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Although Immune Checkpoint inhibitors (ICs) have a predominant place in current

immunotherapy approaches, adoptive cell transfer (ACT) strategies remain a
promising alternative in monotherapy or in therapeutic combination with them,
Recent results have once again documented the therapeutic efficacy of TIL injection
in melanoma patients, leading to FDA approval of this therapeutic strategy in
patients refractory to ICT and targeted therapies.

However, although TIL therapy has demonstrated relative efficacy in solid tumors,
particularly in melanoma, this efficacy could still be greatly improved, by selecting
subpopulations of TILS on the basis of their anti-tumor reactivity. In this respect, a
recent study documented ghe association between clinical responses and the
infusion of TIL enriched in tumor-specific CD8+ T lymphocytes. Furthermore,
promoting TIL potential for infiltration into tumors and optimizing their effector
functions and persistence in an immunosuppressive TME are also crucial issues to
improve the efficacy of TIL therapy. This could be achieved through the deletion of
membrane o intracellular immune checkpoint by CRISPR/Cas9 gene editing,
provided that this gene editing has not unexpected additional impact on T-cel
functions.
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