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ABSTRACT 

Background

Psychosis associated with epilepsy is one of the temporal and frontal lobe epilepsy (TFLE) 
forms of presentation. Non-convulsive epileptic status (NCSE) clinical features are subtle 
and non-specific and, consequently, they are generally not diagnosed and confused with 
behavioral or psychiatric disorders. 

It remains a challenge to characterize neurobiological changes that contribute to the genesis 
or maintenance of both conditions, with a clear need for further investigation. 

Case report

A 56-year-old male patient was hospitalized due to a one month period with persecutory 
delusions, auditory hallucinations, thought diffusion, passivity phenomena and total insomnia. 
There were no relevant changes in the general and neurological physical examinations, 
analytical study, urine’s substance abuse drugs and cerebral CT.

His psychotic symptoms diminished with paliperidone, but one month after his admission 
he began to present periods of confusion, consciousness floating, temporal and spatial 
disorientation, disperse attention, behavioral disorganization at night and ataxia.

He realized an electroencephalogram (EEG) and had practically continued epileptic activity in 
the temporal and frontal lobes, which ceased with the addition of valproic acid (VPA).

Four months later the patient was discharged, medicated with paliperidone and VPA, with no 
psychotic symptomatology.

Conclusions

Today the most accepted theory is that both Psychosis and Epilepsy are the consequence of 
underlying neuropath physiological dysfunction, going towards the specter of a Psychosis’s 
“continuum”. 

The NCES can have a variety of clinical presentations and the EEG is necessary to make a 
definitive diagnosis, but this can be difficult especially due to its low availability and because 
there is currently no consensus on the EEG diagnostic criteria.

This clinical case was particularly challenging and the diagnostic delay could represent a 
liability to the patient’s recovery.

In both pathologies, the treatment remains a challenge for psychiatrists and neurologists, and 
further studies are needed to clarify the best diagnostic and therapeutic approach. 
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diazepam 40 mg per day due to the insomnia, 
with no response, and had no insight for the 
remaining clinical presentation. There were no 
relevant changes in the general and neurological 
physical examinations, analytical study (with 
hemogram, renal and hepatic function, 
ionogram, cholesterol and triglycerides, thyroid 
function, HIV, Hepatitis B and C and syphilis 
serologies, summary urine analysis), urine’s 
substance abuse drugs and cerebral CT.

He described this one-month period as “a 
dream…but it does not happen during 
sleep, it’s awake…where things that I can’t 
control happen and my body does things that 
shouldn’t do”.

Approximately ten years before, he had what was 
described as a “depressive episode”, but neither 
the patient nor his family could accurately 
describe it and there were no follow-up records. 
He had no other relevant medical history.

His psychotic symptoms improved with 
paliperidone 9 mg, but the insomnia remained 
despite the therapeutic adjustments. 

One month after his admission he began to 
present periods of confusion, consciousness 
floating, temporal and spatial disorientation, 
disperse attention, behavioral disorganization at 
night and ataxia, that doesn’t improve despite 
therapeutic. Psychiatric medication, including 
paliperidone was ceased and he had no changes 
in the neurologic status, cerebral NMR and on 
liquor analysis was normal.

He also realized an electroencephalogram (EEG) 
and presented slowing down of the base activity 
and had practically continued epileptic activity in 
the temporal and frontal lobes. With the addition 
of valproic acid (VPA) 750 mg per day the 
epileptic activity ceased and his status improved 
one month later. Paliperidone was reintroduced 
due to residual delusional activity, even though 
the anti-epileptic was in therapeutic levels. The 
control EEG showed no epileptic activity but he 
presented a sequelae encephalopathy trace.

Four months later his admission the patient was 
discharged, medicated with paliperidone and 
VPA, and was completely organized, with no 
psychotic symptomatology, although he had no 
insight for the episode.

Introduction

Psychosis associated with Epilepsy is one of the 
presentation forms of Temporal and Frontal 
Lobe Epilepsy (TFLE), a neurological condition 
in which seizures can be generalized and affect a 
whole set of limbic and neocortex structures [1].

The prevalence of psychiatric disorders is greater 
in people with Epilepsy than in the general 
population (2) and the percentage of epileptic 
patients who present with psychotic illness varies 
between 5.6% and 80% [2-4].

The lack of consistency of data is probably due to 
methodological differences in their study, such 
as changes in diagnostic classifications, clinical 
heterogeneity and different verification methods. 
This lack of rigor is also reflected in the fact that 
its etiology and pathophysiology have not yet 
been clearly established [4,5].

Although the combination of anti-epileptics 
and antipsychotics has been generalized as a 
therapeutic approach, there are no standardized 
treatment guidelines for Psychoses associated 
with Epilepsy [6].

