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INTRODUCTION: Glycine N-Methyl transferase deficiency (GNMTD) is an autosomal recessive condition
of methionine metabolism. Few biochemical and clinical manifestations had been reported in the
literature. OBJECTIVE: To report a patient with two variants of uncertain significance in GNMT and
describe the clinical and metabolic profile. MATERIALS AND METHODS: The patient was diagnosed and
evaluated in our center. Clinical and biochemical data of a 3-year follow-up were analyzed. The
diagnostic genetic test included sequence analysis and deletion/duplication was performed.
(INVITAE®). RESULTS: Mexican female patient with low weight for gestational age referred for a heart
murmur, she was diagnosed with membranous pulmonary atresia with entire interventricular septum
which was surgically resolved when she was 5 days of age. Routine newborn screening was performed,
showing elevation of C3, C3/C16, C5OH + C4DC and alanine, homocysteine levels; subsequent samples
remain with a slightly persistent elevation of C3. The urine organic acid profile evidenced high
methylmalonic and methyl citric acids. Vitamin B12 and folates were normal, ammonium levels were
slightly elevated. Due to the metabolic profile, she was initially considered as a cobalamin defect and
treated with carnitine, folates, betaine and vitamin B 12. No dietary restrictions were made. At age three
a molecular analysis was performed showing two variants of uncertain significance, c.617C>T
(p.Thr206Ile) heterozygous, and gain of entire coding sequence (copy number = 3) in GNMT. We
searched for genomic variants in ClinGen Dosage Sensitivity Curation Page and other databases (Clinvar,
Franklin, Varsome, gnomAD, 1000genome and HGM) and no pathogenic classification of the two variants
reported in the patient were found. DISCUSSION: Despite the diagnosis of GNMTD, this patient did not
show any of described symptoms reported in the literature, but she had a mild homocysteine elevation
and elevation of methylmalonic acid in the urine that can be explained because of the cyanotic
cardiopathy. We propose to extend the molecular study to her parents to better classify these variants
according to the ACMG&G criteria and measure vitamin B 12 levels in the mother. A careful follow-up
should be performed in case of a newly diagnosed patient that includes molecular analysis.
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