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INTRODUCTION: The GTP cyclohydrolase deficiency is an autosomal recessive disease responsible for
hyperphenylalaninemia and neurological impairment due to malfunction of certain neurotransmitters
pathways related to tetrahydrobiopterin (BH4) deficiency. The GTP cyclohydrolase enzyme coded by
GCH gene is the first step in the tetrahydrobiopterin synthesis pathway. The management of this disease
includes a diet restricted in phenylalanine intake and prescription of forms of tetrahydrobiopterin like
sapropterin and administration of neurotransmitters precursors like L-dopa/carbidopa and
5-hidroxytryptophane as well. OBJECTIVES: We report a female patient with hyperphenylalaninemia due
to GTP cyclohydrolase deficiency as an infrequent etiology and also discuss the clinical and molecular
outcomes MATERIALS AND METHODS: Retrospective medical record review of a female patient
diagnosed with GTP cyclohydrolase. RESULTS: We report a female patient with high levels of
phenylalanine detected by newborn screening into dried blood spot test samples. Phenylketonuria was
suspected, so quantification of blood levels of phenylalanine and tyrosine were performed with abnormal
results. The molecular panel of hyperphenylalaninemia was performed using next-generation sequencing
technology. Two missense variants were detected on GCH gene of unknown significance on
heterozygote state, c.664A>G and c.607G>A, resulting in protein changes p.Asn222Asp and p.Gly203Arg
respectively. Pterins levels in urine were performed due to liquid chromatography-tandem mass
spectrometry with low levels of neopterin and biopterin. Management was performed with a diet
restricted in phenylalanine and then the use of sapropterin. Developmental delay and hypotonia are
present although the lowering of levels of phenylalanine in the blood which were normal in further
controls. L-dopa/carbidopa was initiated but not well tolerated. CONCLUSION: Two our knowledge this is
the first report In patients GTP cyclohydrolase deficiency was reported in a Panamanian patient. The
disease must be suspected in any patient with hyperphenylalaninemia and with unexplained neurological
features. Molecular diagnosis should be performed in all patients with hyperphenylalaninemia.
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