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Immunotherapy of Cancer i Our Understanding has Evolved
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Promise of Immunotherapy being realized
Anti-PD1, Anti-PDL1 and Anti-CLTA4 Agents have been approved
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Tumor microenvironment is key to the outcome of
Immunotherapy
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Our approach is modulation of the tumor microenvironment
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Creating a beneficial tumor microenvironment using innate
Immune pathways
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Modulation of Tumor Microenvironment by Engaging Innate

Immune Receptors

TLR9 is expressed on dendritic cells and B-cells
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Understanding Structural Requirements for Design of TLR9
Agonists
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Synthetic Immune
Stimulatory Motifs
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IMO-2125: an optimized, novel, synthetic agonist of
Toll-like receptor 9 (TLR9)

IMO-2125 induces IFN-U and other cytokines in human trial

Intermolecular structure of IMO-2125

A IMO-2125 at doses ranging from 0.04 to 0.48 mg/kg administered subcutaneously weekly
in Hepatitis C infected subjects
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Modulation of the tumor microenvironment by intratumoral
administration of IMO-2125
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Intratumoral IMO-2125 is more potent than subcutaneously
administered IMO-2125

A20 Lymphoma model

subcutaneous intratumoral Tumor implant Treatment
3x10%cells IMO-2125, 2.5 mg/kg, i.t. or s.c.
@ Day 0 8 10 12 14 21

BALB/c, female (n=10) \L

Parameters evaluated

* Tumor volume

* Induction of tumor-infiltrating lymphocytes (TILs)
in the tumor microenvironment

* Checkpoint gene expression in tumor nodules
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Intratumoral IMO-2125 is more potent than subcutaneously
administered IMO-2125

A20 Lymphoma model
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