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Abstract

Objective: Copper as an essential trace element plays a vital function in biochemical systems. Its reduction or
raise under/above a certain limit results consistently in disturbed physiologically functions. Wilson's disease is
an auto-somal recessive copper transport disorder and clinical manifestations in adults are presentation of
hepatic or neuropsychiatric symptoms. However, in children clinical symptoms may be absent that makes the
diagnosis more difficult than in adults.

Methods: Many different literatures on the subject matter from different database sources were reviewed and
used .

Results: Clinical diagnosis for Wilson's disease includes screening tests such as determination of serum
ceruloplasmin level in addition to the slit lamp examination for kayser Fieischer rings to decide on or decline
further testing such as 24 hours urinary copper excretion and liver biopsy tests. Because starting an early
treatment is the most effective plan to control the condition, screening is also recommended for people who
have relatives with this disorder . Furthermore, lifelong treatment by copper chelators or zinc is mandatory for
patients regardless of symptoms.

Conclusion: Wilson's disease results from defective function of a copper transporting protein called P-type
ATPase (ATP7B). Factors influencing its function may be genetic, nutritional or environmental. Early
diagnosis of Wilson's disease is important not only to reduce or even prevent organ damage but also to ensure
that patients may start on proper treatment plan.
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Introduction

The major biochemical function of copper, an
essential trace element, in the body is directly from
its role in a number of copper containing
metalloenzymes such as cytochrome c¢ oxidase,
ceruloplasmin, superoxide dismutase, ascorbate
oxidase, monophenol monooxygenase, dopamine-f3
hydroxylase, ascorbate oxidase, lysyl oxidase and
tyrosinase. Copper is the internal component of
these metalloenzymes and since in biological
systems copper may be present in both +1 and +2
valance states, the metalloenzymes bind with
molecular oxygen and involve in oxidation-
reduction reactions. The other possible role of
copper is the indirect effect that a change in copper
status may have on other enzyme systems that do
not contain copper. Furthermore, Copper has an
important role in iron metabolism. Copper

deficiency interferes with iron absorption and
anemia results from severe copper deficiency
1,2).

The  copper content of foods is variable and
depends on copper content of the soil in the area
from which foods are obtained as well as on the
other factors such as copper loss or contamination
throughout processing. Liver, crustaceans, and
shellfish contain large amounts of copper. The
recommended and adequate dietary copper intake
range for adults is 1.5 to 3.0 mg/day (1,2). In
addition, the absorption amount of orally ingested
copper from the intestine is variable and the
intestinal absorption mechanisms as well as the
regulation of biliary excretion have major role in
the regulation of copper homeostasis. Absorbed
copper is rapidly transported as copper-albumin or
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copper-histidine complexes to the liver that is the
main storage site for it. An evidence indicates that
between 50 and 80% of ingested copper is
absorbed (3). Factors that affect copper absorption
include gender (women absorbing a greater
percentage than men), the amount ingested,
chemical forms, other dietary trace elements,
sulfate, various amino acids, fibers, and phytates.
Furthermore, relatively high amounts of copper are
found in heart, brain, and kidneys but muscle and
bone copper concentrations are low and constitute
about 50% of the total body copper because of their
large mass (1,2).

To maintain blood levels, copper is incorporated
and released from the liver mainly as
ceruloplasmin,. Ceruloplasmin is a blue-colored
glycoprotein that belongs to the alpha2 globulin
electrophoretic fraction and contains 8 copper
atoms per molecule. In addition, it is a
multifunctional cuproprotein and accounts for over
95% of the total copper in plasma (1-,3).
Furthermore, ceruloplasmin is an acute phase and a
transport protein. Incorporation of copper into the
ceruloplasmin structure occurs during its synthesis
in the hepatocytes. After secretion from the liver,
ceruloplasmin migrates to copper requiring tissue
where the copper is liberated during catabolism of
the ceruloplasmin molecule. In addition to
transporting copper, ceruloplasmin has a catalytic
function in the oxidation of iron (Fe2+) to Iron
(Fe3+),  polyamines, catecholamines, and
polyphenols (4).

