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A b s t r ac t
Background: Wilson’s disease (WD) is an autosomal recessive disorder of copper metabolism. It is associated with ATP7B gene mutations, present
on chromosome 13. It is primarily a liver disease, but presentation varies according to copper deposition in various organs. The diagnosis depends
on clinical features, Kayser–Fleischer rings, biochemical parameters, radiological findings, liver biopsy, and gene analysis.
Case: We report an atypical presentation of WD, where the patient presented with only psychiatric manifestations with two episodes of mania
with duration of 3 years to evolve from psychiatric manifestations to neurological and hepatic manifestations of WD.
Conclusion: A high index of suspicion is required, and early recognition of atypical presentation and initiation of the treatment can prevent a
catastrophic outcome.
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Introduction
Wilson’s disease (WD) is an inherited autosomal recessive disorder
of copper metabolism, associated with mutations of ATP7B
gene present on chromosome 13 coding for membrane-bound
copper-transporting ATPase.1 The incidence of WD is estimated to
be around one in 30,000 births.2 Hepatolenticular degeneration as
a result of the abovementioned enzyme deficiency leads to varied
hepatic, neurological, and psychiatric manifestations. 3 Thus, the
initial clinical presentation may vary; while 60% of patients present
with signs of liver cell damage, 40–50% present with neurological
manifestations and 10–25% present with psychiatric manifestations
at the time of diagnosis.4 Psychiatry symptoms may vary from
affective, psychotic, behavioral, personality, anxiety, and cognitive
manifestations. In this case report, we would like to illustrate one
such atypical psychiatric presentation of WD.

1,4

Department of Psychiatry, Spandana Nursing Home, Bengaluru,
Karnataka, India
2
Department of Neurology, Spandana Nursing Home, Bengaluru,
Karnataka, India
3
Department of Psychiatry, S Nijalingappa Medical College and HSK
Hospital, Bengaluru, Karnataka, India
Corresponding Author: Sanjiv Chamraj, Department of Neurology,
Spandana Nursing Home, Bengaluru, Karnataka, India, Phone:
+91 9945840180, e-mail: sanjivchamraj@gmail.com
How to cite this article: Subramanyam M, Chamraj S, Dewani K, et al.
Atypical Psychiatric Manifestation of Primary Wilson’s Disease: A Case
Report. Ind J Priv Psychiatry 2022;16(1):34–37.
Source of support: Nil
Conflict of interest: None

Case Description
A 21-year-old Indian male, who was on treatment for bipolar affective
disorder (BPAD) since the past 3 years, was brought to the private
psychiatric hospital in urban Bengaluru. The patient was born out
of consanguineous marriage, to a middle-class urban family. He had
a past history of two episodes of mania with no significant family
history. The patient was being treated for BPAD and was currently
on Tab. Lithium 300 mg twice daily and Tab. Haloperidol 10 mg
once daily. Currently, he had sudden onset stiffness of the body,
which was generalized, involving all four limbs, neck, and difficulty
in swallowing since the past 3 days. On examination, patient was
afebrile, with heart rate of 100 beats/minute and blood pressure of
130/80 mm Hg. Central nervous system examination revealed that
patient was conscious, restless, irritable, and oriented to time, place,
and person. Pupils were equal and reactive. Fundus examination
was normal. Cranial nerve examination was normal. Power was
normal in all four limbs. Rigidity of all four limbs and neck rigidity
were elicited (Video 1). Deep tendon reflexes were normal, and
flexor plantar response was noted. Sensory deficits were not noted.
Differential diagnoses at this stage included BPAD presenting with

extrapyramidal side effects (EPSs), neuroleptic malignant syndrome,
or with viral/autoimmune encephalitis. Patient was admitted in ICU
for further detailed evaluation and management.
Further, T2-weighted magnetic resonance imaging (MRI)
brain showed bilateral, symmetrical, hyperintense, ill-defined
lesions involving thalami and putamen. Similar lesions were also
noted in the midbrain (Fig. 1). These MRI findings with a normal
cerebrospinal fluid picture brought in the additional differential
diagnosis of WD. Autoimmune encephalitis workup was also
negative. In view of findings, a provisional diagnosis of WD with
drug-induced EPS was considered. A multidisciplinary team
consisting of psychiatrists and neurologists was constituted for
the care of this patient, with additional gastroenterology and
ophthalmological reference. Liver biopsy showed mild steatosis
and nonspecific inflammation. His hemogram, liver function tests,
and urine analysis were normal. Serum creatinine was mildly raised
(1.63 mg/dL). While serum ceruloplasmin level was low (5.4 mg/dL),
24-hour urine copper level was elevated, by about six times
the normal upper limit (371.8 µg/24 hours). Ophthalmological
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Fig. 1: MRI sequence

