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Introduction

• VEGF and Ang2 play key roles in tumor angiogenesis and have an 
immunosuppressive effect in the tumor microenvironment1

• Combining anti-VEGF/Ang2 with anti-PD-1 therapy promotes an 
immunopermissive state supportive of T-cell-mediated tumor cell death 
(Figure 1).1,2 An ongoing Phase Ib trial utilizing this therapeutic approach observed 
preliminary safety and efficacy3,4

• NCT03697304 is a Phase II platform trial assessing ezabenlimab (BI 754091), 
an anti-PD-1 antibody, in combination with other agents. Here we describe 
Module C, in which ezabenlimab will be combined with BI 836880, a humanized 
bispecific nanobody® that targets VEGF and Ang2

Ang2, angiopoietin 2; PD-1, programmed cell death protein-1; VEGF, vascular endothelial growth factor 



Key points

Figure 1. Immunopermissive mechanism of action of dual VEGF/Ang2 
inhibition1,5–7

CD, cluster of differentiation; MDSC, myeloid-derived suppressor cell; Treg, regulatory T cell; VEGFR2, VEGF receptor 2
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Key points (Cont’d)

Objectives

• To evaluate anti-tumor response to ezabenlimab (an anti-PD-1 antibody) in 
combination with BI 836880 (a humanized bispecific antibody that targets VEGF 
and Ang2) 

Study design 

• NCT03697304 is an open-label, multicenter, Phase II platform trial

• Module C will enroll 150 patients with advanced solid tumors



Study design

• Patients are being enrolled in 5 cohorts, and will receive iv infusions of 
ezabenlimab (240 mg) and BI 836880 (720 mg) Q3W 

• Treatment will continue until progressive disease, unacceptable toxicity, withdrawal 
of patient consent or for a maximum of 1 year (treatment may be extended in case 
of clinical benefit)

Cohort 1: locally advanced, unresectable or metastatic gastric adenocarcinoma 
or GEC (N=30)

• ≥1 prior systemic treatment

• No prior anti-PD-(L)1-based therapy

Cohort 2: any advanced/metastatic solid tumor, except non-squamous NSCLC 
or melanoma (N=30) 

• Patients achieving benefit from prior anti-PD-(L)1 treatment† (i.e. at least stable 
disease for ≥4 months and treatment duration of ≥2 months on prior anti-PD-[L]1-
based therapy)

†A maximum of 1 line of prior anti-PD-(L)1-based therapy permitted.
GEC, gastro-esophageal adenocarcinoma; iv, intravenous; PD-(L)1, programmed cell death protein-1 or programmed cell death ligand-1; 
Q3W, every 3 weeks



Study design (Cont’d)

Cohort 3: select‡ advanced/metastatic solid tumors (N=30)

• Patients achieving no benefit from prior anti-PD-(L)1 treatment† (i.e. experienced 
progressive disease within 4 months of beginning prior anti-PD-[L]1-based therapy)

Cohort 4: locally advanced, unresectable or metastatic colorectal cancer (N=30)

• Microsatellite stable disease

• ≥1 prior systemic treatment; no prior anti-PD-(L)1-based therapy

Cohort 5: advanced endometrial cancer (N=30)

• Mismatch repair-proficient, microsatellite stable disease

• Progressed after 1 line of chemotherapy; no prior anti-PD-(L)1-based therapy

‡Eligible tumor types: previously treated colorectal cancer; Merkel cell carcinoma; squamous cell skin carcinoma; other squamous 
cancers (head and neck, cervical, anal, penile, esophageal and vulvar); other gastrointestinal cancers (biliary tract, gastric, esophageal, 
gastrointestinal stromal tumor); other thoracic cancers (small cell lung cancer, mesothelioma); urothelial cancers; renal cell carcinoma; 
neuroendocrine tumors; soft-tissue sarcomas; thyroid cancer; gynecological tumors (ovary, endometrial, cervical); other tumor types for 
which no therapy of proven efficacy exists, or which are not amenable to standard therapies and where anti-PD-(L)1 therapy may be 
considered in exceptional cases. 



Eligibility criteria

CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance status; RECIST, Response Evaluation 
Criteria In Solid Tumors

Key exclusion criteria

Severe hemorrhagic or thromboembolic event 
in the past 12 months

Prior anti-angiogenic therapy 
(except colorectal cancer cohort)

Inherited predisposition to bleeding 
or to thrombosis 

Significant cardiovascular or 
cerebrovascular disease

Symptomatic CNS metastases

Key inclusion criteria

Adult patients (≥18 years of age)

ECOG PS 0–1

Advanced or metastatic solid tumor

At least one measurable lesion according 
to RECIST v1.1

Patient must agree to pre- and on-treatment 
tumor biopsies 



Endpoints

iRECIST, modified RECIST criteria for use in immunotherapy trials

Primary endpoint

Objective response per RECIST v1.1, as 
assessed by the Investigator

Further endpoints

Anti-tumor activity by iRECIST

Safety and tolerability of ezabenlimab
and BI 836880

Perform safety measurements and generate 
hypotheses from biomarker measurements

Pharmacokinetics and pharmacodynamics

Overall survival

Secondary endpoints

Duration of response

Disease control

Progression-free survival



Study status

9 sites are 
currently active

As of December 04 2020:
• 42 patients screened
• 16 patients treated

The trial is planned to 
recruit at 18 sites in the 
UK and North America
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