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Background: Retifanlimab (ZynyzTM) is a programmed death receptor-1 (PD-1)e
blocking antibody recently approved in the United States for the treatment of adult
patients with metastatic or recurrent locally advanced Merkel cell carcinoma.
POD1UM-101 (NCT03059823) is an ongoing first-in-human dose finding and cohort
expansion study in patients with advanced solid tumours. We have previously re-
ported significant clinical activity with safety for retifanlimab representative of the
class in the MSI-H or dMMR endometrial cancer expansion cohort (Berton D, SITC
2021). We present final study results.

Methods: Eligible patients had histologically proven, unresectable recurrent/meta-
static MSI-H or dMMR endometrial cancer, Eastern Cooperative Oncology Group
performance status (ECOG PS) �1, disease progression during or following 1 to �5
prior systemic treatments, measurable disease (per RECIST v1.1), and were naïve to
prior immune checkpoint inhibitors. MSI-H and dMMR status were centrally
confirmed. Patients received retifanlimab 500 mg every 4 weeks for up to 2 years. The
primary study endpoint was safety. Confirmed best overall response and duration of
response were evaluated by independent central reviewer (ICR).

Results: A total of 76 patients with centrally confirmed MSI-H (65 [85.5%]) or dMMR
(11 [14.5%]) disease were enrolled, with the last patient initiating treatment on 29
December 2020. Median age was 67 (range 49e88) years, 70 (92%) had endometrioid
histology, 67 (88%) had metastatic disease, and 61 (80%) had visceral metastases.
Most patients had received prior radiotherapy (54 [71%]) or surgery (68 [90%]). All
patients except for one, had received prior chemotherapy for advanced disease with
33 (43.4%) patients receiving �2 prior systemic therapies. The overall response rate
by ICR was 43% (95% CI: 32e55). Final results for this cohort including safety and
secondary efficacy endpoints will be presented.

Conclusions: Retifanlimab has shown notable clinical activity in previously treated
MSI-H or dMMR endometrial cancer, which is consistent with other checkpoint
immunotherapies.

Clinical trial identification: NCT03059823, EudraCT 2017-000865-63.
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Background: CLDN6 is expressed at high levels in multiple cancers with little to no
expression in normal tissues and has been implicated in the initiation, progression,
and metastasis of some cancers. CLDN6 is an ideal target for development of new
therapeutics. TORL-1-23 is first-in-class ADC targeting the tumor-specific antigen
CLDN6.

Methods: This ongoing first in human study (TORL123-001, NCT05103683) charac-
terizes the safety, tolerability, dose-limiting toxicities (DLTs), maximum tolerated dose
(MTD), and recommended phase 2 dose (RP2D) of TORL-1-23 in participants with
advanced solid tumors. Pharmacokinetics (PK), immunogenicity and clinical efficacy
are also assessed. TORL-1-23 is administered IV every 3 weeks. In Dose Escalation,
cohorts up to 6 participants are evaluated at each dose level according to an accel-
erated titration design. In Dose Expansion, patients with CLDN6-expressing cancers
will be evaluated to confirm the RP2D in ovarian cancer, NSCLC, and other CLDN6+
cancers using an IHC companion diagnostic. Doses above the historic MTD for MMAE
containing ADCs are being evaluated given the favorable safety/tolerability at doses
<2.4 mg/kg.

Results: 30 patients with ovarian (n¼22), testicular (n¼5), and endometrial (n¼3)
cancers were enrolled across 9 dose levels ranging from 0.2 to 3 mg/kg IV every 3
weeks (as of 01MAY2023). 93% of pts had received � 3 prior lines of treatment in the
metastatic setting. The most common treatment-related adverse events were Gr1/2
fatigue (n¼6), anemia (n¼5), and peripheral neuropathy (n¼4). No DLTs were
observed at doses �2.4 mg/kg. Sustained PK exposure of TORL-1-23 over the dosing
interval and low levels of circulating MMAE are noted. Partial responses (PR) were
observed in 7/22 (32%) efficacy evaluable participants with CLDN6+ disease (6
ovarian, 1 testicular) across dose levels. 3/3 (100%) participants with CLDN6+ ovarian
cancer responded at the 2.4 mg/kg dose level. Data from 3 mg/kg are pending.

Conclusions: In participants with heavily-pretreated CLDN6-expressing ovarian cancer,
the novel TORL-1-23 ADC has a favorable safety/tolerability profile and encouraging
antitumor activity in a phase 1 dose finding study. Further evaluation in ovarian
cancer and other CLDN6+ cancers is warranted.

Clinical trial identification: NCT05103683.
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