Targeting GITR enhances tumour-infiltrating
T cell functionality in mismatch-repair

proficient primary colorectal carcinoma and
liver metastases
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Response rates to immune checkpoint blockade in CRC are limited

- 39 most common type of cancer (25% M1)

- 4% most common type of cancer-related death

- Stage 4 disease 5-yr survival of 12.6%

- Immune Therapy promising (in MMR- CRC)
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Response rates to immune checkpoint blockade in CRC are limited

- 39 most common type of cancer (25% M1)

Other potential pathways
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- 4% most common type of cancer-related death

- Stage 4 disease 5-yr survival of 12.6%
- Immune Therapy promising (in MMR- CRC)
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From bed to benchside

|. Patient Selection Il. Tissue Processing
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GITR is predominantly expressed on CD4* activated Th and Treg TIL
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TIL: tumour-infiltrating lymphocytes
PBMC: peripheral blood mononuclear cells
TF: tumour-free surrounding tissues

(a)Th: (activated) helper T cells

aTreg: activated regulatory T cells



GITR is predominantly expressed on activated CD103* CD39* CD8* TIL
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TIL: tumour-infiltrating lymphocytes
PBMC: peripheral blood mononuclear cells
TF: tumour-free surrounding tissues



GITR expressing CD8 TIL demonstrate a (pre-)exhausted phenotype

PMA-lonomycin
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GITR ligation enhances CD4 and CD8 TIL expansion

Suboptimal
TIL CD3/CD8-Stimulation Cell Counts
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TIL: tumour-infiltrating lymphocytes
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GITR ligation enhances CD4 and CD8 effector cytokine secretion
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TIL: tumour-infiltrating lymphocytes
IFN: interferon



GITRL and anti-PD1 combination therapy enhance TIL expansion
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Take home messages

- GITR is overexpressed on CD4* (aTh/aTreg) and (activated) CD8* TIL in MMR+ CRC/CRLM
- GITR* CD8 TIL demonstrate a pre-exhaustive phenotype

- GITR ligation enhances TIL expansion and effector cytokine secretion

- GITR ligation can reinforce anti-PD-1 activity
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