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Title of the internship: Cross-reactivity of anti-tumor TCRs: implications for
immunotherapy

Summary of the internship proposal:

One of our team's areas of research is improving the therapeutic efficacy of immunotherapy
approaches in solid tumors, such as adoptive transfer of T lymphocytes (ACT) in melanoma patients.
In collaboration with a network of clinicians at Nantes University Hospital, our team has already set up
several immunotherapy trials based on the injection of cytotoxic T lymphocytes specific to melanoma
antigens (1). Very recently, it has been reported that the most persistent T-cells in patients after
adoptive transfer possess TCRs capable of recognizing multiple antigenic epitopes (2), which would
limit tumor escape, enabling T-cells to attack the tumor by targeting multiple HLA/peptide complexes.
We have a collection of T-cells with characterized TCRs (specificity and sequence (3)), and have already
demonstrated the cross-reactivity of some of these T lymphocytes to epitopes from the intestinal
microbiota (4), and recently for other tumor antigens.

The aim of this M2 internship is to finely characterize the cross-reactive lymphocytes in terms of
functional avidity, TCR sequences and to explore their reactivity against tumor lines from different
origins expressing the target antigens. Validation of the cross-reactivity of these lymphocytes will be
finalized by genomic deletion of antigens in tumor lines.
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Option(s) linked to the project:

O Clinical Research Profile (Recherche Clinique)
[0 Data Analyst Profile (Recherche et Analyse de Données Biologiques)
X Experimental Biology Profile (Recherche Expérimentale)
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