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Unleashing Endogenous T cell responses

Revolutionary in other cancers but not osteosarcoma
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Murine Osteosarcoma

an immunocompetent model to study tumor-immune interactions
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Adaptive Immunity delays osteosarcoma outgrowth

Mice lacking B & T cells develop osteosarcoma sooner than immunocompetent mice
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Immunological Memory to mOS
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& Despite initial control & memory,

100% of immunocompetent mice fail
)& to control their tumors.
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CD8+ T cells infiltrate mOS tumors

Tumor Infilitrate
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Tumor Infiltrating CD8+ T cells appear activated
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Activated CD8+ T cells colocalize with osteosarcoma cells
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CD8+ T cells

Express markers of antigen experience

Infiltrate mOS tumors
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How does osteosarcoma evade
these responses?

g Soston KOCH INSTITUTE
= for Integrative Cancer Research at MIT

Dana-Farber/Boston Children’s Cancer and Blood Disorders Center

Dana-Farber

Cancer Institute



Poor T-cell Priming

Nalve-like population predominates Oligoclonal Expansion
No Classically exhausted cells No dominant clones
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Tumor Microenvironment

More than just osteosarcoma and effector T cells
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B Cells
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Immunosuppressive Microenvironment

Increased Regulatory T cells
Particularly Suppressive KLRG1+ population
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Immunosuppressive Microenvironment

Suppressive Myeloid Compartment
Neutrophils and M2-like macrophages
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Barriers suggest potential therapies

Poor Priming of initial TME: Regulatory T

response colls TME: Macrophages

* Vaccination: Expand * Selective Depletion * CSF1R based depletion
initial response (aCCR8) - Repolarization

* Adoptive Cell Therapy / (cytokines, STING
CAR-T: ex vivo agonism)
expansion of large
resposne
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