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INTRODUCION: Glycogen storage disease type IV (GSD IV, OMIM #232500) is an ultra-rare autosomal
recessive disease caused by variants in the GBE1 gene, which encodes for the glycogen branching
enzyme (GBE). GSD IV accounts for approximately 3% of all GSD. The phenotype of GSD IV ranges from
neonatal death to mild adult-onset disease with variable hepatic, muscular, neurologic, dermatologic, and
cardiac involvement. There is a paucity of literature on clinical and dietary management in GSD IV and
liver transplantation (LT) is described to correct the primary hepatic enzyme defect.
OBJECTIVES: Describe four cases of patients with GSD IV with different ages of onset and outcomes.
MATERIALS AND METHODS: Case series study with longitudinal follow-up. RESULTS: Patient #1 is a
male child who was admitted to the Rare Diseases Reference Center at the Hospital de Clínicas de Porto
Alegre (HCPA), Brazil, with the chief complaints of hepatosplenomegaly, failure to thrive, and elevated
liver enzymes starting at the age of 5 months. The diagnosis of GSD IV was established by genetic
analysis at the age of 2 years. Before LT at the age of 2 empirical treatment with corn starch (CS) and
high protein therapy was performed with subjective improvement in his overall disposition and liver size.
Liver samples revealed hepatocytes with intracellular hydropic degeneration and cytoplasmic inclusions
compatible with the phenotype. Patients #2 and #3 were siblings, Patient #2 is a female patient with
onset of symptoms at the age of 3 months with bloody diarrhea, abdominal distention, and
splenomegaly. Her molecular diagnosis was confirmed at 6 months of age. There was no attempt to treat
with CS. She is currently waiting for LT. Patient #3 began to be investigated after one year of age and
already presented with hepatosplenomegaly and a previous diagnosis of histiocytosis. He passed away at
the age of 1.5 years without molecular confirmation. Patient #4 is a 30-month-old female patient who
has already undergone liver transplantation. The treatment with cornstarch was attempted before
transplantation with no improvement noticed. No patient presented with hypoglycemia.
CONCLUSION: GSD IV is a rare condition that must be included in the differential diagnosis of
hepatosplenomegaly even in the absence of hypoglycemia. Dietary treatment is being better understood
for the treatment of GSDIV alongside the LT
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