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OBJECTIVES  Neurologic manifestations often masquerade underlying inherited metabolic conditions. We highlight four children with common 

neurological presentation who had rare underlying inherited metabolic disorders in a single center in one year.

Case 1 Neonatal Seizures: 31-week preterm born to consanguineous parents with multiple previous abortions and preterm deaths 

presented with refractory seizures and hypotonia. Genetics showed (second Asian child with) novel nonsense homozygous variant in the 

ALDH4A1 gene causing Type 2 hyperprolinemia (1)

Conclusion: All children had hypotonia as a common feature with non-neurological clues. Whole genome sequencing in suspected children can be 

resourceful and reveal rare diseases in resource limited settings.
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Case 2 Floppy infant: 4-month girl born to non-consanguineous parents presented with hypotonia, extensor posturing poor feeding 

and metabolic acidosis. Genetics showed (first Asian child with) homozygous missense variation of the RRM2B gene causing 

mitochondrial DNA deletion syndrome (2).

Case 3 Developmental Delay:  1-year girl born to non-consanguineous parents presented with developmental delay, peripheral hypotonia 

and feeding difficulty. Genetics showed POMK+ mutation causing limb girdle muscle dystroglycanopathy, so far reported in two 

patients (3).

Case 4 Epilepsy:  11-year boy born to consanguineous parents with normal development presented with recurrent seizures followed by 

vomiting. Genetics showed heterozygous PCCA mutation (unlike common homozygous mutation) causing propionic acidemia (4).
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