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Project Description:

USP18, a major negative regulator of the type I IFN response, is controlled by the interacting proteinsSTAT2 and
ISG15. USP18 loss-of-function mutations cause hyperactivation of microglia andinterferonopathy in humans. This
project aims to define how USP18 controls specific myeloid cellsubsets in the CNS both in steady state and upon
infection. Focusing on the crosstalk of ISG15 withUSP18 in a novel humanized mouse model and new interacting
partners, we will investigate the IFNdependentactivation of microglia, held in check by USP18 with the final aim
of therapeuticintervention.
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