In human blood copper is distributed between the
erythrocytes and the plasma. In erythrocytes, 60%
of copper occur as copper-zinc metalloenzyme
superoxide dismutase and the remaining 40%
loosely bind to other proteins and amino acids.
Total erythrocyte copper in normal humans is
around 0.9-1.0 ug/mL of packed red cells (4,5). In
plasma, about 93% of copper is firmly bound to the
ceruloplasmin that is involved in iron mobilization
as well (1,2). The remaining (7%) is bound to
albumin, transcuprein, and copper amino acid
complexes. Plasma or serum copper in normal
humans is in the 0.8-1.2 ug/mL range and is not
significantly influenced by cyclical rhythms or by
feedings(4). Hypocupraemia occurs when serum
copper level is 0.8 ug/mL or less and since about
93% of serum copper is normally bound to
ceruloplasmin, hpocupraemia is usually
accompanied by hypoceruloplasmin.
Hypercupraemia occurs naturally during pregnancy
and is also associated with "acute phase" reaction
that occurs in a different number of disease statues.
Moreover, it is almost always accompanied by
hyperceruloplasmin (5,6).

In spite of different dietary forms of human copper
deficiency, the importance of maintaining copper

homeostasis is well demonstrated by two hereditary
disorders in humans, Menkes disease due to copper
deficiency and Wilson’s disease due to copper
accumulation (5). However, copper accumulation
or overload occurs in acquired toxicity as well as
other conditions associated with abnormal copper
metabolism that cause serum copper to rise (6.)
Acquired copper toxicity may result from ingesting
or absorbing excess copper. Patients with acquired
copper  toxicity show  systematic  toxic
complications such as hemolytic anemia, anemia,
tachycardia and hepatotoxicity. This condition is
treated with prompt gastric lavage or penicillamine,
a copper chelator agent. Occasionally, copper
toxicity is fatal despite treatment (6). Wilson's
disease is a disorder that affects both men and
women at equal rate with a frequency of 1 in 30000
to 1 in 100000 live births. The age of onset is vary,
however, it usually presents itself between 6 and 40
years of age (7-9). Furthermore, new cases have
been reported in people between age 3 to 75 (8).
Wilson’s disease is a genetic disorder and results
from defective function of a copper transporting
protein called P-type ATPase (ATP7B). The gene
is located on chromosome 13 and affected people
are  homozygous for the mutant gene.
In  heterozygous carriers only a single abnormal
copy of the gene is present (9). The genetic defect
impairs copper transport and prevents incorporation
of copper into ceruloplasmin. Thus results in
severely depressed and low serum ceroluplasmin
level.  Heterozygous carriers show either no
decrease at all or just mild decrease in
ceroluplasmin level. Furthermore, the defected
transport decreases copper secretion into the bile
and the blood and causes copper to overload and
accumulate in the liver, brain, periphery of the iris,
kidneys and reproductive organs. The copper
accumulation cause developments of cirrhosis,
neurological symptoms; Kayser Fleischer rings;
hematuria, proteinuria, aminoaciduria respectively
(7-9).

Even though Wilson's disease is present at birth but
symptoms and signs in patients usually develop
between ages 6 and 40 (8). Symptoms and signs in
Wilson's disease may be of any kind but usually
involve hepatic and neurological damages and they
do not appear until copper builds up in the liver, the
brain, or other organs of the body. In addition,
patient's laboratory tests show low serum
ceruloplasmin level, high 24 hours urinary copper
excretion but  serum copper level may be high,
normal, or low. Moreover, they develop Kayser
Fleischer rings (Fig.1) that are green-brown copper
deposits ring around the edge of iris and in the rim
of the cornea of the eyes. Rarely, kayser Fleischer
rings occur in other liver disorders, for example,
biliary atresia and primary biliary cirrhosis. Studies
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have indicated that patients with Wilson's disease,
who show signs of nervous system damage, usually
have Kayser-Fleischer rings. However, the rings
are present in only 40% to 66 % of patients with
signs of liver damage alone (10,11). In children the
diagnosis of the disease is more difficult than in
adults because clinical symptoms may be absent
and the typical Kayser Fleischer rings are rarely
seen before the age of 7 years olds (8).

