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The hyperinsulinism and hyperammonemia syndrome (HHS, OMIM 138130) is a rare metabolic disorder characterised by the combination of symptomatic hypoglycemia, responsive to diazoxide, and persistent hyperammonemia, unresponsive to any type of known dietary or medical treatment. The disorder is caused by hyperactivity of glutamate dehydrogenase (GDH), a mitochondrial enzyme which catalyses the reversible oxidative deamination of glutamate into alpha-ketoglutarate the latter being a regulator of both insulin secretion in pancreatic beta-cells and ureagenesis in the liver. 

Mutations in the Glutamate dehydrogenase gene GLUD1 were identified in patients with HHS. GLUD1 is mapped to 10q23.3 and contains 13 exons coding for a 505 amino-acid mature enzyme. Diagnosis of HHS is of clinical importance since therapy is radically different from one cause of hyperinsulinism to another. Clinical diagnosis is often difficult and complementary investigations are necessary.

In order to contribute to optimization of diagnostic guidelines before patients suspicious of HHS, we report here on our series of patients for which genetic and enzymatic investigations have been performed. 

