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INTRODUCTION: Methylmalonic acidemia (MMA) and homocystinuria cobalamin C type(cblC) is the most
frequent inborn error of intracellular cobalamin metabolism, is characterized by elevated methylmalonic
acid and homocysteine and multisystem involvement with high mortality rates. OBJECTIVE: To present
the genotypes and phenotypes found in our patients with cblC. METHOD: We review the medical
records, clinical/biochemical characteristics and results of molecular tests. RESULTS: All patients are
male and all have different genotypes. Case 1: Male patient, third pregnancy, non-consanguineous
parents; suitable height and weight. Two sisters died at 3 and 20 months; one with pancytopenia and
sepsis and the other with an unknown rare disease? He has a developmental delay, he was prostrate,
hypotonic, weak, and lethargic. He came with a clinical diagnosis of MMA with homocystinuria, he was
admitted with homocysteine> 150mcmol/L; thrombosis in the lower left limb was found and cerebral and
cerebellar atrophy in MRI was also found. Enoxaparin and betaine were added to the treatment. He has
not been hospitalized again. Two pathogenic variants were found in MMACHC:
c.658_660delAAG(p.Lys220del) and c.394C>T(p.Arg132Ter). Case 2: A 7.5-year-old male who was
hospitalized, has abdominal pain, vomiting followed by extreme tiredness and severe drowsiness. From 1
year of age, he had developmental delay and later regression, involuntary movements, megaloblastic
anemia, neutropenia and significant eosinophilia (up to 48%). He had two episodes of metabolic
decompensation and encephalopathy. He currently receives Betaine, injectable hydroxocobalamin, L-
carnitine, anticonvulsants, etc. Two pathogenic variants, c.271dup(p.Arg91Lysfs*14) and
c.394C>T(p.Arg132*), were identified in MMACHC. Case 3: Male patient, born of a second pregnancy, non-
consanguineous parents, normal weight and height. His development was normal until 3.5 months and
then regressed. He was hospitalized at 5 months of age, lethargic, with microcephaly, had persistent
metabolic acidosis and was treated for sepsis, presented hospital-acquired pneumonia, COVID, and
multiple thrombotic events, required mechanical ventilation and tracheostomy, currently with optic nerve
compromise. Increased urine methylmalonic acid and blood homocysteine were detected. He receives
Hydroxocobalamin, Betaine anhydrous, L-carnitine, pyridoxine, enoxaparin, multivitamins. The patient
has sequelae but has improved significantly. Pathogenic variant and epimutation identified in MMACHC:
MMACH: c.394C>T(p.Arg132*) and PRDX1: c.*2C>T(p.?). CONCLUSIONS: All patients have the
variant MMACHC: c.394C>T(p.Arg132*). They have a similar clinical presentation
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