Fig.1- Kayser- Fleischer Ring in Wilson's Disease
(Adapted from Google)

Wilson's disease prognosis and diagnosis are
usually good unless the disease is advanced before
treatment begins. It has been shown that untreated
disease is fatal, usually by age 30 (11-13).
Recommended screening clinical diagnosis (11,12)
for Wilson's disease are determination of serum
ceruloplasmin in addition to the  slit lamp
examination, for kayser Fieischer rings to decide
on or decline further testing such as 24 hours
urinary copper excretion and liver biopsy results. If
any of the results are abnormal, liver biopsy is done
to measure hepatic copper concentration. Infants
should not be tested until after age one, because
ceruloplasmin levels are low during the first few
months of life. Children <6 years with normal test
results should be retested 5 to 10 years later.
Moreover, screening is recommended for people
who have a sibling, cousin, or parent with this
disorder. Therefore, it is the combination of clinical
and family history, physical examination, and
certain key laboratory tests that builds  the
diagnosis for Wilson's disease patients and no
single test can confirm the diagnosis with accuracy
since there is a possibility that routine tests may
give false positive and false negative results.

Starting on an early treatment plan for Wilson's
disease patients is the most effective plan.
Medications used to control and even in some cases
halt the disease are (14-16) copper chelators such
as D-penicillamine, and trientine or zinc. Chelating
agents remove extra copper from the body by

releasing it from organs into the bloodstream.
Then, kidneys filter the excess copper and pass it
into the urine. The chelating agents usually
recommended at the beginning of the treatment and
their potential side effect are nervous system
symptoms that may become worse during
treatment. Zinc also is prescribed for these patients
and it is taken by mouth as zinc salts (zinc acetate)
that reduces or blocks the digestive tract absorption
of copper from foods. Thus prevents re-
accumulation of copper in patients organs who
cannot tolerate copper chelators or who have
neurologic symptoms that do not respond to other
drugs. Most people under zinc treatment usually do
not show any side effects, however, some may get
upset stomach.

Long term treatment (Maintenance) for Wilson's
disease patients begins when symptoms improve
and laboratory tests indicate that serum and urine
copper are at a normal range. Maintenance
treatment usually is taking zinc or a lower dose of a
chelating agent (14-16). People with this disorder
need to take medications for the rest of their lives.
Furthermore, follow-up and adherence to an
effective treatment plan is necessary to manage
symptoms and prevent organ damage. Another plan
to reduce and control the amount of copper in
people with Wilson's disease is changes made in
lifestyle such as eating, diet, and nutrition habits.
These patients should reduce their dietary copper
intake and avoid taking foods that are high in
copper such as shellfish, liver, mushrooms, nuts,
and chocolate. In addition, in patients when the
maintenance treatment plans are not effective or
cirrhosis leads to liver failure or acute liver failure
happens suddenly, a liver transplant may be
necessary (16-20).

Conclusion

Wilson's disease, an auto-somal recessive copper
transport disorder, was first defined by a British
neurologist; Samuel Alexander Kinnier
Wilson (1878-1937), in 1912 (7). Symptoms and
signs in Wilson's disease may be of any kind but
usually involve hepatic and neurological damages
that do not appear until copper builds up in organs
of the body. Early-onset presentations are at birth
and late-onset manifestations in adults older than
70 years of age are now well recognized (8, 21). To
confirm the clinical diagnosis of Wilson's disease
direct genetic testing for ATP7B gene mutations
are available. Moreover, early diagnosis of
Wilson's disease is important not only to reduce or
even prevent organ damage but also to ensure that
patients may start on proper treatment plan.