examination was normal, except for the presence of Kayser–
Fleischer rings in both eyes (Fig. 2). Genetic testing showed a
mutation in chromosome 13—ATP7B gene with homozygous
variant of c.2128G>A (p.Gly710Ser) in Exon 8 (Fig. 3).
Based on the clinical examination findings, radiological
evidence, and laboratory reports, a final diagnosis of primary
WD with psychiatric manifestation of BPAD, with drug-induced
extrapyramidal symptoms, was considered. Tab. Lithium and
Tab. Haloperidol were stopped, and the patient was started on
Tab. Levodopa/Carbidopa (100 mg/10 mg), Tab. Trihexyphenidyl
2 mg, Tab. Amantadine 100 mg, Tab. Dantrolene Sodium 100 mg,
and Tab. D-penicillamine 250 mg with supportive management.
On Day 3 of admission, the rigidity improved, with no other
EPSs. Hence, Tab. Amantadine and Tab. Dantrolene Sodium were
stopped.
The patient was shifted out of ICU on Day 3 of admission. Further
detailed mental status examination showed increased talk and
psychomotor activity with cheerful affect. In view of the evolving
manic symptoms, patient was also started on Tab. Clozapine 12.5 mg
once daily. The patient’s psychiatric symptoms also improved by
second week of hospital stay. Patient had normal mobility and normal
activities of daily living. Hence, patient was discharged on Day 15
of admission. The patient was continued on Tab. Clozapine 25 mg
once daily along with Tab. Trihexyphenidyl 2 mg once daily and Tab.
D-penicillamine 250 mg thrice daily. Patient was advised for regular
follow-up and strict adherence to medication.

Fig. 2: Kayser–Fleischer ring in the eye

Discussion
WD is a rare autosomal recessive disorder, caused due to mutation
of ATP7B gene on chromosome 13 leading to poor hepatic
clearance of copper thereby causing excessive accumulation of
copper inside the body. 5 Excessive copper starts accumulating in
hepatic cells and then starts reallocating in other bodily organs,
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Fig. 3: Genetic testing report specifying mutation variant

such as brain, spleen, cornea, and renal cells leading to hepatic
and other neuropsychiatric manifestations.6 Most of the patients
present in the second decade of life with a primary hepatic
presentation, with the remainder of the patients presenting
during the third and fourth decades, with a primarily psychiatric
presentation preceding the neurological signs of WD in about half
of the cases.7 Higher frequency of mood disturbances in terms
of depressive episodes has been reported. However, in our case
report, the primary presentation was of BPAD with two episodes
of mania, which had currently presented with EPS. Unlike classical
presentation of WD with initial hepatolenticular manifestations,
this patient presented with psychiatric symptoms initially
and took about three more years to develop hepatolenticular
manifestations.
Although various tests are suggestive of WD, like Kayser–
Fleischer rings on slit lamp, MRI brain T2-weighted images
showing hyperintensities in bilateral thalamus and putamen, low
36

serum ceruloplasmin levels, 24-hour urinary copper excretion,
and liver biopsy, no single test is diagnostic. In this case, we made
the diagnosis on the basis of all the above-mentioned tests and
confirmatory gene analysis.
The organic lesions of WD predisposed the patient to develop
EPS even with the low dose of antipsychotic drug (Tab. Haloperidol
10 mg). Further, the patient responded, and manic symptoms could
be stabilized with low doses of second-generation antipsychotics
(Tab. Clozapine 25 mg).
We used CARE checklist for reporting this case. Strength of our
study is that it was one of the rare presentations, where patient
had initial psychiatric manifestations for nearly 3 years before
showing hepatolenticular manifestations. However, limitation of
our study is the lack of records of detailed investigations of patient
during initial psychiatric presentation, while future research can
include follow-up of patients with WD to look for psychiatric
manifestations in detail.
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C o n c lu s i o n
The present case gave us a piece of valuable information that
atypical psychiatric presentation of WD is not uncommon. This
particular case shows us how important it is to look for organic
causes for psychiatric manifestation with detailed systemic
examination and thorough investigations to look for any underlying
primary illness that could cause psychiatric manifestation. A high
index of suspicion is required while dealing with adolescents and
young adults with psychiatric manifestation as primary presentation
with no neurological or hepatic symptoms. Early recognition of
atypical presentation and initiation of the treatment can prevent
a catastrophic outcome.
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S u p p l e m e n ta ry M at e r ia l
The “Video 1–Examination of rigidity” is the video of neurological
examination of the patient showing rigidity of all four limbs and

neck rigidity and it was recorded in the emergency department at
the time of admission. The video was uploaded as supplementary
file while uploading rest of the documents. The video will be
uploaded online on the journal website.
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