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Immune Context Features and Definition

Pai SI et al, Presentation at ASCO 2018 Annual Meeting, Chicago, IL



Consensus on Immune Exclusion Statements

Clifton GT et al J Immunother Cancer 2023 11(6):eoo6774; Published online June 2023 



Three Potential 
Mechanisms

• Mechanical Barriers

• Functional Barriers

• Dynamic Barrier

Pai SI, Cesano A, Marincola FM. Cancer Treat Res 2020 180:173-195



Mechanical Barrier

• Physical impediment preventing contact between T cells and cancer 
cells

• Stromal Fibrosis
• Filaggrin and desmosomal proteins

• Endothelin B Receptor

• Transforming growth factor (TGF)-b-induced fibrosis

• Epithelial mesenchymal transition

• Vascular access/Disorder
• VEGF

Pai SI, Cesano A, Marincola FM. Cancer Treat Res 2020 180:173-195



Functional Barrier

• Pre-existing biological and/or metabolic interactions between cancer, 
stromal, and immune cells limiting the migration, function and/or 
survival of T cells

• Metabolic barriers

• Soluble factors (Cytokine/chemokines, TGF-b) 

• Danger sensing

• Tumor cell-intrinsic signaling (b-catenin, PI3K, STAT-3, MAPK signaling)

Pai SI, Cesano A, Marincola FM. Cancer Treat Res 2020 180:173-195



Dynamic Barrier

• Biological interactions between cancer and T cells that result in 
limited function

• Immune checkpoint pathway activation

Pai SI, Cesano A, Marincola FM. Cancer Treat Res 2020 180:173-195



Clinical Implications

• Immune-excluded cancers are much more prevalent across cancer 
histologies than generally perceived.

• Improved understanding of the mechanisms that drive immune 
exclusion has important clinical implications in the development of 
novel therapeutic strategies aimed to overcome immune resistance.

• Efforts to enhance the host anti-tumor immune response or improve 
the immunogenicity of cancers are important but plays only a limited 
role when other mechanisms of immune exclusion are in play.



Panel Discussion
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Potential Research Focus Areas for Immune Exclusion

Clifton GT et al J Immunother Cancer 2023 11(6):eoo6774; Published online June 2023 