346

International journal of Medical Investigation


https://en.wikipedia.org/wiki/Samuel_Alexander_Kinnier_Wilson
https://en.wikipedia.org/wiki/Samuel_Alexander_Kinnier_Wilson
https://mail.intjmi.com/article-1-190-en.html

[ Downloaded from mail.intjmi.com on 2025-10-16 ]

Int ] Med Invest 2015; vol 4; num 4;344-347

http://www.intjmi.com

Financial Disclosure
There is no financial disclosure related to this
manuscript.

Conflict of Interest declaration
None.

References

1-Prohaska JR. Biochemical function of copper in
animals. In: Prasad AS ed. Essential and toxic trace
elements in human health and disease. New York,
Liss AR. 1988; 105-124.

2. Lutsenko S, “Human copper homeostasis: a
network of inter-connected pathways,” Current
Opinion in Chemical Biology .2010; 14(2), 211-
217. [ d0i:10.1016/j.cbpa.2010.01.003].

3- Johnson PE, Milne DB. Effects of age and sex
on copper absorption, turnover, and status.
F.A.S.E.B.J. 1991;5:A1076.

4- Mason KE. A conspectus of research on copper
metabolism and requirements on man. J Nutrition.
1979;109, 1979-2006.[ Pubmed]

5- Huster D. Wilson disease. Best Practice &
Research Clinical Gastroenterology. 2010; 24:
531-539.

6- Milne BD. Trace elements. In: Tietz textbook
of clinical chemistry. Burtis CA, Ashwood ER
eds. (2™ed) . Saunders Co.USA .1994; 1335-38.

7-Trocello JM, Broussolle E, Girardot-Tinant N,
Pelosse M, Lachaux A, Lloyd C, Woimant F.

Wilson's disease, 100 years later.... .Rev Neurol
(Paris). 2013 ; 169(12):936-43.[Pubmed]

8- Behari M, Pardasani V. Genetics of Wilsons
disease. Parkinsonism Relat Disord.
2010;16(10):639-
44.[doi:10.1016/j.parkreldis.2010.07.007].

9- Golan JL, Goilan TJ. Wilson 's Disease in
genetic, diagnostic and therapeutic aspects. J
Hepathol .1998; 28:28-36. [d0i:10.1016/S0168-
8278(98)80373-5].

10-Loudianos G, Lepori MB, Mameli E, Dessi V,
Zappu A. Wilson's Disease . Prilozi. 2014;
35(1):93-8. [Pubmed].

11-Weiss KH, Stremmel W. Clinical considerations
for an effective medical therapy in Wilson's
disease. Ann N Y Acad Sci. 2014;1315:81-85.
[doi: 10.1111/nyas.12437].

12- Rosencrantz R, Schilsky M. Wilson's Disease:
pathogenesis and clinical considerations in
diagnosis and treatment. Seminars in Liver
Disease. 2011;31:245-259. [Pubmed].

13-Rukunuzzaman M. Wilson's Disease in
Bangladeshi children: Analysis of 100 cases.
Pediatr Gastroenterol Hepatol Nutr.
2015;18(2):121-127. [Pubmed].

14- Moores A, Fox SH, Lang AE, Hirschfield
GM. Wilson Disease: Canadian perspectives on
presentation and outcomes from an adult
ambulatory setting. Can J Gastroenterol. 2012 ;
26(6): 333-339.[ PMC3378279].

15- Roberts EA, Schilsky ML. Diagnosis and
treatment o f  Wilson  Disease.  An
update.Hepatology.2008;47:2089-111.[Pubmed].

16-Purchase R. The treatment of Wilson's Disease,
a rare genetic disorder of copper metabolism. Sci
Prog. 2013;96[Pt 1]:19-32. [Pubmed].

