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BACKGROUND
• MoCD Type A is a severe autosomal recessive inborn error of metabolism
caused by mutations in MOCS1 gene resulting in a deficiency of molybdenum
cofactor dependent enzymes activity.
• The resultant accumulation of toxic metabolites in the brain leads to severe
neonatal neurological impairment characterized by intractable seizures,
feeding difficulties, no achievement of developmental milestones and
regression. Accumulation of urinary xanthine results in urolithiasis.

METHODS
• Clinical, biochemical, radiological and genetic data
of 9 patients from Northern Israel were
retrospectively collected.

RESULTS

• The cohort included 6 males and 3 females.
• All patients presented in the first week of life.
• The main presenting manifestations: seizures (9/9), feeding difficulties (6/9), exaggerated startle response (6/9) high pitched cry (4/9).
• The main types of seizures were myoclonic and generalized tonic-clonic (8/9).
• All patients featured severe global developmental delay and truncal hypotonia.
• Other neurological features included: spasticity (7/9), myoclonus (5/9), microcephaly (5/9) and cortical blindness (3/9).
• Brain MRI, performed in 6 patients, typically revealed abnormal white matter and cerebellar hypoplasia. Other radiological findings
included: enlarged ventricles (5/6), abnormal corpus collosum (4/6), cortical atrophy (4/6) and cyst formation (3/6).
• Urinary sulfite stick was positive in the 1st-2nd days of life; Serum uric acid levels were practically undetectable since age 3-7 days.
• 8/9 died: 4 during the first year of life; 4 within their first decade of life.
• 4 different MOCS1 homozygous mutations were identified in the studied cohort.
Table 1: Genetic characteristics and presenting symptoms:

Table 3: MRI findings:

CONCLUSIONS

Table 2: Neurologic features and sequalae:

• The present Israeli MoCD Type A cohort
highlights the typical disease features with
neonatal presentation including intractable
seizures, feeding difficulties and hypotonia
with rapidly evolving limb spasticity,
microcephaly and no achievement of
developmental milestones.
• No genotype-phenotype correlation was
observed. All the mutations identified should
be considered severe.
• High index of suspicion among
neonatologists and pediatricians is crucial for
early diagnosis since a promising disease
modifying treatment is already in clinical
trials.

