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[bookmark: _Hlk174092970]Acute myeloid leukemia (AML) is the most frequent and lethal leukemia among adults. Chemotherapy (cytarabine, Ara-C) is the first-line treatment and leads to high remission rate. However, most patients eventually relapse. Relapse is mediated by drug-tolerant persister cells (DTPs, residual cells surviving the treatment) that present a vast transcriptomic reprogramming characterized by the expression of stress responses, such as senescence and diapause. In this work, we hypothesized that DTPs present specific and immunogenic MHC-I-associated peptides (MAPs) induced by stress responses. Therefore, five AML cell lines were treated in vitro with Ara-C for 3 days and collected 24h later to characterize the set of MAPs presented by DTPs through a proteogenomic approach (RNA sequencing + mass spectrometry).  After filtering of MAPs based on their length and predicted MHC-I binding profile (~90% binders), differential presentation analyses evidenced a global reduction of MAPs presentation in DTPs (~3.5 to 6.5-fold, depending on the cell line). Using the immunogenicity predictions of our home-made software tool BamQuery, we could segregate 406 MAPs which were predicted to be highly immunogenic (~1.8% of all identified MAPs) and were overexpressed by AML cells (45 were highly specific to AML cells). Among them, 55 were significantly downregulated while 7 were upregulated, suggesting that the global immunogenicity of DTPs is reduced compared to untreated cells. Transcriptomic analyses showed that DTPs present a dramatic suppression of ribosomal gene expression, possibly explaining the depletion of the peptide pool feeding the MHC-I machinery. MHC-I molecules were also less abundant on the surface of DTPs. Altogether, these results suggest that DTPs may evade T-cell recognition through a decreased presentation of immunogenic MAPs as well as through decreased MHC-I surface levels. 
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