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CATHEGORY: Organic Acidurias: Methyl Malonic acidemia and CblC

P-111 - METHYLMALONIC ACIDEMIA AND HOMOCYSTINURIA CBLC TYPE: FIRST CASE OF EPI-
CBLC IN LATIN AMERICA?

Bonilla-Suárez ACL, Chávez-Pasco VG, Manassero-Morales GC, Celis-García LE, Franco KC, Bazalar-
Montoya JY, Rodríguez RS

Instituto Nacional de Salud del Niño San Borja. Lima-Perú. cecibonillas@gmail.com.

INTRODUCTION: Methylmalonic acidemia and homocystinuria cobalamin C type(CblC disease) is the
most common inborn error of cobalamin metabolism, is characterized by elevated methylmalonic acid
and homocysteine and is associated with high mortality rates and multisystem involvement, especially in
the early-onset form. The clinical course and response to treatment are variable, leaving sequelae,
especially in those who receive late or inadequate treatment. CblC is generally caused by bi-allelic
MMACHC genetics variants. Recently, compound heterozygous patients with a pathogenic variant in
MMACHC and another in the PRDX1 have been reported, which is considered an epimutation, since it
leads to a hypermethylated sequence that encompasses the promoter and first exon of the MMACHC.
This disorder has been named epi-CblC. OBJECTIVE: The aim is to report PRDX1: c.*2C>T variant as a
probable cause of epi-CblC. METHOD: A clinical and biochemical diagnosis of cblC disease was made and
the molecular diagnosis was by whole-exome sequencing (WES). CASE REPORT: We report a male
patient, born to non-consanguineous parents, normal second pregnancy with adequate weight and
height, presented with jaundice during the first month of life, his development was normal until 3.5
months and then regressed. He was referred for evaluation at 5 months of age, on examination, he was
lethargic, with microcephaly, was hospitalized, had persistent metabolic acidosis, and was treated for
sepsis. He remained hospitalized for 5 months, had hospital-acquired pneumonia, COVID, required
mechanical ventilation, tracheostomy, optic nerve compromise, and multiple thrombotic events that
deteriorate him. Increased methylmalonic acid in urine and homocysteine in blood were detected.
Currently, receives vitamin B12, Betaine anhydrous, L-carnitine, pyridoxine, enoxaparin, multivitamins
and a diet with 1gm/kg of protein. Methylmalonic acid and homocysteine have decreased markedly. The
patient has sequelae but has improved significantly, establishes contact with his environment and makes
sounds and swallows food. RESULTS: WES identified a heterozygous pathogenic variant in the MMACHC:
c.394C>T and a heterozygous variant of uncertain significance in the PRDX1: c.*2C>T gene.
CONCLUSIONS: cblC is a serious condition, its timely diagnosis and treatment seem encouraging for
these patients. Probably, several PRDX1 mutations cause epimutations in MMACHC. Diagnostic molecular
panels for this condition should include the PRDX1.
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