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To the Editor: Dihydropyrimidine dehydrogenase deficiency
(DPD) is an autosomal recessive disorder due to DPYD gene
mutations [1, 2]. Phenotypes can range from asymptomatic
to severe neurological disorders with no genotype-phenotype
correlation [3].

A 4-y-old male born to non-consanguineous marriage
presented with seizures from the newborn period. Despite
treatment with multiple antiseizure medications (ASMs), he
had seizure episodes once in 20-30 d. He developed epileptic
spasms in the 5th month with incomplete response to ster-
oids and vigabatrin. At 20 mo he developed tonic seizures
and was diagnosed with Lennox Gastaut syndrome (LGS)
based on clinical and electrophysiology evidence and was
treated with ASMs with partial response. There was only
mild improvement in his development: he attained sitting
and recognizing his parents. On examination, the child has
microcephaly (<3 Z score), normal weight, and length, and
hypotonia with brisk deep tendon reflexes.

Investigations revealed normal liver and renal function
tests, arterial lactate, ammonia, arterial blood gases, and
tandem mass spectrometry. MRI brain showed mild cer-
ebral atrophy. EEG showed modified hypsarrhythmia. Uri-
nary GCMS showed a 25.74-fold elevation of Uracil-2 with
180.19% (reference: 0.00-7.00%) and Thymine at 117.12%
(Peak at 13.17 minu). Whole exome sequencing showed
two pathogenic heterozygous variants ¢.1905+1G>A and
¢.851-1G>C in the DPYD gene and upon Sanger sequenc-
ing showed segregation with the disorder in the family. The
child still has frequent seizures despite multiple ASMs. The
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differential diagnosis considered was developmental epilep-
tic encephalopathies and other metabolic disorders. There
are no Indian reports on the disorder but the DPYD gene
variants are reported in the context of 5-fluorouracil toxicity
in cancer patients [4].

There is no definitive therapy but one should avoid
5-fluorouracil. To conclude, DPD deficiency should be sus-
pected in cases with urinary excretion of Uracil and Thy-
mine on the background of refractory seizures including
West syndrome and LGS.
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