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ABSTRACT

ARTICLE DETAILS

Wilson's disease (WD) is a copper metabolism disorder that is inherited in an autosomal recessive  Published On:
manner, which produces a toxic accumulation of copper mainly in the liver and brain, in general it has 03 December 2022
two forms of presentation, hepatic which is it is more prevalent at early ages and the neurological one

that occurs at later ages. Although WD is not a common disease, it should be suspected in all chronic

liver disease of undetermined etiology with negative viral markers and autoimmunity, either with or

without neurological manifestations, as soon as possible and thus start treatment with copper chelators, Available on:

which mainly leads to to a substantial improvement in the prognosis of these patients.

INTRODUCTION

WD has a prevalence of approximately 1 in 30,000 - 100,000
individuals and the frequency of carriers of ATP7B gene
mutations is approximately 1 in 90 to 150 (5) the relationship
between men and women is controversial in various studies
reviewed. The clinical manifestations of WD are very
diverse, but in general in the first decade of life there is a
higher frequency of hepatic manifestations and after 20 years
75% present neurological manifestations and 25% both
hepatic and neuropsychiatric manifestations.

The clinical spectrum of the hepatic form is highly variable
and ranges from asymptomatic hypertransaminasemia to
fulminant liver failure, passing through transient episodes of
jaundice due to hemolysis or forms of acute or chronic
hepatitis simulating viral or autoimmune hepatitis or forms of
compensated or decompensated cirrhosis such as This is the
case of our patient who debuted with an edematous ascitic
syndrome as a manifestation of chronic liver disease and,
despite being 21 years old, did not present any
neuropsychiatric manifestations.

SYMPTOMS
It can manifest as liver, neurological, or psychiatric disease.
The form of liver involvement, more commonin children and

https://ijmscr.org/

adolescents, presents a spectrum that goes from chronic
hepatitis to cirrhosis. It usually presents with non-specific
symptoms such as tiredness, loss of appetite or abdominal
discomfort, and the diagnosis in these cases should be
suspected in any patient under 40 years of age who presents
persistent elevation of transaminases, once other causes of
liver disease have been ruled out. Sometimes the onset of the
disease occurs in the form of severe acute liver failure, with
jaundice, coagulation disorders and hepatic encephalopathy
(alteration of consciousness). In these cases, there is usually
also anemia due to intravascular destruction of red blood cells
and kidney failure.

The neurological presentation is generally observed in older
adolescents or young adults, with predominant symptoms
such as speech disturbances, stuttering, tremors, difficulty
swallowing, walking and lack of motor coordination. They
may also have stiffness, muscle spasms, and loss of facial
expression. There is no affectation of the intellect. Most
patients with neurological symptoms also have liver
involvement, which is often asymptomatic, and corneal
copper deposits detectable on ophthalmologic examination
(Kayser-Fleischer ring). In 10-20% of patients with
neurological manifestations, psychiatric disorders such as
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depression, compulsive behavioral disorders and phobias are
detected.

Within the neuropsychiatric manifestations, asymmetric
tremor of the hands (postural tremor), intentional tremor of
the trunk and head, less frequently rigidity, dystonia,
bradykinesia, dysarthria and apraxic symptoms are observed,
cerebral convulsions occur infrequently, but more frequent
than in the general population. Up to a third of patients may
initially present with psychiatric symptoms such as attention
deficit, depression, mood swings, and in extreme cases,
psychotic symptoms. On physical examination, a
characteristic sign is the Kayser-Fleischer ring, which are
granular copper deposits on the inner surface of the cornea
(Descemet membrane), observed in 95% of patients who
present with neurological symptoms and in the 50% of
patients who do not present these symptoms.

DIAGNOSIS

In general, the diagnosis is made based on clinical, analytical
criteria (serum ceruloplasmin < 20 mg/dL, high urinary
copper concentration in 24 hours > 100 mg, negative Coombs
hemolytic anemia in case of fulminant liver failure) and
histological ( hepatic Cu concentration > 250 ug/g).
However, given that there is great variability in WD, its
diagnosis is often difficult and sometimes late, which is why
useful scoring systems have been designed to make an early
diagnosis of this entity, such as Leipzig's, which adds
ophthalmological findings such as Kayser's ring -Fleischer
and the neurological symptoms already described.

From the histological point of view, it is worth mentioning
that WD is a great simulator since it does not have specific
data, which is why apoptosis, steatosis, Mallory bodies as
seen in NASH cases, diffuse nodularity, fibrous bridges,
findings of In any case of cirrhosis, with special stains such
as orcein or rhodamine, intrahepatic copper granules can be
found, which, however, are not specific, since they may be
absent in the initial stages of the disease. Liver biopsy is
reserved for those patients in whom clinical signs and
noninvasive tests do not allow a definitive diagnosis or other
liver disease is strongly suspected. Another point to note is
that the severity of the lesions does not correlate with
laboratory data, as occurs in most liver diseases.

Some authors consider concentrations greater than 250 ug/g
hepatic copper as the gold standard for the diagnosis of WD.
However, it must be remembered that the concentration of
copper in the liver does not have a homogeneous distribution,
therefore liver biopsy must be performed. broad to avoid false
negatives, in addition to the fact that hepatic copper can also
be increased in other cholestatic pathologies.

Genetic tests have recently been introduced that are basically
reserved for family screening of index cases and for those
patients in whom the diagnosis is difficult to establish based
on clinical and analytical criteria.

TREATMENTS

Existing treatments used in WD are chelating agents (D-
penicillamine, trientine, tetrathiomolybdate) and zinc salts. In
general, the approach to treatment depends on whether the
patient is asymptomatic or symptomatic and also on the main
manifestation of the symptoms. symptoms (neurological
and/or hepatic). D-penicillamine seems more effective in the
initial and maintenance therapy of the hepatic form, zinc salts
in its maintenance, and tetrathiomolybdate in the neurological
form. Patients with acute liver failure or decompensated
cirrhosis that does not respond to chelation therapy should be
included on the liver transplant waiting list.

Acute liver failure due to WD represents less than >5% of
cases and a high percentage of these will be fatal if they do
not undergo liver transplantation. According to the prognostic
score of the King's College group (based on values of
bilirubin, AST, INR, albumin and white blood cell count)
patients who have a score >11 will not survive if they do not
have a transplant.

CONCLUSIONS

As a conclusion to this work, highlight the need to disclose
and disseminate the existing knowledge about EW in the
clinical setting to facilitate its diagnosis and so start
administration as soon as possible pharmacological treatment
that minimizes or improves symptoms and/or sequelae of this
disease in affected people. In addition, it is important to make
visible and normalize this pathology in society to that this
group does not feel stigmatized, especially important for
people affected with physical and psychological
consequences.
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