17. Cox DW, Tumer Z, Roberts EA: Copper
transport disorders: Wilson disease and Menkes
disease. In Inborn Metabolic Disease. Fernandes
J, Sandubray JM, VandenBerghe F eds. Berlin,
Heidelberg. New York, Springer-Verlag. 2000;
385-391. [d0i10.1007/978-3-662-042854_33].

18- Duarte-Rojo A, Zepeda-Gomez S, Garcia-
Leiva J, et al. Liver transplantation for neurologic
Wilson’s Disease: Reflections on two cases within
a Mexican cohort. Rev Gastroenterol
Mex. 2009;74:218-223. [Europe Pubmed Central].

19- Talal Hilall and R. Scott Morehead. Fulminate
Wilson’s Disease managed with plasmapheresis as
a bridge to liver transplant. Case Reports in
Medicine. 2014; 2014: [Article ID 672985] 4
pages.

20- Lui C, Chen C, Cheng Y, Lee T. Wilson’s
Disease after liver transplantation. Transplant
Proc. 1998;30:3324-3325.

21- Bandmann O, Weiss KH, Kaler SG. Wilson's
Disease and other neurological copper disorders.
Lancet Neurol. 2015 ;14(1):103-113. .[Pubmed].

347

International journal of Medical Investigation


http://dx.doi.org/10.1016/j.cbpa.2010.01.003
http://www.ncbi.nlm.nih.gov/pubmed/?term=Behari%20M%5BAuthor%5D&cauthor=true&cauthor_uid=20708958
http://www.ncbi.nlm.nih.gov/pubmed/?term=Pardasani%20V%5BAuthor%5D&cauthor=true&cauthor_uid=20708958
http://www.ncbi.nlm.nih.gov/pubmed/20708958
http://dx.doi.org/10.1016/j.parkreldis.2010.07.007
http://dx.doi.org/10.1016/S0168-8278\(98\)80373-5
http://dx.doi.org/10.1016/S0168-8278\(98\)80373-5
http://www.ncbi.nlm.nih.gov/pubmed/?term=Loudianos%20G%5BAuthor%5D&cauthor=true&cauthor_uid=24798599
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lepori%20MB%5BAuthor%5D&cauthor=true&cauthor_uid=24798599
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mameli%20E%5BAuthor%5D&cauthor=true&cauthor_uid=24798599
http://www.ncbi.nlm.nih.gov/pubmed/?term=Dess%C3%AC%20V%5BAuthor%5D&cauthor=true&cauthor_uid=24798599
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zappu%20A%5BAuthor%5D&cauthor=true&cauthor_uid=24798599
http://www.ncbi.nlm.nih.gov/pubmed/24798599
http://www.ncbi.nlm.nih.gov/pubmed/?term=Weiss%20KH%5BAuthor%5D&cauthor=true&cauthor_uid=24754532
http://www.ncbi.nlm.nih.gov/pubmed/?term=Stremmel%20W%5BAuthor%5D&cauthor=true&cauthor_uid=24754532
http://www.ncbi.nlm.nih.gov/pubmed/24754532
http://www.ncbi.nlm.nih.gov/pubmed/?term=Rukunuzzaman%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26157698
http://www.ncbi.nlm.nih.gov/pubmed/26157698
http://www.ncbi.nlm.nih.gov/pubmed/?term=Moores%20A%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lang%20A%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hirschfield%20G%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Purchase%20R%5BAuthor%5D&cauthor=true&cauthor_uid=23738435
http://www.ncbi.nlm.nih.gov/pubmed/23738435
http://www.ncbi.nlm.nih.gov/pubmed/23738435
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bandmann%20O%5BAuthor%5D&cauthor=true&cauthor_uid=25496901
http://www.ncbi.nlm.nih.gov/pubmed/?term=Weiss%20KH%5BAuthor%5D&cauthor=true&cauthor_uid=25496901
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kaler%20SG%5BAuthor%5D&cauthor=true&cauthor_uid=25496901
http://www.ncbi.nlm.nih.gov/pubmed/25496901
https://mail.intjmi.com/article-1-190-en.html
http://www.tcpdf.org

