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PROLOGO

La salud contemporanea se configura como un campo de conocimiento,
intervencion y cuidado atravesado por multiples dimensiones: bioldgicas, clinicas,
sociales, éticas, tecnoldgicas, educativas e institucionales. En este sentido, el
volumen Ciéncias da Saude: Investigacao e Pratica VI reine un conjunto de trabajos
que permiten observar la amplitud y la complejidad de los desafios actuales en el area
sanitaria, articulando reflexiones conceptuales, estudios clinicos, analisis de practicas
profesionales y debates sobre la organizacion del cuidado, asi como sobre los desafios
crecientes para la salud publica.

Los capitulos que integran esta obra evidencian que la investigacion en ciencias
de la salud no puede limitarse a una mirada exclusivamente biomédica. Si bien el
diagnostico, el tratamiento, la prevencion y la seguridad terapéutica siguen ocupando
un lugar central, los procesos de salud y enfermedad también exigen considerar las
trayectorias de vida, la autonomia, los derechos, las condiciones sociales, la formacion
profesional, la comunicacion clinica, la toma de decisiones y la calidad de los sistemas
de registro, gestion e investigacion. Esta perspectiva amplia permite comprender la salud
como una experiencia compleja, situada y profundamente vinculada a los contextos en
los que las personas viven, envejecen, enferman, se cuidan y son cuidadas.

La organizacion del volumen fue pensada a partir de una logica progresiva,
distribuida en tres ejes tematicos. El primero reune reflexiones que abordan topicos
de salud publica desde una perspectiva integral, humanizada y transdisciplinaria,
considerando temas como la violencia como problema de salud publica, el curso de vida,
el curso de vida, el envejecimiento saludable, la autonomia, el cuerpo, la educacién sexual
integral y los derechos. Este conjunto de trabajos invita a pensar la salud mas alla de la
ausencia de enfermedad, reconociendo su relacién con el entorno social, la capacidad
funcional, la participacion, la subjetividad, las decisiones informadas y las condiciones
éticas y sociales que permiten una vida digna.

El segundo eje se aproxima a la practica clinica, al diagndstico oportuno y a la
seguridad terapéutica. Los trabajos reunidos en esta seccion destacan la importancia
de la sospecha clinica, de la evaluacion integral y de la actualizacion profesional frente
a enfermedades que pueden presentar manifestaciones atipicas, diagnosticos tardios
o desafios terapéuticos relevantes. Asimismo, se subraya la necesidad de fortalecer
practicas clinicas basadas en evidencia, capaces de reducir riesgos, evitar intervenciones
innecesarias y mejorar la seguridad de los pacientes en distintos escenarios asistenciales.

El tercer eje se orienta hacia la investigacion clinica, los registros, la gestion del

cuidado y la formacion profesional en salud. En este bloque, la obra pone de relieve la



importancia de los equipos de investigacion, la calidad de los datos, la documentacion
clinica, los indicadores de desempeno, la profesionalizacion de funciones estratégicas
y el desarrollo del razonamiento clinico en los procesos formativos. Estas discusiones
son fundamentales para comprender coémo las instituciones sanitarias producen
conocimiento, organizan practicas, evallan resultados y forman profesionales capaces
de responder a demandas cada vez mas complejas.

En conjunto, los trabajos aqui reunidos -de autores tanto europeos como
latinoamericanos-muestran que investigar y practicar la salud implica un ejercicio
permanente de integracion. La atencion sanitaria requiere conocimiento cientifico,
sensibilidad ética, competencia técnica, capacidad reflexiva y compromiso con las
personas y las comunidades. Al mismo tiempo, exige revisar criticamente los modelos
de ensefanza, los sistemas de informacion, las decisiones clinicas y las politicas
institucionales que orientan el cuidado en la vida cotidiana.

De este modo, Ciéncias da Saude: Investigacao e Pratica VI propone una lectura
que avanza desde una comprension amplia y humanizada de la salud, pasa por los
desafios clinicos y diagndsticos, y culmina en la reflexion sobre las practicas profesionales,
investigativas e institucionales que sostienen la atencion sanitaria contemporanea.
Esperamos que este volumen contribuya al didlogo entre investigadores, docentes,
profesionales y estudiantes del area de la salud, favoreciendo nuevas preguntas, nuevas

practicas y nuevas formas de pensar el cuidado, la formacion y la investigacion en salud.

