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CATHEGORY: Organic Acidurias: Methyl Malonic acidemia and CblC

P-113 - TWO CASES OF COBALAMIN C DEFICIENCY WERE DETECTED BY NEWBORN SCREENING
IN URUGUAY.
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INTRODUCTION: Newborn screening (NBS) for the cobalamin C (CblC) defect should be considered since
survival and prevention of severe complications such as hemolytic uraemic syndrome, hydrocephalus
and hematological abnormalities in early-onset patients can be prevented by early treatment. The impact
of early treatment on neurocognitive development is unclear and has little influence on eye disease. The
cblC defect is screened by measuring propionylcarnitine (C3), and ratio with acetylcarnitine (C3/C2),
combined with the second tier markers: methylmalonic acid (MMA) and homocysteinemia (Hct). The cblC
defect is caused by mutations in the MMACHC gene. In Uruguay NBS for CblC defect is part of a pilot
program. OBJECTIVE: To present two cases of Cbl C deficiency detected by NBS in Uruguay.CASES
REPORT: Case 1: 9 years of age male, a product of G3P3 of a nonconsanguineous healthy couple.
Normal pregnancy and delivery. NBS sample collected at 40 hours of life, demonstrated: C3: 13 umol/L (N
<5,7), C3/C2: 0,42 (N <0.26). Urine MMA result: 591 umol/mmol of creatinine (N <6) Hct: 89 umol/L (N
3,3-8,3) Normal plasma B12 vitamin and folic acid. Sequencing of MMACHC, evidenced two pathogenic
variants: c.271dupA/c.565C>A. Therapy was initiated with parenteral hydroxycobalamin (1 mg IM a
week) and biochemical parameters improved. He developed hypotonia and global developmental delay
with greater impairment in language skills. Case 2: 6 months of age female patient product of G2P2.
Pregnancy is complicated with gestational diabetes. Normal delivery at term. Excessive sleepiness,
lethargy, hypotonia and feeding difficulties were noticed from birth. NBS sample collected at 40 hours of
life, demonstrated: C3: 9,1 umol/l (N <5,7), C3/C2: 0,42 (N <0.26). Urine MMA: 1987 umol/mmol (N <6).
Hct: 110 umol/L (N<11). Normal plasma B12 vitamin and folic acid. Therapy was started with parenteral
hydroxycobalamin (1 mg IM a week) and there was clinical improvement as well as the biochemical
parameters. Sequencing of MMACHC demonstrated: c.271dupA/c.271dupA. Visual impairment was
observed. CONCLUSION: NBS for the CblC defect should be considered since by early treatment survival
improve and severe complications can be prevented. The impact of early therapy on neurocognitive
development and on eye disease is unclear yet.
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