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We report a case of a 5-year-old boy with seizures and regression of speech. He had a normal and uneventful birth history and a normal
developmental course before the age of 5 years. He presented for admission to the hospital at the age of 5 years, with unprovoked tonic-
clonic convulsions, which were followed by marked regression in speech. An electroencephalogram (EEG) showed brain electrical
patterns of abnormal electrical discharges in the temporoparietal area of language control, in keeping with Landau-Kleffner syndrome
(LKS). Cerebrospinal fluid analysis and brain magnetic resonance imaging (MRI) were normal. He was diagnosed with LKS and
treatment with sodium valproate, risperidone and prednisone was initiated. Convulsions were controlled and he was discharged for

follow-up as an outpatient.

Children with LKS may present with uncommon electroclinical presentation, hence more awareness and consideration of the disease
is needed in the evaluation of children with language abnormalities and/or convulsive disorders in the 3- to 9-years age group. Further
research is required to clearly describe its prevalence, clinical heterogenicity and more successful treatment modalities.
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A rare case of Landau-Kleffner syndrome can be described in any
setting where a thorough clinical consideration of history, symptoms
and signs is made in a patient. Landau-Kleffner syndrome, also
referred to as acquired epileptic aphasia (AEA), is a rare condition of
childhood characterised by epileptic encephalopathy and acute-onset
deterioration in language skills in children with previously normal
expression and receptive language development associated with
epileptiform abnormalities.** Characteristic epileptiform changes
described in electroencephalogram (EEG) of patients with LKS are
mainly located around the temporoparietal areas and present with
seizures of absence or tonic-clonic type often during sleep.!!

The exact cause of this disorder is not known. There have
been aetiological associations with neurological illnesses such as
neurocysticercosis, haemophilus influenzae type B meningitis,
temporal lobe tumours, demyelinating disorders and cerebral
arteritis."? However, autoimmune aetiology seems more likely
as there have been autoantibodies to myelin found in some LKS
-affected patients with high serum immunoglobulin G index. This
is also attested by the good clinical response of some LKS patients
following intravenous administration of immunoglobulins and
improved language skills following steroids use.

Genetic factors have likely also played a role. The disease may be
correlated with GRIN2A (16p13.2) mutations. This gene encodes
GluN2A protein, a subunit of the glutamate ion channel receptor
N-methyl-D-aspartate (NMDA), which is more concentrated in
areas of brain responsible for speech and language.! LKS is
described as a sporadic condition since there have not been more
than a few hundred cases in the literature since its initial description
in 1957.1%¢

Males are more affected than females, with a 2:1 male
predominance and the disease occurs mostly in the age group
3 - 8 years.”! Up to two-thirds of patients present with behavioural
changes and clinical seizures; the latter are controllable with

antiepileptic drugs. Our patient demonstrated characteristic
features of LKS. We present the case to increase awareness of this
rare disorder and place it within the diagnostic considerations of
various epileptic conditions in childhood.

Case

A 5-year-old male was admitted with convulsions. He presented
from a local clinic with generalised tonic-clonic seizures which
lasted for about 25 minutes. He had normal blood glucose levels. No
fever or any other associated symptoms were reported. Following his
seizures, he remained in a post-ictal state for ~1 hour. The child had
no history of seizures and there was no family history of seizures. His
birth history was unremarkable, and he had normal developmental
milestones. His mother described an unusually irritable child who
seemed to not understand her commands.

The child was also noticed to be unable to pronounce words
during the admission. His seizures were aborted with anti-convulsant
treatment and he had no further seizures during the admission.
Nonetheless, his inability to pronounce words became clear and
worse during the admission. Based on his clinical examination
and investigations carried out, he was therefore diagnosed with
LKS and managed accordingly. He had no further seizures in
the ward and was maintained on anti-convulsant therapy. His
vital observations were normal during the admission, and he had
a normal anthropometric profile. His neurological examination
was normal, with no dysmorphic features, except an inability to
understand speech and pronounce words.

Investigations

His basic workup, which included glucose levels, a full blood count,
electrolytes, calcium and magnesium levels, were normal. His
cerebrospinal fluid analysis was normal. Magnetic resonance imaging
(MRI) of the brain (Fig. 1) revealed no abnormality and EEG (Fig. 2)
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showed high-voltage generalised paroxysms of frontally dominant
1.5 - 2 HZ sharp-wave and slow-wave complexes with left temporal
focal epileptiform discharges. The sleep pattern was recorded and
showed faster background activity and focal epileptiform discharges
occurring independently.

