LETTERS TO THE EDITOR

Van der Knaap Disease:
Megalencephalic
Leukoencephalopathy
with Subcortical Cysts

Sir,

Van der Knaap Disease is a slowly-progressive
neurodegenerativedisorder. Itischaracterizedbyinfantile
onset macrocephaly, cerebral leukoencephalopathy
and mild neurological symptoms."! This condition has
been reported in patients from the Agarwal community
in India. Gorospe et al. carried out detailed genetic
analysis of these patients and identified a common locus
on the MLC1 gene.”! A 27-year-old male born from a
nonconsanguineous marriage in a Sikh community in
Haryana, India had experienced a history of seizures
and ataxia since the age of eight. His seizures were
well controlled by a single antiepileptic drug. His
magnetic resonance imaging (MRI) brain showed T2-
hyperintensities with well-defined cystic lesions in the
bilateral anterior temporal lobes [Figure 1]. These MRI
features are consistent with van de Knaap syndrome.
Differential diagnosis of MLC includes inborn errors
of metabolism, especially those responsible for
megaloencephalopathy with or without white matter
disease, for example, Alexander leukodystrophy (AL),
Canavan disease (CD), and glutaric aciduria Type 1
(GA1). MRI findings can be helpful in differentiating
these diseases from van der Knaap syndrome. AL
is anterior predominant and has diffused white
matter abnormalities, and a magnetic resonance
spectroscopy will reveal that CD shows diffused
subcortical signal abnormalities with the involvement
of globus pallidus and thalamus and increased N-acetyl
aspartate (NAA).*3 Furthermore, AL and CD can be
confirmed by screening for glial fibrillary acid protein
gene mutation and aspartoacylase gene mutation,
respectively. NAA levels in cerebrospinal fluid can be
useful in confirming CD.P Activity of glutaryl-CoA
dehydrogenase (GCDH) in fibroblast and GCDH gene
mutation analysis are used to rule out GAl. Another
close differential diagnosis of MLC is merosin deficient
congenital muscular dystrophy, which can be excluded
by the absence of muscle weakness and normal serum
creatine phosphokinase levels.

Figure 1: Magnetic resonance imaging brain (a and b) Axial T1weighted
and T2-weighted images show subcortical cysts (arrows) in the bilateral
anterior temporal lobes.
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