2013 2014

IL-6 I1L-27

Asymmetric action of STATs drive transcriptional outputs and cytokine specificity.
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Interleukin-6 (IL-6) and IL-27 signal through a shared receptor subunit and
employ the same downstream STAT transcription proteins,but yet are ascribed unique and overlapping
functions. To evaluate the specificity and redundancy for these cytokines, we quantified their global
transcriptomic changes and determined the relative contributions of STAT1 and STAT3 using genetic models
and ChlP-seq approaches. We found an extensive overlap of the transcriptomes induced by IL-6 and IL-27
and few examples in which the cytokines acted in opposition. Using STAT-deficient cells and T cells from
patients with gain-of-function STAT1 mutations, we demonstrated that STAT3 is responsible for the overall
transcriptional output driven by both cytokines, whereas STAT1 is the principal driver of specificity.
STAT1 cannot compensate in the absence of STAT3 and, in fact, much of STAT1 binding to chromatin is STAT3
dependent. Thus, STAT1 shapes the specific cytokine signature superimposed upon STAT3"s action.
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