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Pharmacodynamic Analysis at The Periphery

Enhanced Peripheral T Cell Activation With AGEN1181 as
Monotherapy and in Combination With Balstilimab
Dose-dependent increase in Ki67* CD4* and CD8* T-cells and ICOS*, HLA-DR*

Background Case Study

Durable Partial Response in a Patient With Endometrial Cancer
Treated With AGEN1181 in Combination with Balstilimab

Upregulation of immune requlatory signaling pathways and central/memory T

AGEN1181 in Combination With Balstilimab Promotes Intra-

AGEN1181 leverages a novel Fc-mechanism of action to promote: _ _ _
Tumoral Recruitment and Activation of CD8 T Cells

v’ Superior efficacy: Enhanced T cell priming, Treg depletion and T cell memory formation for durable
anti-tumor immune response

. . - . . . AGEN1181 Q6W 0.1mg/kg + balstilimab Q2W 3 mg/k
v Improved safety: Avoid complement mediated toxicity associated with many current immune d ma/kg + balstilimab Q ma/kg
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3. Reverse T cell dysfunction and restore tumor targeting T cell responses
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Figure 3: CD8 (yellow)/ FOXP3 (purple) /CD68 (turquoise) triplex chromogenic IHC of FFPE tumor biopsy samples
collected at screening and on-treatment (cycle 2 Day 1 for Q6W cohort; cycle 3 Day 1 for Q3W cohort). Images were
analyzed using Flagship Biosciences image analysis software for quantification of CD8+, FoxP3+, CD68+ cells as positive
or negative. Tregs were defined as FoxP3+/CD8- cells. Machine learning algorithms were implemented to separate out
lymphocyte-like cells and to stratify all cells as belonging to the '‘tumor’ or ‘stromal’ compartments. Outputs of the digital
analysis included CD8+, FoxP3+, CD68+ cell density (cells per mm2) depicted on the graphs in A) and B).

References: Waight et al.,, Cancer Cell 2018; Arce-Vargas et al., Cancer Cell 2018
Figure 6: Cytokine expression in the longitudinal plasma samples from patients treated with AGEN1181 monotherapy and
in combination with balstilimab was tested using Mesoscale Discovery (MSD) Technologies' V-Plex Plus Proinflammatory
Panel to quantify the following cytokines: IFN-y, IL-10, IL-12p70, IL-13, IL1B, IL-2, IL-4, IL-6, IL-8 and TNF-a. Graphs depict
absolute cytokine levels (pg/ml) over time.
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Figure 1: Best percentage change in sum of largest diameter (SLD) in target lesion in the AGEN1181 monotherapy and
balstilimab combination arms. BOR is marked above or below the bars. CR- complete response; PR- partial response; SD —
stable disease; PD — partial disease.
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