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H

uman neonates have a poor response to intracellular pathogens, despite a high inflammatory response. This leads to a high
morbidity and mortality rates, reaching 37% of deaths of children under 5 years of age. A major cause of death is infections and
inflammatory syndromes, like sepsis. To better understand this phenomenon, we evaluated the transcriptome and epigenomic
landscape of naive CD8+- and CD4+- T cells from neonate and adult blood. We show that neonatal T cells have a specific genetic
program established by epigenetic mechanisms, biased towards innate immunity. Functional studies corroborated that CD8+ T cells
are less cytotoxic and transcribe antimicrobial peptides. CD4+ T cells have a high expression of negative TCR signalling molecules
and a low expression of positive signalling molecules, explaining the high threshold of activation of these cells. Altogether, these
properties could explain the high susceptibility of neonates to infections and inflammation and will contribute to a better diagnosis
and management of the neonatal immune response.
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