Sequential delivery of macrophage activating
nanoparticles and checkpoint inhibitors improve
melanoma immunotherapy in mice
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A Promising Dual-Targeting Strategy
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through HIF-1x
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Unleashing Adaptive Immune Cells
Block immune checkpoints,
Enhance T cell function

Anti-PD1 Antibody

Succinate in the tumor microenvironment
affects tumor growth and modulates tumor
associated macrophages
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PES polymer and nanoparticles (NPs) preparation and characterization
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PES NPs activates bone marrow derived Dendritic Cells (DCs)
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PES NPs enhances the small peritoneal macrophages (SPMs): M1 like macrophages
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PES NPs enhances the activation of macrophages in the tumor
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| — Flow analysis of Tumor Macrophages
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PES NPs + Anti-PD1 therapy reduces the tumor burden
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Summary & Conclusions

Polyethylene succinate YY)

anti-PD1blocks FPD1 - PDL1 interaction
and boosts adaptive immunity

MHCII

Increased activation and
antigen presenting ability of
macrophages in turmor
boosts innate immunity

oL}

The sequential activation of innate
followed by adaptive response results
in a very robust immune response

* PES NPs are potent Immunostimulants
« Effective tumor associated macrophage uptake activation
* This combinatorial approach reducing the tumor burden and improves survival compared to monotherapies
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Summary & Conclusions

Polyethylene succinate

MHCI/
MHCII Chso
Increased activation and
antigen presenting ability of
macrophages in tumor
boosts innate immunity

anti-PD1blocks PD1 - PDL1 interaction
and boosts adaptive immunity

@y

The sequential activation of innate
followed by adaptive response results
in a very robust immune response

1 PES NPs are potent Immunostimulants
2 Effective tumor accumulation and macrophage activating

3 This combinatorial approach significantly reduces tumor burden and improves survival compared to

monotherapies
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