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Van der Knaap Disease: 
Megalencephalic 
Leukoencephalopathy 
with Subcortical Cysts

Sir,
Van der Knaap Disease is a slowly-progressive 
neurodegenerative disorder. It is characterized by infantile 
onset macrocephaly, cerebral leukoencephalopathy 
and mild neurological symptoms.[1] 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.[2]	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.[3] 
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).[4,5] 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.[5] Activity of glutaryl-CoA 
dehydrogenase	(GCDH)	in	fibroblast	and	GCDH	gene	
mutation analysis are used to rule out GA1. 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.
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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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The Woman Who Lost Her Words

Sir,
Frontotemporal dementia (FTD) is a clinically and 
pathologically heterogeneous syndrome with a prevalence 
of	 15.1/100,000	 population.	 FTD	 is	 more	 commonly	
diagnosed in patients <65 years of age.[1] Original cases 
were described by Alzheimer more than a century ago and 
later found to have tau-positive inclusions.[2] FTD can be 
classified	into	three	clinical	syndromes	depending	on	the	
early and predominant symptoms. The more common 
syndrome is a behavioral variant (bvFTD) with two language 
variants namely semantic dementia and progressive 
nonfluent	aphasia	(PNFA),	which	is	very	rare	compared	to	
bvFTD. Behavioral disturbances in the language variants 
of FTD, especially PNFA, are not frequently described 
in literature.[3,4] The majority of patients who present 
with PNFA are females and display decreased verbal 
output, slow effortful speech, impaired production and 
comprehension of grammar (agrammatism), and motor 
speech	 deficits	 with	 retained	 comprehension	 for	 single	
words. These patients often have normal reading skills, 
unlike other variants of FTD.[5]

A	 60‑year‑old	 homemaker	 presented	 with	 features	 of	
cognitive decline and behavioral problems for the past 
1 year duration. When her illness started, she became 
aloof and disinterested in household activities with a 

decreased interest in cooking and interacting with her 
family members, especially her grandchildren. Later, her 
relatives noticed that she would get irritated easily with 
occasional angry outbursts, even for trivial issues which 
she	 used	 to	 manage	 quite	 efficiently	 in	 her	 premorbid	
self. Gradually, she started repeating questions and 
could not recognize close relatives and neighbors. 
Three months after the onset of her illness, she started 
showing disinhibition, which manifested itself in terms of 
improper dressing, using vulgar terms in public, showing 
stimulus-bound behavior, tendency to wander, emotional 
incontinence, and becoming doubly incontinent without 
displaying any embarrassment. Her appetite also 
increased with a preference for carbohydrate rich food 
items and sweets (food faddism) and occasionally she 
drank cooking oil. She was admitted in a local hospital 
and diagnosed as having Bipolar affective disorder. She 
was conservatively managed with antipsychotics and 
benzodiazepines,	 without	 any	 significant	 improvement.	
In spite of her illness, she was able to dress, bathe, 
and navigate inside her house without any confusion. 
Gradually, she started having decreased verbal output 
often resorting to gestures. Her vocabulary dwindled, 
and she started using the same pair of words again 
and again. Her vocabulary became restricted to the 
following six words “Pants-Shirt,” “Milk-Jaggery,” 
and “inside-outside” which she would interchangeably 
use. She would use these terms as responses to all 

Figure 1: Magnetic resonance imaging demonstrating (a) dilated temporal horn, left >right. (b) Knife cut atrophy of anterior temporal lobe with 
perisylvian atrophy. (c) Lateral and medial temporal atrophy
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