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To the Editor: A 3-mo-old girl, previously well, presented
with vomiting, lethargy for 1 d and an episode of general-
ized seizures. There was no fever/loose stools. She is first
born to non-consanguineous parents and on examination,
she was encephalopathic [Glasgow coma scale (GCS):
E2V1M4], had effortless tachypnea (RR: 72/min). Abdo-
men examination showed moderate hepatomegaly. Central
nervous system (CNS) examination showed normal tone.
Investigations revealed normal blood counts, sugar, elec-
trolytes, negative C-reactive protein (CRP), hyperammone-
mia (460 Umol/L), metabolic acidosis (pH: 7.36, pCO,: 7.2
mmHg, HCO;™: 8 mmol/L), lactate: 8.3 mmol/L (0.7-2.1),
ketonuria (4+), elevated aspartate aminotransferase (AST)-
135 U/L and alanine transaminase (ALT)- 85 U/L. She was
ventilated, started on fluids, sodium benzoate & carnitine
and peritoneal dialysis was performed with bicarbonate-
based fluid. With the above measures her sensorium
improved in 36 h, ammonia levels dropped to 17 Umol/L
and lactate 2.5 mmol/L. In the meanwhile, MRI brain,
plasma aminoacids, acyl carnitine and urine organic acids
done were normal. She was discharged on sodium benzoate,
carnitine and gene testing revealed pathogenic homozygous
missense mutation in exon 6 of CASA gene confirming car-
bonic anhydrase VA (CA-VA) deficiency. At 1.6 y of age,
she is biochemically and developmentally normal.

CA-VA deficiency is a very rare, autosomal recessive disor-
der due to homozygous mutation in CASA gene with 26 chil-
dren reported till date, about 71% from Indian subcontinent [1,
2]. CA-VA supplies bicarbonate for 4 mitochondrial enzymes
namely carbamoyl phosphate synthetase-1, propionyl-CoA
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carboxylase, pyruvate carboxylase and 3-methylcrotonyl-CoA
carboxylase and therefore, its deficiency impairs urea cycle,
TCA cycle and gluconeogenesis. CA-VA deficiency is char-
acterized by a triad of hyperammonemia, hyperlactatemia and
ketonuria. Low pCO, in blood gas, overshooting the expect-
ing compensation, points towards CA-VA deficiency. About
one-third can have recurrent metabolic decompensation while
majority have a good neurological outcome [2, 3] which might
be due to the overlapping function of CA-VB that produces
some bicarbonate aiding the intra-mitochondrial enzymes to
function normally [4]. Long term treatment includes sodium
benzoate, carnitine, timely recognition & treatment of meta-
bolic crisis and avoiding valproate, acetazolamide, topiramate,
zonisamide & steroids [4].
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