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INTRODUCTION: Combined methylmalonic aciduria and homocystinuria (MMA/HCY) is an inborn error of
metabolism of cobalamin that is characterized by variable phenotypes including intellectual disability,
hematologic, neurologic, metabolic, ophthalmologic, and dermatologic clinical findings may also occur.
Although considered a disease of infancy or childhood, some individuals develop symptoms in adulthood.
It's a rare autosomal recessive disease in which there are several variants depending on the
pathogenesis of the metabolic disorder (cblC, cblD, cblF and cblJ). The more frequent and severe is the
cblC variant, caused by mutations in the MMACHC gene. In addition to the primary forms, there are
acquired forms due to nutritional deficiencies. Infants from mothers with severe cobalamin deficiency
during pregnancy and breastfeeding are at high risk of cobalamin deficiency. Early diagnosis and
treatment can alter the course and outcome. OBJECTIVE: To describe clinically, biochemically and
molecularly, patients with MMA/HCY, either of the acquired origin or due to an inborn error of cobalamin
metabolism. MATERIAL/METHODS: Twenty-six patients with MMA/HCY were compared according to
disease onset, age at diagnosis, main/initial clinical manifestations, biochemical and molecular findings,
treatment, and outcome. For this retrospective study, we collected data from the medical records of the
patients studied in our Center between the years 2005-2021. Urinary organic acids were determined by
GC and total plasma homocysteine levels by HPLC in all patients. In most cases, plasma amino acids,
serum levels of vitamin B12 and acylcarnitines in DBS were also determined. Molecular studies were
performed on the MMACHC gene in five patients. RESULTS: The mean age of onset of symptoms was
1.23 years (range 0.01-16). Neurological manifestations predominated as presenting symptoms in 61%
(16/26) of the subjects, followed by hematological symptoms 54% (14/26) and feeding difficulties 46%
(12/26). Regarding clinical outcomes, 88% (23/26) of the patients reverted the symptoms with the
specific therapy. The molecular study of the MMACHC gene allowed to identify 4 unrelated patients with
the c.271dupA variant (3 with hypotonia and difficulty feeding, 2 with neurological and hematological
manifestations). CONCLUSION. Early diagnosis and treatment in patients with MMA/HCY, even when
caused by cofactor deficiency, can favor the neurological and functional prognosis.
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