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            Abstract
Aicardi-Goutières syndrome (AGS) is an autosomal recessive neurological disorder, the clinical and immunological features of which parallel those of congenital viral infection. Here we define the composition of the human ribonuclease H2 enzyme complex and show that AGS can result from mutations in the genes encoding any one of its three subunits. Our findings demonstrate a role for ribonuclease H in human neurological disease and suggest an unanticipated relationship between ribonuclease H2 and the antiviral immune response that warrants further investigation.
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                    Figure 1: Schematic of AGS2 critical region and RNASEH2B gene depicting location of identified mutations.[image: ]


Figure 2: Schematic of AGS3 region, the RNASEH2C gene, its mutations and sequence conservation in other species.[image: ]


Figure 3: The RNASEH2A gene, genomic location, gene structure and mutation location.[image: ]


Figure 4: Human RNASEH2B, RNASEH2C and RNASEH2A form an enzymatically active type II ribonuclease H complex when expressed in mammalian cells, and mutation in RNASEH2A reduces ribonuclease H activity.[image: ]
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