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LETTER TO THE EDITOR

tumours, where ideally no healthy parenchyma is resected,
the hypothesis of neuronal plasticity does not seem to be
plausible. We concur with Berg et al.,® who argue that sur-
gical manipulation is the main cause of SMA syndrome. This
is particularly relevant in cases of more aggressive tumours
or tumour recurrence, where preservation of the arach-
noid mater is more challenging from a technical viewpoint.*
This suggests a certain predisposition to SMA syndrome
among patients with history of surgery, who probably already
present arachnoid damage, with symptoms triggered after
repeat surgery.
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Epilepsy: a story of voices and
ghosts™

Epilepsia: una historia de voces y fantasmas

Dear Editor:

We present the case of a 51-year-old male patient, a smoker,
with history of arterial hypertension and diabetes mellitus
and no personal or family history of psychiatric disorders,
who was brought to the emergency department after he
reported hearing voices and feeling a nearby presence,
which he could not see but was able to hear and feel. Both
the voices and the felt presence were perceived from his
left side. Furthermore, the patient’s relatives reported a
one-week history of short episodes of disconnection from his
surroundings. The patient only reported severe headache.
He did not complain with regard to the voices or the felt

* Please cite this article as: Moreno-Estébanez A, Marinas Alejo A,
Ontiveros Navarro SJ, Bilbao Villabeitia I. Epilepsia: una historia de
voces y fantasmas. Neurologia. 2020;35:608—611.

presence, which he considered to be real, and was unaware
of the episodes of disconnection. The neurological exami-
nation revealed left superior homonymous quadrantanopia,
left-sided visual extinction, and left-sided sensory extinc-
tion. An emergency head CT scan revealed a hypodense
area in the right temporoparietal region, with no con-
trast uptake, coinciding with an MRI lesion suggestive of
acute ischaemic stroke (Fig. 1). During hospitalisation, psy-
chotic symptoms progressed to paranoid delusions of voices
and felt presence. The patient was wary and became ver-
bally aggressive when it was suggested that the voices and
presence were not real. We prescribed symptomatic treat-
ment with risperidone dosed at 1 mg/8h. Given the atypical
age of onset for primary psychosis, the co-presence of an
acute brain lesion, and the occurrence of new episodes of
disconnection, we requested an emergency EEG study, sus-
pecting ictal psychosis. The EEG study, of 40 min’ duration,
detected 3 focal epileptic seizures lasting 1-2 min, start-
ing in the right centroparietal region, as well as postictal
slowing in the right centrotemporal region (Fig. 2). Inter-
ictal EEG revealed right temporal focal slowing. In terms
of clinical signs during the episodes of paranoid delusion,
the patient gazed to the left, stopping any activity, and
uttered some out-of-context yet well-structured sentences;
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Figure 1

Brain MRI: FLAIR sequences, axial plane (A1-A3); T2-weighted sequences, coronal plane (B1-B3); diffusion-weighted

sequences, axial plane (C1=tDWI, C2=ADC). The images reveal a hyperintense cortical-subcortical lesion in the right temporal lobe
on T2-weighted and FLAIR sequences (A1-B3), involving the right middle and inferior temporal gyri and extending to the ipsilateral
peritrigonal region and occipital horn of the lateral ventricle. Hyperintensity in diffusion-weighted sequence (C1), with low signal

in the ADC map (C2).

level of consciousness was preserved. During the EEG study,
he reported feeling the presence to his left side. Given
that EEG findings supported the suspected diagnosis of ictal
psychosis, altered perception (voices, felt presence) and
thought (paranoid delusion) were interpreted as symptoms
of psychic focal seizures (or cognitive seizures, according
to the 2017 ILAE classification') secondary to the acute
ischaemic lesion. We started antiepileptic treatment with
levetiracetam at up to 1500 mg/12h. As the patient pre-
sented only a partial response, we added phenytoin dosed
at up to 100mg/8h, which achieved substantial improve-
ments: delirium (voices and felt presence) resolved and
the patient began to question his perceptions. He was dis-
charged, presenting no further events; he is currently not
receiving antipsychotics but continues treatment with leve-
tiracetam dosed at 1500 mg/12h.

Psychotic symptoms are reported in up to 7% of patients
with epilepsy,” a prevalence rate twice as high as that
calculated in the general population (3%).2° In epileptic

patients, psychosis is classified as ictal, postictal, or interic-
tal, depending on its temporal relationship with seizures.*~¢
In ictal psychosis, psychotic symptoms constitute the clin-
ical manifestation of epileptic activity.* Postictal psychosis
starts after a seizure, following a lucid period lasting hours
or days.“"¢ Interictal psychosis appears during seizure-free
intervals.“~¢ Several neuroanatomical and neurophysiolog-
ical mechanisms explain the pathogenesis of psychosis in
patients with epilepsy.* From a neuroanatomical viewpoint,
the type of epilepsy most frequently associated with psy-
chosis is temporal lobe epilepsy involving the hippocampus
and amygdala. Involvement of other limbic structures and
the frontal lobe has also been associated with ictal psy-
chosis. Furthermore, the dopaminergic system, involved
in psychosis, also plays a role in epilepsy, causing glu-
tamate hyperactivity and GABA hypoactivity.” Therefore,
psychosis may be a non-incidental finding in epileptic
patients.
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Figure 2

