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Adventures of CD8+ T-cells in the tumor microenvironment

CD8+ T-cells are essential for the immunological control of cancer but their fate in the tumor
microenvironment depends on numerous variables, many of which are insufficiently known.
Type | interferon is a central factor in the tumor environment and as such, orchestrates many
processes. For example, it promotes cross-presentation of antigens to CD8+ T-cells and is
essential for the clinical response to radiotherapy. Furthermore, so-called hot tumors - tumors
that are heavily infiltrated by T-cells - are characterized by a type-I-interferon-signature.

Type | interferons are downstream of the cGAS-STING pathway that is activated by
cytoplasmic double-stranded DNA. In contrast to healthy cells, cancer cells contain high
concentrations of cytoplasmic double-stranded DNA, which can be even further increased by
genotoxic treatments such as radiotherapy. There is evidence that the cGAS-STING pathway
promotes immune-mediated cancer restriction, although our new data suggest that T-cell-
intrinsic STING signaling compromizes their function.

The seminar will address the apparent controversy related to STING signaling in the tumor
microenvironment and will propose mechanisms of how genotoxic treatment can drive
differentiation of tumor-resident CD8+ T-cells.
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