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T cell exhaustion in haematological malignancies
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T cells: disease-fighting effectors and therapeutic strategies
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T cell exhaustion
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T cell exhaustion and senescence
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Tumor-intrinsic

Immune escape mechanisms in AML

Alteration of T cells through direct contact with blasts
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Immune escape mechanisms in AML
Tumor-intrinsic
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Immune escape mechanisms in AML
T cell mediated.
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Characterization of the immune landscape in AML:
immune-infiltrated and immune-depleted microenvironment
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Characterization of the immune landscape in AML: Immune effector
dysfunction signatures
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The real question is not whether checkpoint inhibitors work in AML, but in
which state T cells are when we intervene



X I X CONGRESSO
NAZIONALE

- SIES 20265

Myeloproliferative neoplasms (MPN) as a model of chronic T-cell dysfunction
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Immunobiology in MF
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MF patients exhibit circulating exhausted cytotoxic T cell
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MF malignant cells impair T cell function
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In vivo treatment with anti-CTLA-4 reinvigorate MF T cells
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Anti-PD1 trial in MF failed to prove efficacy
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Conclusions

T cell exhaustion is not a binary state — it is a continuum

Effective T cell must:

1. Recognize tumor antigen efficiently
2. Receive adequate costimulation
3. Maintain functional plasticity
4. Avoid collapse into terminal states

Targeting a single checkpoint is rarely sufficient



X | X CONGRESSO
é NAZIONALE
Y

SIES2026.5

Conclusions

Conventional therapy
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The real question is not only how to eliminate the leukaemia cell -
but in which state the immune system is when we decide to act
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