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CATHEGORY: Organic Acidurias: Methylglutaconic acidemia

P-115 - DIFFICULT DIAGNOSTIC METABOLIC ACIDURIA: CASE OF NOVEL MUTATION IDENTIFIED
IN 3-METHYLGLUTACONIC ACIDURIA TYPE VII
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INTRODUCTION: 3-methylglutaconic aciduria type 7 or CLPB deficiency (MGA7), this rare autosomal
recessive disease is caused by mutations in the CLPB gene and is characterized by increased urinary
excretion of 3-methylglutaconic acid, variably associated with neutropenia (sometimes causing recurrent
severe infections and potentially resulting in leukemia) and progressive neurologic manifestations, such
as global developmental delay, intellectual disability, hypotonia, movement disorder, and seizures.
OBJECTIVE: Report a new variant related to the disease. METHODS: The patient was evaluated for the
global developmental delay associated with immunodeficiency and microcephaly at a pediatric hospital in
Lima, Peru. Molecular diagnosis was made by clinical sequencing of the immunodeficiency panel through
an international program to assist in the genetic diagnosis of primary immunodeficiencies. RESULTS: A
2-year-old girl, a product of the first pregnancy without complications, at term, but small for gestational
age. Non-consanguineous parents. Weak suction from birth, being hospitalized at 20 days due to
dehydration and jaundice with a diagnosis of hypotonia. She was referred to our hospital for congenital
cataracts in addition to developmental delay at 4 months. Evaluations found microcephaly, hypotonia
with severe developmental delay, as well as growth retardation with short stature, cortical cataract,
cystic dysplasia of the right kidney, congenital neutropenia, and hypoplasia of the cerebellar vermis by
brain MRI. Progressively, it presents specific disorders that affect the mechanism of immunity, not
classified, which is why it enters the International program to help diagnose primary immunodeficiencies.
The primary immunodeficiency panel reveals a probable pathogenic CLPB c.803C>T(p.Thr268Met) and
c.1700A>C(p.Tyr567Ser) compound heterozygous variant of uncertain significance. In the case of MGA7,
no dietary treatment or other specific metabolic treatment is available, but carnitine is being
administered, which is an indication for other types of methylglutaconic aciduria, with erratic results and
no clinical improvement. CONCLUSIONS: In all patients with developmental compromise and even more
so if they come with additional systemic compromise, inborn errors of metabolism (IEM) should be
evaluated.
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