEs (all grade, treatment-related and -unrelated)
Serious treatment-related AE

6 (13.6)
1 (2.3)*

AEs leading to drug discontinuation 3 (6.8)

AEs leading to drug interruption 5 (11.4)

AEs leading to death (unrelated to treatment) 1 (2.3)†

AEs of special interest (all immune-related) 2 (4.5)
*One patient had a serious treatment-related AE of myositis. †One patient had an AE of hypotension in the context of adrenal lesions, and pre-existing and persisting 
hyperkalemia, which led to a fatal outcome.
AE, adverse event.
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Antitumor Activity
 ● The best percentage change from baseline in target lesion size among evaluable patients is shown in Figure 2
 ● Treatment durations of individual evaluable patients are shown in Figure 3
 ● Median DOR was not reached, as no confirmed responders had disease progression or died at the time of this analysis

Figure 2. Best Percentage Change From Baseline in Target Lesion Size (Sum of Diameters) for Individual Patients*
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Confirmed best objective response is shown for each patient; upper limit of dotted line indicates a criterion for PD (≥20% increase in sum of target lesion diameters) and lower limit indicates a criterion for PR (≥30% decrease in sum of target lesion diameters).
*Of 44 patients enrolled in the study, 29 patients are shown on the plot; 15 patients not shown had missing baseline or postbaseline target lesion assessments. †Patient was considered to have a best objective response of SD, as the patient did not have 
the second postbaseline assessment of PR confirmed at the time of this analysis. 
CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease.

Figure 3. Duration of Treatment and Best Objective Responses*
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*Of 44 patients, 31 patients are shown on the plot; 13 patients not shown did not have any postbaseline tumor assessments. Six out of the 8 responders remain on treatment.
CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease.

Conclusions
 ● Retifanlimab was generally well tolerated in patients with previously treated and recurrent MSI-H/dMMR endometrial cancer and has shown a safety profile consistent with previously reported data10,11

 – AEs of special interest, including immune-related AEs, were consistent with available clinical experience with PD-1/PD-L1 inhibitors 
 ● In this ongoing cohort, preliminary activity in patients with previously treated and recurrent MSI-H/dMMR endometrial cancer is encouraging
 ● Results support further clinical investigation of retifanlimab in patients with endometrial cancer
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