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« Inhibiting MICA shedding
- Tumoricidal myeloid cells

Bypassing endogenous immunity
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Metabolism and vasculature

- Anti-VEGF
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« Chemotherapy
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Integration of multiple approaches to understand the effect of
immunotherapy combinations
on the tumor microenvironment and to predict future targets
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Single-cell approaches are used to understand modifications and
to develop new therapies
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The cancer immunity cycle
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Type 1 dendritic cells (cDC1) and anti cancer
responses
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A genetically driven model of lung cancer to study
cDC1 function

Kras(12D+*) [p53-- (KP) adenocarcinoma of the lung
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Multiparametric flow cytometry
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Differential gene expression in cDC1 from tumor free and
tumor bearing lungs
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TIM4 is a receptor for phosphatidylserine implicated
in the uptake of dying cells ( efferocytosis) by macrophages

T-cell immunoglobulin
and mucin domain containing
molecule



TIM4 is exclusively expressed by lung cDC1
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TIM4 controls efferocytosis by lung cDC1
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TIM4 controls uptake of tumor cells and apoptotic cells
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TIM4 controls activation and expansion of tumor specific CD8
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TIMD4 level changes from baseline

TIM4 is expressed on human ¢DC1 localized in tumor
associated lymphoid structures and predicts responses to
PD-1 therapy
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TIM4 downregulation is a novel mechanism of tumor
Immune evasion

Tissue surveillance by TIM4 downregulation and
TIM4 tumor immune escape