The Non-convulsive Status Epileptic (NCSE) 
accounts for approximately 25% of status 
epilepticus and persists in 14% of patients 
following control of generalized epilepsy [7].

Although both conditions, TFLE and NCSE, 
require immediate diagnosis and intervention, 
the clinical features of NCSE are subtle and non-
specific and therefore are not usually diagnosed 
and confused with behavioral or psychiatric 
disorders [8]. The etiology, diagnosis, treatment, 
and prognosis remain controversial [9,10].

The objective of this paper is to clarify the 
clinical and therapeutic characteristics of 
Psychosis associated with Epilepsy and the NCSE, 
with a view to a greater and better recognition and 
approach of these conditions, both psychiatric and 
neurological level, with reference to a clinical case.

Case report

A 56-year-old male patient was compulsory 
hospitalized due to a one month period with 
persecutory delusions, auditory hallucinations, 
thought diffusion, passivity phenomena and 
total insomnia. He had been self-medicated with 
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After 4 months of ambulatory treatment, the 
patient abandoned his medication and returned 
to present psychotic symptoms, with persecutory 
delusions, passivity phenomena and insomnia. 
He was admitted one more time and, even though 
the EEG was not performed due to hospital 
unavailability, the VPA and paliperidone were 
reintroduced, with remission of his symptoms 
and discharge after 1 month of treatment. 

Discussion

The differentiation between Psychosis associated 
with Epilepsy according to the temporal relation 
with epileptic seizures has clinical and prognostic 
utility, with Epilepsy-associated psychoses being 
divided into peri-ictal/acute seizures with a 
close temporal relationship to epileptic seizures 
and interictal/chronic seizures, which are 
characterized by isolated psychotic episodes not 
related to seizures [6,11].

Peri-ictal psychoses can be divided into pre-ictal 
psychosis, which occurs before the convulsive 
episode, ictal, when the psychotic symptoms are 
the clinical expression of the seizure or as a post-
ictal crisis, occurring up to 120 h after the seizure 
episode [6,11].

Interictal psychosis may present as an acute 
episode that lasts for days or weeks, or as a chronic 
pathology that lasts for months or years [12].

The apparent clinical differences between 
Schizophrenia-like Psychosis in neurological 
diseases and Schizophrenia indeed are quite 
illusory, especially when Kurt Schneider’s first-
order symptoms are used, and transitional 
states are frequent. Since interictal symptoms 
are not related to any “convulsive side effects,” 
psychiatric manifestations are very similar 
to the phenomenological manifestations of 
Schizophrenia, which is why chronic interictal 
psychosis is also referred to as Schizophrenia-like 
Epilepsy Psychosis [5,13].

In contrast to Schizophrenia, the interictal 
psychotic episode has later onset of symptoms 
and is characterized by the absence of negative 
symptoms, a better premorbid condition and 
improbable personality deterioration, with 
delusions and hallucinations of being less bizarre 
and without loss of contact with reality [13-15].

The distinction of Schizophrenia also occurs 
through the common religious staining of 
paranoid ideas in patients with Psychotic 
associated with Epilepsy and, although auditory 

hallucinations are common, visual hallucinations 
are relatively rare [16,17].

Frequent symptoms in patients with Psychosis 
associated with Epilepsy also include psychic or 
experiential phenomena such as an intellectual 
aura or dream states, complex visual or auditory 
hallucinations or illusions, memory flashbacks, 
déjà vu, jamais vu, and significant emotional 
states, most commonly , with pronounced fear 
[18].

Sometimes the patient has insight for the episode 
and this can also distinguish from Psychotic 
disorders [19].

Several abnormalities throughout the brain have 
been described in Temporal Lobe Epilepsy and 
Schizophrenia, with a number of studies reporting 
structural abnormalities and genetic mutations 
presented in both pathologies [4,20-22].

The most accepted theory today is that both 
Psychosis and Epilepsy are the consequence of 
underlying neuropathophysiological dysfunction. 
In some patients this may be Epilepsy, whereas 
in others, symptomatology is congruent with 
Schizophrenia and a third group may suffer from 
both. This theory goes to meet the specter of a 
“continuum” of Psychosis [23,24].

Aberrant limbic activity and frontal dysfunction 
play a key role in the neuropathogeny of 
Psychosis. Variability in the structure and 
function of frontal lobe areas and adjacent 
regions (or involvement of these areas by the 
spread of epileptiform discharges) as well as 
bitemporal dysfunction may partially explain 
why some, but not all, patients with Epilepsy 
develop Psychosis [25].