Surface electroencephalography: epileptiform activity during one of the seizures. Electrodes were placed according to

the international 10-20 system. Monopolar recording (AV: average); sensitivity: 10 mV; high-frequency filter: 70 Hz; 30-s epochs. The
recording shows 4 epochs: seizure onset (epoch 1, asterisk and vertical line), with fast rhythmic activity in the right centroparietal
region and midline (C4-P4-Cz; epoch 1, arrow), which increases in amplitude and propagates to adjacent derivations, leading to
slow, regular, rhythmic activity (theta/alpha waves), with sharp waves in frontotemporal regions, predominantly on the right side
(epochs 2 and 3), until seizure resolution (epoch 4, asterisk and vertical line), and postictal slowing in the right centrotemporal

region (epoch 4, arrow).

Our patient had a form of ictal psychosis. The condition
is characterised by hallucinations, affective disorders, and
delirium.® Our patient also presented the peculiar ‘‘feeling
of a presence.”’ The ‘‘feeling of a presence’’ is defined
as the illusion or perception that somebody, whom the
patient cannot see, is in his or her immediate surroundings.®
This phenomenon is explained by a disorder of own body
perception; somatosensory inputs are projected outside
the intrapersonal space toward the extrapersonal space
as a result of lesions in temporoparietal association areas
responsible for bodily self-consciousness.®® This feeling of
a presence has previously been described in isolated cases
as a semiological manifestation of epileptic seizures.®~'* We
should therefore rule out epilepsy in patients with lesions to
association areas involved in bodily self-consciousness who
report feeling a presence. Our patient presented feeling of
a presence, auditory hallucinations, and delusional ideation
as symptoms of ictal psychosis.
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Parkinson’s disease secondary R

nnnnn

to 2 mutations of genes
involved in lysosomal protein
degradation*

Enfermedad de Parkinson por sendas
mutaciones en 2 genes relacionados con la
degradacion por lisosomas

Dear Editor,

The precise mechanisms of neuronal degeneration in Parkin-
son’s disease (PD) are yet to be determined. We already
know of several cellular alterations that contribute to
neuronal damage to differing degrees. These include alter-
ations in protein processing, oxidative stress, mitochondrial
dysfunction, inflammatory and excitotoxic mechanisms, or
intracellular vesicular transport alterations. Impaired neu-
ronal autophagy is currently considered one of the main
mechanisms related to PD; specifically, primary lysosomal
defects may promote the formation of Lewy bodies.’

We present the case of a 71-year-old man diagnosed with
PD at the age of 68, who presented mild, predominantly
right-sided parkinsonian syndrome and resting tremor in the
right hand. He showed good response to treatment with low
doses of levodopa (300 mg/day) and dopaminergic agonists

* Please cite this article as: Fernandez-Pajarin G, Sesar A,
Ares-Pensado B, Castro A. Enfermedad de Parkinson por sendas
mutaciones en 2 genes relacionados con la degradacion por liso-
somas. Neurologia. 2020;35:611—612.

(extended-release pramipexole at 1.05mg/day). Cognitive
performance was consistent with his age and level of educa-
tion. Regarding non-motor symptoms, he reported frequent
nightmares and sleep talking, associated with a probable
REM sleep behaviour disorder; however, he did not present
hyposmia or hypogeusia. His sister, living in Venezuela, was
diagnosed with PD at the age of 75.

A genetic study of the patient revealed 2 mutations in
genes associated with familial PD. The patient was a het-
erozygous carrier of a variant of the GBA gene, causing the
amino acid isoleucine to be replaced by valine at codon
445 (1333A>G, Ile445Val). This is a novel mutation that may
affect messenger RNA splicing mechanisms. The patient was
also a heterozygous carrier of a variant of the ATP13A2 gene,
causing the amino acid methionine to be replaced by lysine
at codon 210 (629T>A, Met210Lys).

Neurons are extremely sensitive to alterations in protein
degradation pathways. a-Synuclein is the main component
of Lewy bodies. It is degraded by both the ubiquitin-
proteasome system and the lysosomal system. While
a-synuclein accumulation may partly be caused by dys-
function of proteolytic systems, it may also cause this
dysfunction, as it is known to reduce the activity of these
systems.? Furthermore, mutations in PD-associated genes
such as LRRK2, parkin, and PINK1 have been associated with
decreased autophagic degradation.

Some genes coding for such lysosomal proteins as glu-
cocerebrosidase (GBA) and ATP13A2 (encoding a lysosomal
type 5 P-type ATPase), have been associated with familial
PD.> GBA mutations in homozygosis or compound het-
erozygosis are responsible for Gaucher disease, the most
frequent disorder of lysosomal storage. Heterozygous muta-
tions cause partial loss of the enzyme’s function, leading
to a reduction in the lysosomal degradation of a-synuclein.
These heterozygous mutations are currently the most sig-
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