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P-071 - CLINICAL, BIOCHEMICAL, AND MOLECULAR ANALYSIS OF AN ADULT PATIENT WITH
SEVERE PHENOTYPE OF MUCOPOLYSACCHARIDOSIS TYPE IVA WITH A NEW HETEROZYGOUS
VARIANT C.1481T>C (P.M494T) IN GALNS
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Hospital General de México Dr. Eduardo Liceaga. CDMX-México

INTRODUCTION: Mucopolysaccharidosis type IVA/Morquio A syndrome (MPS IVA) is an autosomal
recessive disorder caused by biallelic variants in the GALNS gene encoding the enzyme N-
acetylgalactosamine-6-sulfatase (GALNS). Patients with MPS IVA present a wide range of clinical
phenotypes, from the classic/severe to the non-classical/attenuated forms. Molecular analysis of GALNS
by sequencing analysis/targeted next-generation-sequencing (TNGS) and/or quantitative-PCR (qPCR),
identified the two allelic variants in about 95% of these patients. Although, the second variant, is not
identified in the remaining 5%. OBJECTIVE: To describe the clinical, biochemical and molecular findings
of an adult patient with the severe phenotype of MPS IVA. MATERIAL AND METHODS: A 49-year-old
female patient, was adopted from her birth for an unrelated family. Clinical evaluation: weight/height
(perc<3), coarse facies, enamel alterations, short neck, cervical hyperlordosis, hepatomegaly, joint
hyperlaxity, ulnar deviation and genu valgum. Multidisciplinary evaluation, enzymatic determination and
GALNS analysis by TNGS/qPCR (Centogene©) were performed. Also, an MPS panel with seven enzymes
related to MPS/EP-MPS (Ultragenyx©) and the Comprehensive Panel of Lysosomal Storage Disorders with
48 genes related to LSD/P-NGS-LSD (Invitae©) were carried out with informed consent. It was not
possible to carry out the urinary test. RESULTS: The patient showed corneal opacity, sensory hearing
loss, normal heart and dysostosis multiplex. Enzyme determinations were (0.5 and <0.03 µmol/1/h)
(references >2.0 and >0.39 µmol/1/h) and the rest of EP-MPS were normal. TNGS/qPCR study revealed a
heterozygous SNV: GALNS (NM_00132354): c.1499T>C (p.M500T). P-NGS-LSD detected only one
heterozygous SNV: GALNS (NM_000512.4): c.1481T>C (p.M494T). (The differences are explained by the
version of the reference sequence used). Analyzes in the different databases (eg Franklin/VarSome)
revealed that c.1481T>C (p.M494T) is a pathogenic variant. Other disorders with clinical and/or
enzymatic findings similar to MPS IVA (eg MPS IVB, Multiple sulfatase deficiency), were ruled out with the
results of EP-MPS and/or P-NGS-LSD. The clinical, radiological and biochemical characteristics in our
patient confirmed the diagnosis of MPS IVA. We will perform WGS/mRNA analysis to identify the second
allelic variant. CONCLUSIONS: This is the first report of a Mexican patient in her 5th decade of life with
a severe phenotype of MPS IVA, carrier of a new heterozygous pathogenic variant in GALNS.

Powered by TCPDF (www.tcpdf.org)

Page 1/1

http://www.tcpdf.org

