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P-096 - AICARDI-GOUTIERES SYNDROME: CLINICAL, NEUROIMAGING AND GENETIC FINDINGS.
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INTRODUCTION: Aicardi-Goutières Syndrome (AGS) is an early-onset progressive encephalopathy with
basal ganglia and periventricular white matter calcifications, leukodystrophy, brain atrophy and/or
cerebrovascular disease. Clinically, AGS is characterized by variable degrees of neurologic impairment,
and systemic manifestations including skin inflammation with chilblain-like lesions, lupus-like disease or
polyarthritis. Mutations in genes involved in the intracellular metabolism or sensing of nucleic acid (
TREX1, RNASEH2A, RNASEH2B, RNASEH2C, SAMHD1, ADAR1, IFIH1, LSM11 or RNU7-1 ) result in an
abnormal overproduction of type 1 interferons alpha. AIM: To describe clinical, neuroimaging and
genetic features of patients with a genetically confirmed diagnosis of AGS. METHODS: We reviewed the
medical records, neuroimaging findings, and genetic mutations of patients with AGS from a National
Reference Centre for Rare Diseases. RESULTS: We report on five patients from four families with a
genetically-confirmed diagnosis of AGS, four of them with a subacute encephalopathy with onset after 1
year of age. In three patients, autosomal recessive variants were identified. A 3 years 7 months old male
patient with global developmental delay and neurodevelopmental regression by 6 months of age, spastic-
dystonic quadriparesis, acquired microcephaly, brain atrophy, leukodystrophy and calcifications, with
mutations in RNASEH2B. A 2 years 8 months old female patient with a subacute encephalopathy with
onset at 12 months of age, basal ganglia calcifications and leukodystrophy, chilblain skin lesions on the
fingers and toes, and mutations in RNASEH2B. A 9 years old male patient with ADAR1 variants, with
neurodevelopmental regression at 13 months of age, dystonic quadriparesis, bilateral striatal necrosis
and calcifications. An increased expression of interferon-stimulated gene transcripts in peripheral blood
was demonstrated. A 17 years old male and 7 years old female siblings had subacute onset with gait
disturbances after 1 year of age and a static or slowly progressive combination of spasticity and dystonia
with a pathogenic variant in the IFIH1 gene, a known cause of an autosomal dominant form of AGS. The
male sibling developed the lupus-like disease, an important clue that contributed to guiding the
diagnosis. DISCUSSION: AGS is a rare disease. Recent reports suggesting encouraging results with new
treatments underscores the importance of early diagnosis.
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