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This four-year-old boy presented with a one-year history of
progressive cognitive regression, visual impairment, left-sided
weakness, and gait instability. Neurological examination was sig-
nificant for decreased visual acuity, weakness of his left extrem-
ities, diffuse spasticity that was more pronounced in the left
extremities, and a spastic gait. Magnetic resonance imaging
revealed prominent T2-hyperintense signal abnormality in the
splenium of the corpus callosum and the peritrigonal deep white
matter along the occipital horns (Fig A and B) along with subtle
enhancement along the left parietal leading edge in the subcor-
tical deep white matter. Laboratory evaluation showed decreased
cortisol level, normal serum amino acids, urine organic acids,
ammonia, liver function tests, and acyl carnitine. He began taking
fludrocortisone with marked improvement. In view of the
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neuroimaging and adrenal insufficiency, the patient was thought
to have X-linked adrenoleukodystrophy. However, very-long-chain
fatty acid levels were normal. A leukodystrophy panel revealed a
GALC mutation.

Discussion

The GALC gene encodes galactosyl ceramide beta-galactosidase,
and deficiency of this enzyme causes Krabbe disease, an autosomal
recessive sphingolipidosis. The incidence of Krabbe disease has
been estimated to be 1:100 000; however, newborn screening
identified 1:6000 individuals with reduced enzyme activity of
unclear significance.! Different mechanisms have been suggested to
explain how GALC mutations cause nervous system pathology,
including inflammatory and direct toxicity from psychosine.’
Beyond the nervous system, the manifestations of Krabbe disease
have not been fully elucidated. One patient with Krabbe disease
showed extremely rare hepatic macrophages at autopsy.’ We
describe the first patient with Krabbe disease and adrenal insuffi-
ciency. In individuals with X-linked adrenoleukodystrophy, the
adrenal glands show lamellae and lamellar lipid profiles, with very-
long-chain fatty acid esterified to cholesterol, in adrenocortical
cells.* Perhaps substrates of galactosyl ceramide beta-galactosidase
induce similar changes in the adrenal cells. In the future autopsy of
adrenal glands may clarify this.
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FIGURE. Magnetic resonance imaging of the brain, axial images. (A and B) (Fluid-attenuated inversion recovery) T2-hyperintense signal in the splenium of the corpus callosum and
the peritrigonal deep white matter along the occipital horns of the lateral ventricles, extending into the temporal lobes and corona radiata bilaterally (white arrows). Post-
gadolinum T1-weighted image showing subtle enhancement along the left parietal leading edge in the subcortical deep white matter (not shown).
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