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Introduction
	● Management of advanced endometrial cancer after failure with platinum 
therapy remains a challenge

	– Approximately 25% of endometrial cancers are microsatellite 
instability-high (MSI-H) or deficient mismatch repair1

	– Tumors characterized by DNA repair abnormalities are associated 
with high numbers of neoantigens,2 making immunotherapy such 
as programmed cell death 1 (PD-1) inhibitors a promising approach 
based on available clinical evidence3–6

	● Overcoming emerging resistance to checkpoint inhibitors (CPI) through 
combination therapy with novel, targeted agents is an emerging 
clinical need

Rationale
	● Retifanlimab is an investigational humanized immunoglobulin G4 
monoclonal antibody against PD-1

	– Retifanlimab monotherapy demonstrated acceptable tolerability 
and durable clinical benefit in various advanced solid tumor types, 
including MSI-H pretreated endometrial cancer, in the POD1UM-101 
phase 1 study7

	– Preliminary results from POD1UM-101 in the cohort of patients with 
MSI-H endometrial cancer are presented at this meeting (Berton et al. 
SITC 2020, Abstract 586)

	● Epacadostat, a highly potent, selective inhibitor of indoleamine 
2,3-dioxygenase-1 (IDO1), acts by shifting tumor microenvironment 
away from an immunosuppressive state

	– IDO1 is highly expressed in multiple tumor types; in an endometrial 
carcinoma study, 25% of endometrial tumors were IDO-positive; 43% 
of these were programmed cell death protein ligand 1 co-positive8

	– In murine tumor models, IDO inhibition showed marked synergy with 
CPIs and greater effect on shrinking tumor volume compared with 
CPIs alone9

	– Epacadostat has been investigated in patients with advanced 
malignancies as monotherapy and in combination with an anti–PD-1 
antibody with a tolerable safety profile10,11

	● Pemigatinib, a fibroblast growth factor receptor (FGFR) 1, 2, and 3 
inhibitor, has demonstrated activity in tumor models and clinical benefit 
in cancers with genetic alterations in FGFR12,13

	– 10–16% of endometrial cancers harbor FGFR2 mutation14 

Study Objectives
Primary

	● To evaluate antitumor activity of retifanlimab monotherapy in Group A
Secondary

	● To further evaluate clinical efficacy of retifanlimab monotherapy in Groups 
A and B, and to evaluate clinical activity in combination Groups C and D

	● To evaluate the safety and tolerability of retifanlimab as monotherapy 
and in combination
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Study Design and Treatment
	● Phase 2, nonrandomized, open-label, multicenter, umbrella study (NCT04463771)

	● Patients will be enrolled in 4 treatment groups, based on prior CPI exposure and tumor characteristics

	● Patients may continue to receive treatment in 28-day cycles for up to 26 cycles, if they continue to derive benefit and do not 
meet any study withdrawal criteria

Figure 1. Study Treatment Groups
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*Patients eligible to retifanlimab monotherapy will first be considered for Group A until fully enrolled, unless they do not meet MSI-H criteria.
†Patients in Group A or Group B who experience disease progression on retifanlimab monotherapy may be eligible for further treatment with one of the combination regimens in Group C or Group D.
CPI, checkpoint inhibitor therapy; dMMR, deficient mismatch repair; FGFR, fibroblast growth factor receptor; MSI-H, microsatellite instability-high; POLE, DNA polymerase epsilon.

Table 1. Key Eligibility Criteria

Inclusion Criteria Exclusion Criteria 
•	Patients ≥18 years of age

•	Histologically confirmed advanced and/or metastatic endometrial cancer, 
with disease progression on or after ≥1 platinum-containing regimen

•	Groups A and B: no previous treatment with a PD-(L)1 inhibitor

•	Group A: tumor tissue tested as MSI-H

•	Group B: tumor tissue tested as dMMR or ultra-mutated POLE

•	Group D: tumor tissue tested as having an FGFR mutation or alteration

	- FGFR1–3 in-frame fusions with an intact kinase domain

	- FGFR2 rearrangements with an intact kinase domain

	- Known or likely activating mutations (excluding kinase domain) in 
FGFR1–3

•	ECOG performance status ≤1

•	Measurable disease (≥1 tumor lesion) per RECIST v1.1

•	Provide tumor tissue sample

•	Groups A and B: histologically confirmed diagnosis of carcinosarcoma 
of the uterus

•	Histologically confirmed diagnosis of sarcoma of the uterus

•	Disease eligible for potentially curative treatment with standard 
chemotherapy, chemoradiotherapy, or surgical resection

•	Prior therapy toxicity not recovered to ≤ grade 1 or baseline (excluding 
alopecia or anemia not requiring transfusion support)

•	Groups C and D: immune-related toxicity during prior CPI therapy 
where permanent discontinuation of therapy is recommended, OR 
severe immune-related toxicity requiring intensive or prolonged 
immunosuppression to manage

•	Group C: serotonin syndrome history after receiving ≥1 serotonergic drug

•	Group D: prior exposure to selective FGFR inhibitor; history of calcium 
or phosphate homeostasis disorder or systemic mineral imbalance with 
ectopic calcification of soft tissues; current corneal or retinal disorder

CPI, checkpoint inhibitor; dMMR, deficient mismatch repair; ECOG, Eastern Cooperative Oncology Group; FGFR, fibroblast growth factor receptor; MSI-H, microsatellite instability-high; PD-(L)1, programmed cell death protein (ligand) 1; 
POLE, DNA polymerase epsilon; RECIST, Response Evaluation Criteria in Solid Tumors.

Table 2. Study Endpoints

Primary •	Group A: ORR according to RECIST v1.1 as determined by ICR

Secondary •	Group A: DOR, DCR, PFS, and OS according to RECIST v1.1  
as determined by ICR

•	Group B: ORR, DOR, DCR, PFS, and OS according to  
RECIST v1.1 as determined by ICR

•	Groups C and D: ORR according to RECIST v1.1 as determined  
by investigator

•	All groups: safety, tolerability (AEs, SAEs, laboratory results)

Exploratory •	Groups C and D: DOR, DCR, PFS, and OS according to RECIST 
v1.1 as determined by investigator; ORR may also be determined 
by investigator assessment of radiographic disease per iRECIST

•	Groups A and B: quality-of-life questionnaires

•	PK of each study drug
•	Antidrug antibody development to retifanlimab
•	Association of baseline biomarkers with treatment outcomes

AE, adverse event; DCR, disease control rate; DOR, duration of response; ICR, independent central review; iRECIST, modified Response Evaluation Criteria in Solid Tumors for immune-based therapeutics; ORR, objective response rate; OS, overall survival; PFS, progression-free 
survival; PK, pharmacokinetics; RECIST, Response Evaluation Criteria in Solid Tumors; SAE, serious adverse event.

Figure 2. POD1UM-204 Study Participating Countries*

Summary
	● This ongoing multicenter, open-label, phase 2 umbrella study (POD1UM-204) is investigating the efficacy and 
safety of retifanlimab alone or in combination with other immunotherapy or targeted agents in patients with 
advanced/metastatic endometrial cancer that has progressed on or after platinum-based chemotherapy

	● In total, up to ~220 patients are anticipated to be enrolled
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