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Mutations in the RNA-editing enzyme ADAR1 cause Aicardi-Goutieres syndrome
(AGS), which is characterized by interferon (IFN) overproduction and encephalopathy. To date, no
model recapitulates AGS encephalopathy, and thus its pathogenesis is not fully understood. In this
study, we found that AGS knock-in (KI) mice carrying an AGS-associated K948N point mutation in the
Adarl gene reproduce AGS-like encephalopathy with activation of the RNA sensor MDA5. In addition,
the pathological abnormalities found in AGS KI mice were ameliorated by the sole expression of ADARL
p150, an isoform of ADARL. Therefore, we comprehensively identified the ADAR1 pl50-specific editing

sites as potential substrates for MDA5.
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