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INTRODUCTION: GA1 is an autosomal recessive aminoacidopathy due to deficiency of the enzyme
glutaryl-CoA-dehydrogenase. It presents as acute encephalopathy with severe dystonia and/or seizures
or as chronic encephalopathy with psychomotor development delay (PMDD) and hypotonia. It may be
preceded by macrocephaly and atrophy of the Sylvian valleys in neuroimaging. OBJECTIVES: To report a
series of cases highlighting the clinical variability of GA1. MATERIALS AND METHODS: A retrospective
descriptive study, by reviewing the clinical records of 7 patients. RESULTS: Average age of presentation
5.5 months (4-8 months). Clinical presentation: Chronic encephalopathy in 2/7 patients. Acute
encephalopathy in 5/7, associated with acute febrile respiratory or digestive infection. 2/5 with focal
epileptic seizures. Viral encephalitis was suggested, finally ruled out. 2/5 with mild hyperlactacidemia and
mild metabolic acidosis. Brain computed tomography and/or brain magnetic resonance imaging (MRI):
7/7 presented characteristic Sylvian valley atrophy. 4/7 MRI: 4/4 with basal ganglia involvement, 2/4 with
white matter involvement. Previous symptoms: 7/7 with mild to moderate PMDD, 6/7 with macrocephaly
and hypotonia. Treatment: 5/7 patients had access to an adequate diet with a special formula (without
lysine or tryptophan). 7/7 received l-carnitine and riboflavin. 5/7 needed 2 or more drugs for
management of dystonia. EVOLUTION: follow-up for 16 months to 13 years. 7/7 presented mild to
severe tetraparesis and dystonia and/or dyskinesia. 5/7 presented mild to the moderate cognitive deficit.
1/7 presented a drug responder epilepsy. The 2 patients without access to special formula died at 9 and
12 years of age due to repeated metabolic decompensations. Genetic study 4/7 patients; 4/8 alleles with
c.337T> C mutation. CONCLUSIONS: As previously described, our series shows that AG1 presents as a
chronic or acute encephalopathy. This latter is preceded by symptoms that allow an earlier diagnosis
(macrocephaly, hypotonia, PMDD). The key diagnosis in our patients was the neuroimaging finding of the
characteristic Sylvian valley atrophy (7/7 patients). Access to the correct treatment improves the
neurological and vital prognosis of patients. In our series, a common mutation in 4/8 alleles was
described. This mutation (c.337T> C) has been previously described in the literature in 3 Chilean
patients.
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