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Encouraging antitumor
activity of PDL1V

(PF-08046054)
monotherapy, an ADC

Introduction

« PDL1V (PF-08046054) is an investigational
antibody-drug conjugate (ADC) that binds to PD-L1-
expressing tumor cells and delivers cytotoxic agent
monomethyl auristatin E (MMAE) through proteolytic
cleavage of the MMAE drug linker'2 (Figure 1)

* Released MMAE binds and disrupts microtubule networks,
resulting in mitotic arrest and apoptotic tumor cell death;3-°

Figure 1. PDL1V drives antitumor activity through direct

cytotoxicity, bystander killing, and immunogenic cell death .
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Methods

C5851001 (NCT05208762) is a phase 1 study of PDL1V
monotherapy in patients with advanced solid tumors and in
combination with pembrolizumab in patients with metastatic
or unresectable head and neck squamous cell carcinoma
(HNSCC) or NSCLC

This analysis included dose escalation, dose optimization,
and dose expansion cohorts that included patients with R/R

Figure 2. PDL1V Phase 1 Study Schema (NCT05208762)
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ligand, nonclinical data suggest that checkpoint inhibition
through blockade of programmed cell death 1 (PD-1)/PD-L1
interactions is unlikely to be a major contributor to the
mechanism of action due to limitations of dose levels,
schedules, and exposure with ADCs

» Encouraging preliminary efficacy was observed with
PDL1V along with a manageable safety profile in
patients with R/R PD-L1—positive NSCLC?

* Here, we present updated results from this study in
patients with metastatic R/R NSCLC
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“Additional mechanisms of action and their potential to complement the direct cytotoxicity of some MMAE-based antibody-drug conjugates are currentty under investigation

APC, antigen-presenting cell; MHC, major histocompatibility complex; TCR, T-cell receptor.

performance status of 0 or 1
- Patients who received prior taxane were included in the trial

Efficacy analyses included patients with NSCLC who received
PDL1V at the recommended phase 3 dose of 1.5 mg/kg 2Q3W
using adjusted ideal body weight (AiBW)

Safety data were pooled across all patients treated in the study
at the recommended phase 3 dose

The primary objectives of this analysis were to evaluate the
safety and tolerability of PDL1V; a secondary objective was
to assess antitumor activity

All patients were required to have
PD-L1—positive tumors by local testing

Treatment was given 2Q3W using AiBW 1L NSCLC (TPS 21%)

Pembrolizumab +
carboplatin + PDL1V
(2Q3W AiBW)

Data cutoff: August 22, 2025

3aPD-L1 21 expression by local testing required for cohort eligibility.
1L, first-line; 2L, second-line; 2Q4W, days 1 and 15 every 4 weeks; 3L, third-line; TNBC, triple-negative breast cancer.
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expressing tumors may be required for
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Table 1. Baseline demographics and clinical characteristics

Figure 4. Percentage change in sum of diameters of target lesions from baseline in patients with TPS 21% NSCLC .
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