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Abstract

Case Report

This clinical case describes a 45-year-old man with chronic psychosis associated with drug-resistant epilepsy since
adolescence. Psychiatric symptoms included persecutory and witchcraft-related delusional ideas, auditory
hallucinations, aggressive behavior, and suicide attempts. Brain MRI revealed a hypothalamic hamartoma, a rare benign
lesion that can cause seizures, endocrine disturbances, and psychiatric manifestations. Treatment with amisulpride and
carbamazepine led to partial improvement, with a reduction in hallucinations but partial persistence of delusional
thinking. Management required multidisciplinary coordination between psychiatrists and neurologists, with
consideration of a specialized surgical approach. This case highlights the importance of brain imaging in atypical and
treatment-resistant psychiatric presentations, especially when associated with difficult-to-control epilepsy. It also
underscores the potential role of hypothalamo-limbic circuits in the development of severe psychiatric disorders and the
value of a comprehensive approach addressing both neurological and psychiatric aspects.

Keywords: Psychosis, drug-resistant epilepsy, hypothalamic hamartoma, multidisciplinary approach, neuroimaging.

Copyright © 2025 The Author(s): This is an open-access article distributed under the terms of the Creative Commons Attribution 4.0 International
License (CC BY-NC 4.0) which permits unrestricted use, distribution, and reproduction in any medium for non-commercial use provided the original

author and source are credited.

INTRODUCTION

Hypothalamic hamartomas (HH) are rare,
benign, non-tumoral malformations located in the
hypothalamus, generally detected during childhood.
They are classically associated with gelastic seizures
(inappropriate  laughter), precocious puberty, or
endocrine disorders. However, the literature also reports
significant neuropsychiatric manifestations, such as
behavioral disorders, aggression, mood disorders,
anxiety, and in some cases, psychotic symptoms.

Psychosis, particularly schizophrenia, is rarely
described as directly linked to HH. Nonetheless, recent
studies suggest  that  neuroanatomical and
neurofunctional alterations induced by these lesions—
particularly within the limbic and hypothalamo-limbic
circuits—may contribute to the emergence of complex
psychiatric presentations. We present here the case of a
patient with chronic schizophrenia and drug-resistant
epilepsy since adolescence, in whom brain MRI revealed
a hypothalamic hamartoma during a psychotic relapse
with a suicide attempt.

CASE REPORT

We report the case of a 45-year-old man
admitted to Ar-Razi Psychiatric Hospital for persistent
behavioral disturbances over the past 20 years,
characterized by self- and hetero-aggressiveness,
agitation, and delusional ideas of persecution and
witcheraft. Although tolerated by his family for many
years, a suicide attempt by throat cutting in a
hallucinatory context led to hospitalization.

The current episode began five months earlier
after the complete discontinuation of his treatment. He
became increasingly agitated, suspecting his mother of
trying to poison him and threatening to kill her. One
month before admission, he attempted to throw himself
in front of a car to escape what he described as “demonic
possession.”

His medical history includes psychiatric follow-
up for six years, hospitalization in 2021, and a prior
suicide attempt in a delusional context. He has also been
followed for epilepsy since the age of 15, characterized
by complex partial seizures with secondary
generalization. Despite dual therapy with carbamazepine
800 mg/day and clobazam 10 mg/day, seizures persisted
at a rate of 3—4 per month, with postictal amnesia.
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On admission, psychiatric —examination
revealed a calm patient of average build, with expressive
facial mimicry and easy contact. Speech was coherent,
and cognitive functions seemed preserved. However, he
presented with vague, poorly systematized delusional
ideas of persecution and witchcraft, with an
interpretative mechanism and auditory hallucinations.
His mood was neutral, affect blunted, judgment
impaired, and insight absent. Sleep was disturbed, but
appetite preserved. Physical examination showed a
sutured wound on the neck.

Biological tests and ECG were normal. Due to
partial resistance to antipsychotic treatment and
persistence of neurocognitive disturbances, brain MRI
was performed, revealing a lesion with intermediate T2
signal / hypo T1 signal centered on the right tuber
cinereum, measuring 13 x 9 x 15 mm, consistent with a
hypothalamic hamartoma.

The patient was started on amisulpride 400
mg/day along with carbamazepine. Progressive
improvement of psychotic symptoms was observed
during hospitalization, with psychomotor stability and
regression of auditory hallucinations, although
delusional ideas partially persisted.

He stayed for about two months and was
discharged stabilized on amisulpride 1 g/day, with slight
improvement in delusion but persistence of
hallucinations. Coordination with the neurology team led
to a reassessment of the antiepileptic treatment and
discussion of specialized HH management.

DISCUSSION

This case illustrates the complexity of
interactions between drug-resistant epilepsy, chronic
psychiatric symptoms, and hypothalamic hamartoma.
Although rare and benign, HH can be associated with a
wide range of clinical manifestations, from gelastic
seizures to major psychiatric disorders. In our patient,
early-onset, treatment-resistant epilepsy preceded the
emergence of chronic psychotic symptoms, including
delusions, hallucinations, violent behavior, and suicidal
acts.

MRI revealed an HH, suggesting a possible
common organic substrate for both neurological and
psychiatric manifestations. Recent studies report that up
to 43% of HH patients present with aggressive
behavioral disturbances, often absent in other epilepsy
forms. Involvement of hypothalamic structures
regulating emotions (mammillary bodies, ventral
hypothalamus) could explain these disturbances.

Risk factors such as male gender, early onset of
seizures, diverse seizure types, and the presence of a
delusional syndrome are also implicated in psychiatric
comorbidity. The lack of clear guidelines for managing

psychiatric disorders associated with HH complicates
treatment. In our patient, amisulpride led to partial
improvement. Specialized management, possibly
surgical, is under consideration.

Some specialized teams report significant
improvements after HH resection, especially in
behavioral disorders and refractory epilepsy. Such
interventions must be performed in expert centers with
multidisciplinary evaluation.

This case underlines the importance of brain
imaging in patients with refractory psychiatric disorders
and atypical epilepsy, advocating for a coordinated
approach among psychiatrists, neurologists, and
neurosurgeons.

CONCLUSION

This clinical case highlights the complex
interplay  between refractory epilepsy, chronic
psychiatric disorders, and hypothalamic hamartoma. The
identification of this structural lesion in an adult patient
with persistent psychosis and poorly controlled epilepsy
emphasizes the need for brain imaging in atypical cases.

The impact of HH on emotional and behavioral
circuits may contribute to the emergence of severe
psychiatric disorders. A multidisciplinary approach
involving psychiatrists, neurologists, and neurosurgeons
is essential to improve the quality of life of these patients
and reduce risks related to neuropsychiatric
comorbidities.
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