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BACKGROUND

RESULTS

What is the differentiation and metabolic status of TILs over time?

Can we expand TILs from panNET liver metastases? Does the exposure to autologous tumoroids affect TILs phenotype?
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yield? metastases through immune checkpoint inhibition?

Oxygen consumption rate (OCR)
Huge inter-individual, intra-individual and intra-lesion variability in T cell yield
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Do TILs expanded from different regions of the tumor exert similar anti-tumor activity ? What are the immunologica] characteristics of included samples?

What are the TIL subsets isolated from panNET liver metastases ?
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2. Tumor cell killing Immediately after tumor resection: mainly T cells and NK cells, rare B cells; with time, only T cells

TILs exert heterogeneous anti-tumor activity:
=> TIL cultures comprise both anti-tumor reactive T cell clones and bystander lymphocytes
-> Isolation and expansion of tumor-reactive TILs may enhance the efficacy of TILs adoptive

transfer
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4. Exhaustion status
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T cells: mainly CD8* T cells immediately after resection, then mostly CD4* T cells
% Tregs similar to that observed in other cancers: Breast (20%) ovarian (23%) RCC (10%) HCC (15%)
Tregs accumulate within panNETs liver metastases
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Median: 6.5 neoantigens/tumor (range, 0-47)
Mean: 12.8 neoantigens/tumor (+14.3)

Median: 0 neoantigens/tumor (range, 0-8)
Mean: 1.6 neoantigens/tumor (+2.5)
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CONCLUSIONS
o TILs can be successfully expanded from panNET liver metastasis to reach clinically meaningful numbers (success rate ~60%)
o Differentiation and metabolic status of CD8+ T cells changes overtime in in vitro cultures

o Huge inter-individual, intra-individual and intra-lesion variability in T cell yield
o Huge intra-lesion variability of anti-tumor activity of TILs: presence of both tumor-reactive and bystander TILs within the same tumor
-> Isolation and expansion of tumor-reactive TILs may enhance the efficacy of TILs adoptive transfer.
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