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ABSTRACT: 

Methylmalonicaciduria (MMA) is a very rare metabolic disorder with Autosomal recessive 

inheritance. It is a reduction in the activity of methylmalonic coenzyme A mutase or it's 

coenzyme adenosylcobalamine, a vitamin B 12. The clinical manifestations are 

lethargy,vomiting,dehydration,acidosis,seizures and early presentation, we report a delayed 

presentation of a child with recurrent vomiting,seizures and coma presenting with "Rye like" 

illness. 

CASE: 

A one year old male toddler was brought with history of recurrent vomiting, seizures and 

lethargy of 4 days duration. He had repeated episodes of vomiting in the past which 

subsided with symptomatic treatment. There was no history of failure to thrive or seizures, 

or developmental delay.Examination findings revealed doll like facies,hepatomegaly and 

poor tone with brisk reflexes. There were no meningeal signs. 

He was admitted with a working diagnosis of possible inborn error of metabolism. Initial 

workup revealed hypoglycaemia  andsevere metabolic acidosis with high anion gap. Urine 

ketones were positive. Serum ammoniaand lactate wereelevated.  Liver function test 

revealed elevated hepatic enzymes. Cerebrospinal fluid analysiswas normal. Computerised 

tomography scan plain and contrast showed widening of the subarachnoid space,poor 

differentiation of grey and white matter .Electroencephalogram done showed focal 

epileptiform changes.Serum and urine samples were positive for Methylmalonemicaciduria. 

He was treated with intravenous fluids, bicarbonate infusions.   He was started on 

Carnithine, Vitamin B12 and biotin supplements. Seizures (partial) were controlled with 

intravenous Dilantin and subsequently put on maintenance doses of   Carbamazepine. He 

was discharged after two weeks. At discharge he had regression of milestones and motor 

sequelae in the form of spasticquadriparesis. He was advised physiotherapy, special diet 

along with supplements and regular follow up.He was readmitted after 8 months for severe 

metabolic acidosis refractory to bicarbonate correction requiring a single cycle of dialysis 

with which he showed marked improvement.  

After one year of follow up child has improved and has near age appropriate milestones and 

normal power in all limbs with no functional disability. 

DISCUSSION 

Methylmalonemicacademia ( MMA) is an autosomal recessive disorder first described in 

1964 by Oberholzer et al
1
.The methylmalonicaciduria is an organic acidemia caused by 

a)Deficiency of the methylmalonyl-CoA mutase, or by b) defects in the biosynthesis of the 

cofactor adenosylcobalamin. c) Regarding the enzymatic defect, there are two forms: 

mut(o) with no detectable enzymatic activity and mut(-) with reduced activity 
1,2,3

.  
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Its clinical presentation may vary from a severe neonatal form with acidosis and death, up to 

a progressive chronic form 
2
.Most common phenotype presents during infancy or even as 

late as 2 years of life.Clinically they present with intermittent episodes of vomiting, lethargy, 

hepatomegaly and seizures.Developmental delay and growth retardation are also noted. 

However our case did not have any developmental delay or growth retardation. The degree 

of metabolic acidosis maybe very severe that they may present with acute extrapyramidal 

stroke like episode.
6,9

 Epilepsy is a common manifestation of patients with MMA and Partial 

seizure being the commonest varaint
10

 Episodes of acute encephalopathy is due to the 

severe hypovolemia secondary to electrolyte loss caused by methylmalonicaciduria
5
. These 

children also present with ketonuria and hypoglycemia.  

Few children who are relatively asymptomatic till early childhood, during prolonged fasting 

or with severe viral infections may get misdiagnosed with features of Rye like illness also as 

was seen in our case 
5
.Collection of Serum and Urine for methylmalonic acid and by 

measuring the specific activity of the mutase enzyme in biopsies or cell extracts or by 

identifying the mutations in the causal gene is the diagnostic approach for MMA. Early 

diagnosis and long term treatment with carnitine, Vit.B12,biotin and restricted protein diet  

will help in improvement of the prognosis of the child 
3,4,7

.Rarely the child may require liver 

transplantation if metabolic acidosis persists and if child is non -responsive to B12 therapy
8
 

.Prognosis is usually poor in these children. 
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