The treatment of peri-ictal disorders is based 
on the control of epileptic seizures, whereas the 
treatment of interictal disorders is more similar 
to those of purely psychiatric disorders. Strict 
control of seizures may not only improve the 
patient’s quality of life and dysfunction, but 
also prevent the development of an interictal 
psychosis, so it is extremely important to 
establish a treatment protocol for these cases [6].

NCSE is defined as a seizure-free epileptic 
persistent condition, lasting more than 30 min, 
associated with continuous or quasi-continuous 
epileptiform discharges in the EEG. This 
condition, because is seizure free, is frequently 
misdiagnosed [26].

The EEG is necessary to make a definitive 
diagnosis, but this can be made difficult due 
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to the low accessibility to the examination, 
especially to the scarily monitoring EEG 
availability, the poor adhesion of the patient and 
the interpretation of the results, which do not 
always lead to a definitive diagnosis and are a 
subject of great controversy. As a consequence, 
it may be difficult to establish a precise incidence 
and the published estimates vary widely [27].

The NCSE can have a variety of clinical 
presentations. It may present as confusion with 
a floating pattern that is difficult to distinguish 
from other causes of delirium, and it is possible 
to have episodes of cognitive impairment 
interspersed with periods of almost normal 
functioning, such as a persistent confusional 
state or as in coma [28,29].

Being similar to other causes of delirium, a 
cognitive deficit that is particularly likely to affect 
attention is likely to occur, with individuals easily 
distracted and having trouble following complex 
conversations. The duration can be from hours 
to days [30].

NCSE can be caused by primary epilepsy or 
seizures secondary to a different pathology, 
such as cerebrovascular disease, meningitis/
encephalitis, head injury, brain tumor, 
neurosurgery or cerebral anoxia. The recent long-
term discontinuation of benzodiazepines should 
also increase suspicion [31,32].

A clinical improvement after administration 
of anti-epileptics, such as an intravenous 
benzodiazepine, is suggestive of NCSE. Careful 
monitoring and care availability should be 
considered in a more specialized unit. Ideally, 
drugs should be administered during continuous 
EEG recording to aid diagnostic accuracy. An 
alternative would be to repeat an EEG after 
treatment to demonstrate resolution of epileptic 
activity. There may be clinical situations where 
timely EEG is not possible and empirical 
treatment with clinical response monitoring may 
be warranted. In some cases, a diagnosis may 
depend only on clinical evaluation [27].

A clinical and/or EEG improvement after 
treatment makes the diagnosis of NCSE more 
likely. In some situations, this will be a valuable 
diagnostic test. In making a diagnosis, specialized 
interpretation of the tracing is necessary, but 
ultimately, clinical evaluation, rather than exact 
criteria, is the diagnostic key [27].

A good outcome may be associated with early 
and appropriate treatment [33]. Any delay 
in treatment may decrease the likelihood of a 

NCSE reversal and therefore have a detrimental 
effect on recovery [10].

Conclusion

In this patient in particular, it is difficult to 
differentiate the type of Psychosis associated with 
Epilepsy, since a video-EEG was not performed 
to specify the duration of the epileptic activity 
and its relationship with the clinic due to 
hospital limitations. His presentation can fit into 
ictal, post-ictal and interictal psychosis.

Regarding the NCSE, the confusional state 
and the benzodiazepines discontinuation raised 
that hypothesis, and an abnormal EEG and a 
clinical response along with correction of EEG 
abnormalities with VPA clarified the diagnosis, 
being that the most likely hypothesis TFLE with 
seizures interspersed with NCSE.

However, there is still the remaining doubt of 
Schizophrenia co-morbidity, which will only be 
possible to elucidate with this case progression.

Currently, Psychosis associated with Epilepsy 
and NCSE are conditions most frequently 
detected, reflecting the complex relationships 
between Epilepsy and Psychotic disorders and 
represents a clinical and therapeutic challenge 
[5,8,13].

The relatively high prevalence of psychotic 
symptoms in patients with Epilepsy suggests the 
existence of pathogenic mechanisms common 
to both, which may explain the bidirectional 
relationship and the higher occurrence of 
comorbidity. However, few studies have 
addressed this issue and it remains a challenge 
to characterize neurobiological changes that 
contribute to the genesis or maintenance of 
Epilepsy-associated Psychosis, and there is a 
clear need for further investigation to elucidate 
local and disseminated dysfunction of neuronal 
circuits that may be involved [5,13].

Rigorous control of seizures may, in addition 
to improving patients’ quality of life and 
dysfunction, prevent the development of chronic 
interictal psychosis [6].

Adequate recognition and treatment of Psychosis 
in Epilepsy and NCSE are essential for patient 
management due to the considerable weight on the 
quality of life and patient’s morbidity [10,34].
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