AGEN1884, an IgG1 anti-CTLA-4 antibody, combines effectively with PD-1 blockade in primary human T cell assays and in a non-human

primate pharmacodynamic (PD) model
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ANTI-CTLA-4 BLOCKADE ENHANCES T CELL RESPONSES TO THE TUMOR
NEOEPITOPE-BASED AUTOSYNVAX™ VACCINE

AGEN1884 CoMBINES EFFECTIVELY WITH IMMUNOMODULATORY AGEN1884 wHEN COMBINED WITH NIVOLUMAB INDUCES PROLIFERATION

ABSTRACT

ANTIBODIES TO ENHANCE T CELL RESPONSIVENESS OF CENTRAL MEMORY T CELLS
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Primary T Cell Assay
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During T cell activation CTLA-4 is rapidly
translocated into the immunological synapse and
functions as critical early regulator during T cell
priming and recall responses. CTLA-4 antagonist
antibodies cooperate with other modalities that
further sculpt the magnitude and quality of the T
cell response.

Primary effector T cells or regulatory T cells were activated with anti-CD3/CD28 beads for 7 days. After stimulation,
CTLA-4 and Foxp3 expression were confirmed by flow cytometry. A) CTLA-4"¢" target CD3*FoxP3* T cells or B) CTLA-
4* target CD3*FoxP3- T cells were co-cultured with primary NK cells at an effector:target ratio of 5:1 in the presence of
increasing concentrations of AGEN1884. Cell-specific lysis was assessed as a percentage of CD3+ target cells that
stained positive for the non-viable cell marker 7-aminoactinomycin D (7-ADD) when assessed using flow cytometry. As a
control, cells were incubated with 10 pg/mL of an 1IgG2 AGEN1884 variant (AGEN2041). Data were analyzed using a
Student’s t-test for each dose of AGEN1884 compared to the isotype. Significant differences depicted were p<0.05 (*).

A) Cynomolgus monkeys were administered nivolumab alone (3 mg/kg) or in combination with AGEN1884 (10mg/kg). PBMCs
were isolated pre and post antibody administration. PBMCs were thawed and surface stained with T cell lineage markers and a
viability dye, followed by permeabilization and staining for a cellular marker of proliferation (Ki67). Cells were analyzed using
flow cytometry.

B) Representative histograms and dot plots from an individual animal administered nivolumab alone.

C) Representative histograms and dots plot from an individual animal administered nivolumab together with AGEN1884.
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