Dr. Guillermo Julian Gonzalez-Pérez

Dra. Maria Guadalupe Vega-Lopez
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CAPITULO 6

BEYOND HEPATIC SIGNS: NEUROPSYCHIATRIC
SYMPTOMS AS THE FIRST PRESENTATION OF WILSON’S

Data de submisséo: 13/05/2026
Data de aceite: 29/05/2026

Ana Francisca Aires

Department of Psychiatry

Unidade Local de Saude do Algarve
Faro, Portugal

ABSTRACT: Wilson's disease (WD) is
a rare autosomal recessive disorder of
copper metabolism characterized by toxic
accumulation of copper, primarily in the
liver and central nervous system (CNS).
Neuropsychiatric manifestations may
precede hepatic symptoms, often delaying
diagnosis, particularly in adult-onset cases.
We report the case of a 50-year-old woman
who presented with progressive psychiatric
symptoms, including auditory and visual
hallucinations and  poorly  structured
delusions. Initial manifestations included
subtle personality changes, irritability,
emotional lability, and social withdrawal.
Over an eight-month period, she developed
disorganized speech, cognitive slowing,
and marked functional impairment. Auditory
hallucinations consisted of male voices
commenting on her actions and occasionally
issuing threats, while visual hallucinations

"FUNDING: No external funding was received for this work.
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involved indistinct human figures and
shadows. Neurological examination
revealed a low-amplitude resting tremor,

mild dysarthria, rigidity, and psychomotor
slowing. Laboratory investigations showed
decreased serum ceruloplasmin and elevated
24-hour urinary copper excretion, with
mildly abnormal liver function tests. Brain
magnetic resonance imaging demonstrated
signal abnormalities in the basal ganglia,
and ophthalmologic examination confirmed
the presence of Kayser-Fleischer rings.
The patient was treated with chelation
therapy using D-penicillamine and zinc
supplementation, along with cautious low-
dose antipsychotic medication. During follow-
up, there was a reduction in hallucinations
and thought disorganization, with partial
improvement in motor symptoms, although
mild psychomotor slowing persisted. This
case highlights the importance of considering
Wilson’s disease in the differential diagnosis
of late-onset psychiatric symptoms
associated with subtle neurological signs.
Early recognition and prompt initiation of
anti-copper therapy may lead to significant
improvement in both neuropsychiatric and
motor manifestations, emphasizing the need

for comprehensive evaluation in atypical
psychiatric presentations.
KEYWORDS: Wilson’s disease;

neuropsychiatry; behavioral disorders; copper
metabolism; early diagnosis.
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PARA ALEM DOS SINAIS HEPATICOS: SINTOMAS NEUROPSIQUIATRICOS COMO
PRIMEIRA MANIFESTACAO DA DOENCA DE WILSON - UM RELATO DE CASO

RESUMO: A doenga de Wilson é uma doenga rara autossodmica recessiva do
metabolismo do cobre, caracterizada pela acumulacao toxica de cobre, principalmente
no figado e no sistema nervoso central. As manifestacdes neuropsiquiatricas podem
preceder os sintomas hepaticos, atrasando frequentemente o diagnoéstico, sobretudo
em casos de inicio na idade adulta. Apresenta-se o caso de uma mulher de 50 anos
que desenvolveu sintomas psiquiatricos progressivos, incluindo alucinagdes auditivas,
da personalidade, irritabilidade, labilidade emocional e isolamento social. Ao longo de
oito meses, evoluiu com discurso desorganizado, lentificacédo cognitiva e compromisso
funcional significativo. As alucinacdes auditivas consistiam em vozes masculinas que
comentavam as suas acgdes e, por vezes, faziam ameagas, enquanto as alucinagées
visuais envolviam figuras humanas indistintas e sombras. O exame neuroldgico revelou
tremor de repouso de baixa amplitude, disartria ligeira, rigidez e lentificacdo psicomotora.
Os exames laboratoriais demonstraram diminuicao da ceruloplasmina sérica e aumento
da excrecgao urinaria de cobre em 24 horas, com alteracdes ligeiras das provas de funcao
hepatica. A ressonancia magnética cerebral evidenciou alteracées de sinal nos ganglios
da base, e o exame oftalmologico confirmou a presenca de anéis de Kayser-Fleischer. A
doente foi tratada com terapéutica quelante com D-penicilamina e suplementacéao com
zinco, associada a antipsicéticos em baixa dose com precaugéo. Durante o seguimento,
observou-se reducao das alucinagdes e da desorganizagao do pensamento, com melhoria
parcial dos sintomas motores, embora persistisse ligeira lentificacdo psicomotora. Este
caso destaca a importancia de considerar a doencga de Wilson no diagnostico diferencial
de sintomas psiquiatricos de inicio tardio associados a sinais neuroldgicos subtis. O
reconhecimento precoce e o inicio atempado da terapéutica podem conduzir a melhoria
significativa das manifestacdes neuropsiquiatricas e motoras, sublinhando a necessidade
de uma avaliacao clinica abrangente em apresentacdes psiquiatricas atipicas.
PALAVRAS-CHAVE: doenca de Wilson; neuropsiquiatria; disturbios comportamentais;
metabolismo do cobre; diagnostico precoce.

