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Glyco-Immune Checkpoints in Cancer:
The Siglec/Sialoglycan Axis

Glyco-Immune Checkpoints Suppress Multi-Facets of Cancer Immunity
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The Tumor Glyco-Code — New Insights into Prior Observations

e Unique tumor surface glycans were first observed in the 1960’s.

* Associations with poor outcome were established in the 1980’s and 1990’s.

* Hypersialylation is a common feature of tumor-specific glycans.
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Development of the EAGLE Therapeutic Platform (Enzyme-Antibody Glycan-Ligand Editing)

Initial Academic Concept Reduction to Practice

Bertozzi Lab PALLEON
(Stanford University) . PHARMACEUTICALS
Bacterial Sialidase Chemical Conjugates Human Sialidase Genetic Fusions
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* Intact Fc functions (FcRn and Fc-gamma receptors)

e Dual functions
- Tumor-associated antigen binding arm

Cancer cell

- Sialidase arm
- Targeted de-sialylation of tumor cells

Xiao H, Woods EC, Vukojicic P, Bertozzi CR PNAS. 2016




Multiple EAGLE Formats Achieved Single Agent Complete Regressions in Preclinical Tumor

Models

Breast Cancer EMT6-Her2 Syngeneic Subcutaneous Tumor Model
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EAGLE Reduced Tumor Cell Surface Sialic Acids Levels in vivo

Breast Cancer EMT6-Her2 Syngeneic Tumor Model

Tumor ~350 mm3 Sacrifice & FACS analysis
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EAGLE Showed Sialidase-Dependent Efficacy, Increased Immune Cell Infiltration, and Induced

Anti-Tumor Immunological Memory

Breast Cancer EMT6-Her2 Syngeneic Orthotopic Model i} cD4s
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The Mechanism of Action of EAGLE Depends on Both Innate and Adaptive Immunity

Breast Cancer EMT6-Her2 Syngeneic Subcutaneous Tumor Model
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EAGLE has Monotherapy Efficacy Comparable to the Combination of a-PD1 and a-CTLA4 in the

“Cold” Tumor B16 Model

Cold Tumor B16 Model (B16D5-Her2)
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EAGLE Has Substantial Combination Efficacy with T-Cell Checkpoint Inhibition

Breast Cancer EMT6-Her2 Syngeneic Orthotopic Model
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Summary

* Glyco-immune checkpoints play critical roles in cancer immune evasion
- Innate immune response

-  Adaptive immune response

* EAGLE showed compelling monotherapy efficacy in syngeneic tumor models
-  Single agent complete regressions with immunological memory
-  Efficacious in cold tumor model

- Striking activity in combination with PD-1/PD-L1 targeting

* EAGLE platform offers novel opportunities to treat cancer targeting the glyco-immune checkpoint axis
=  Overcomes the heterogeneity challenges of tumor sialoglycans
-  Disables immunosuppressive glycan function within the tumor microenvironment

=  Scalable, transforming TAA-targeting mAbs into immune-modulating agents
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