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• Hemochromatose

• Ziekte van Wilson

• Alfa 1 antitrypsine deficiëntie

• ….
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Molecule structure of human synthetic hepcidin-25



Copyright ©2006 American Physiological Society

Ganz, T. et al. Am J Physiol Gastrointest Liver Physiol 290: G199-G203 2006;

doi:10.1152/ajpgi.00412.2005

Sequences of verterbrate hepcidins
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Hepcidin regulates ferroportin expression on the basolateral
membrane of enterocytes
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Model of pathways involved in hepcidin regulation
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Model of pathways involved in hepcidin regulation
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Regulation of systemic iron flows in normal subjects (A), patients 
with hereditary hemochromatosis (B) and patients with anemia of 

inflammation (C)
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Historiek

1865 – Trousseau

- “bronsdiabetes”

1889 – Von Recklinghausen

- “haemochromatosis”

1976 - Simon et al. 

- autosomaal recessieve ziekte, gekoppeld aan korte arm

chromosoom 6 (HLA-A3)

1996 - Feder et al. 

- identificatie causale gen: initieel HLA-H

- huidige naam: HFE gen

1935 – Sheldon

- erfelijke aandoening





Variabele expressie 

- biochemische en klinische heterogeniteit

- omgevingsfactoren, modifier genen => “multifactorieel” 

Pietrangelo NEJM 2004



HH type 1 of HFE-HH

Simon et al. 1976

Feder et al. 1996

HFE

C282Y

H63D



Epidemiologie HFE mutaties

Pietrangelo NEJM 2004



Genetische counseling: wie testen ?

Presymptomatisch in sibs: risico M/M is 25% als ouders beiden 

N/M (obligate dragers)

Eerstegraadsverwanten indexpatient: afhankelijk van risico’s



 







• MRI
BEFORE
phlebotomy

AFTER
phlebotomy







Behandeling

• Aderlatingen

• Chelatoren

• Erythrocytaferese





Effects of treatment
Complication Expected outcome

None Prevention complications, 

N life expectancy

Weakness, fatigue Resolution or improvement

Elevated liver tests Resolution or improvement

Hepatomegaly Resolution or improvement

Cirrhosis No change

Arthropathy Almost no improvement

Secondary hypogonadism Resolution rare > 40y

Diabetes Sometimes  insulin need

Cardiomyopathy Resolution rare

Hyperpigmentation Resolution usually



Screening 

• Familieleden

• Populatie

• Risicopopulatie



Casus

• Man 45 jaar.

• Ferritine 4000 ng/ml

• Ijzersaturatie 80%

• ALT: 55 IU/L



Casus

• Man 45 jaar.

• Ferritine 1000 ng/ml

• Ijzersaturatie 43%

• ALT: 55 IU/L



Casus

• Man 45 jaar.

• Ferritine 4000 ng/ml

• Ijzersaturatie 80%

• ALT: 3000 IU/L



• Hemochromatose

• Ziekte van Wilson

• Alfa 1 antitrypsine deficiëntie

• ….



• Wilson disease (WD; also known as hepatolenticular
degeneration) was first described in 1912 by Kinnear
Wilson as “progressive lenticular degeneration,” 

• pattern of inheritance was determined to be
autosomal recessive. 

• In 1993, the abnormal gene in WD was identified. This
gene, ATP7B, encodes a metal-transporting P-type 
adenosine triphosphatase (ATPase), which is expressed
mainly in hepatocytes and functions in the 
transmembrane transport of copper within
hepatocytes. 













Fulminant hepatitis due to Wilson’s 
disease

• Peculiarities

– Alk fosfatase

– Hemolysis

• Treatment

– Liver transplantation