1. INTRODUCTION

Wilson’s disease is a rare, autosomal recessive genetic disorder of copper
metabolism caused by pathogenic variants in the ATP7B gene, which impair hepatic
copper excretion and lead to toxic accumulation in multiple organs, particularly the liver
and brain'. Over time, excess copper deposition in the central nervous system produces a
broad spectrum of neurological and psychiatric manifestations. While hepatic symptoms
often predominate early, neuropsychiatric symptoms may be the presenting feature in a
significant minority of adults, complicating and delaying diagnosis due to their nonspecific
nature and overlap with primary psychiatric disorders'?. Neuropsychiatric presentations

have been reported in up to 30 % of patients at diagnosis, and virtually all patients may
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exhibit such symptoms over the course of their iliness. Early identification and appropriate
anticopper treatment are crucial to prevent irreversible neurological damage and improve
outcomes, yet there are currently no consensus guidelines for the management of the
psychiatric aspects of the disease, and antipsychotic treatment may be associated with

increased risk of extrapyramidal side effects in these patients?s,

2. CASE DESCRIPTION

A 50yearold woman with no prior psychiatric history was referred to our service
due to an eightmonth history of progressive behavioral changes and psychotic symptoms.
According to collateral history, the onset was insidious, with increased irritability, emotional
lability, and social withdrawal accompanied by declining functional performance. Over
subsequent months, she developed prominent cognitive slowing, difficulty concentrating,
and increasingly disorganized speech. Ultimately, she began to experience persistent
auditory hallucinations, described as male voices commenting on her actions and issuing
occasional threatening commands, as well as intermittent visual hallucinations involving
indistinct human figures and moving shadows, particularly in low light. Delusional ideation
emerged, characterized by persecutory and selfreferential beliefs without coherent
systematization or identifiable persecutors. Insight was notably impaired.

Mental state examination revealed tangential, at times incoherent speech, anxious
mood with partially incongruent affect, active auditory and visual hallucinations, and
poorly structured delusions, with impaired judgment and limited reality testing. During
comprehensive clinical assessment, subtle neurologic signs were noted, including a
lowamplitude resting tremor, mild dysarthria, discrete rigidity, and psychomotor slowing.

Given the atypical psychiatric presentation in combination with extrapyramidal
features, a thorough organic workup was initiated. Laboratory testing demonstrated
decreased serum ceruloplasmin and elevated 24hour urinary copper excretion. Hepatic
biochemistry showed mild transaminase elevations. Brain magnetic resonance imaging
revealed signal abnormalities in the basal ganglia, and slitlamp ophthalmologic examination
was positive for KayserFleischer rings.

These findings supported a diagnosis of Wilson’s disease presenting primarily
with neuropsychiatric involvement. The patient was commenced on chelation therapy with
Dpenicillamine and adjunctive zinc supplementation. Given the sensitivity of patients with
Wilson’s disease to dopamineblocking agents, antipsychotic medication was introduced
at low dose with careful monitoring. Over the ensuing weeks, the frequency and intensity

of hallucinations diminished, and disorganization of thought became less pronounced.
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Over longer followup, partial improvement in motor symptoms was observed, with residual
psychomotor slowing. Serial biochemical monitoring showed improvement in copper
metabolism parameters. The clinical course is consistent with a favorable response to
anticopper therapy, though full remission of neuropsychiatric symptoms was not achieved

within the initial followup period.

3. CONCLUSIONS

This case illustrates a rare but important clinical phenomenon in which Wilson’s
disease presents predominantly with psychotic and neuropsychiatric symptoms in middle
adulthood, rather than with hepatic dysfunction. Such presentations pose substantial
diagnostic challenges, often leading to misdiagnosis and delays in appropriate treatment.
Clinicians should maintain a high index of suspicion for Wilson’s disease in patients with
atypical psychiatric presentations, particularly in the presence of extrapyramidal signs or
cognitive slowing, as early diagnosis permits initiation of specific anticopper therapy that
can alter the disease trajectory and prevent irreversible neurological damage?®.

The patient’s gradual improvement in psychotic and motor symptoms following
chelation therapy underscores the preliminary evidence of treatment efficacy in such
cases and highlights the need for individualized, evidencebased management strategies
for the psychiatric manifestations of Wilson’s disease®. Further research is warranted to
develop consensus guidelines for the optimal treatment of neuropsychiatric symptoms
in this population, and to better delineate the interaction between copper chelation and

psychiatric symptomatology.
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