Discussion

Inthisreport, we presented a case of a 5-year-old with LKS accompanied
by progressive aphasia and characteristic EEG abnormalities. LKS
is described well as a rare age-based epileptic encephalopathy that
occurs in previously well children with normal language skills and
behavioural development.>>”® It is characterised by progressive

aphasia that develops in association with electroencephalographic
abnormalities located in the temporoparietal areas, which indicate the
main features of the disease.!! It is also referred to as epileptic aphasia
and children with LKS present with various types of seizures, which
may be tonic-clonic seizures, simple or complex partial seizures.”

Many patients may present with verbal agnosia and may be
suspected to have hearing loss or autism spectrum disorder, but in
most patients with LKS, this occurs in association with seizures.
EEG examination aids diagnosis, as in the case of our patient, who
presented with seizures accompanied by progressive aphasia. Our
patients language skills regression did not recover despite seizure
control and initiation of treatment. In other reports, Shah and
Balasubramaniam® (2021) reported a 5-year-old who presented to
their outpatient with progressive speech regression over a month.

Atypical presentations have also been reported, as in the case of
an 8-year-old Nigerian boy who presented with recurrent vomiting,
delayed gross motor development and acquired aphasia. EEG
examination revealed bilateral continuous polyspike waves of slow
sleep.”’ Our patient had normal birth and developmental history
with normal anthropometry. But upon EEG examination, there was
intermittent sharp spikes and waves from the left hemisphere with
secondary generalisation, and later (with sedation) the repeat EEG
showed bilateral (left > right) parieto-temporal, left central and
generalised epileptiform abnormalities.

The exact aetiology of LKS remains unknown since its initial
description in 1957 although there have been suggestions for
possible genetic associations, such as correlations with GRIN2A
(16p13.2) mutations, which involve the protein called GIuN2A,
found in high concentrations in areas of brain that are important for
speech and language development.[!

Pathological variants in GRIN2A, an autosomal dominant gene,
have been identified in up to 33% of patients with LKS, mostly those
who presented with a non-convulsive EEG abnormality."! LKS
prevalence is unclear, though it is mainly regarded as a rare epileptic
syndrome of childhood. There is a male predominance with a ratio of
~2:1 and it commonly affects children who have achieved their early
milestones, with presentation between the ages of 3 and 9 years."

Our patient was a 5-year-old boy at the time of presentation. LKS
has also been reported to have onset age at 2 years, with a peak age of
occurrence at 5 - 7 years, characterised by progressive regression in
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Fig. 2. Electroencephalogram (EEG) showing left temporal focal epileptiform discharges.
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language development.!® In a 2014 Argentinian review of 29 patients
with LKS, Caraballo et al.'” reported a median (range) age of onset of
5 (2 - 8) years.I'! They also cited cases with overlapping differentials
such as autistic regression, Rolandic epilepsy with speech dyspraxia
and cognitive regression with epileptiform discharges.

LKS is mainly diagnosed in patients with characteristic EEG
findings associated with progressive aphasia and childhood history of
normal language and developmental milestones. More than two-third
of cases of LKS have abnormal EEG. These electroencephalographic
changes include bilateral independent temporal or parietal activity,
1 - 3 Hz slow-wave maximally temporal activity or generalised
sharp-wave or slow-spike discharges, which are usually activated
by sleep.” Our patient had 1.5-2 Hz sharp-wave and slow-wave
complexes, as well as sleep-pattern focal epileptiform discharges
occurring independently.

Computed tomography (CT) and MRI imaging of the brain are
usually normal, which was the case in the MRI scan of our patient.
Treatment of seizures in patients with LKS has shown good response
to sodium valproate — these patients also have improvements in
language skills after a course of steroids and cognitive linguistic
therapy.'*!¢ Our patient’s seizures were controlled successfully
with sodium valproate and he was discharged on prednisone and
cognitive linguistic therapy, with an out-patient follow-up plan.

Conclusions

Many patients with LKS initially show verbal agnosia and expressive
aphasia, then followed by seizures. Our patient presented first
with generalised tonic-clonic seizures, which were accompanied
by expressive aphasia. He is scheduled for out-patients review and
assessment of cognitive and language skills treatment outcome and
continues to take anti-convulsant therapy.

Careful evaluation is needed in children presenting with seizures
and/or language skills abnormalities, especially those aged 3 - 9
years and early and aggressive initiation of therapy. Although case
studies provide limited evidence of LKS prevalence and treatment
outcome, we hope that our report creates awareness and adds insight
into the disease, the need to consider its diagnosis, as well as further
successful treatment modalities.
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