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1. Eosinofiele granulocyten zijn karakteristiek voor toxische 
hepatitiden (DILI). 
 
Goed/fout 
 
 
2. Naast de hoeveelheid fibrose is ook het patroon/ligging van de 
collageenvezels belangrijk bij het opstellen van de differentiaal 
diagnose van onderliggend leverlijden. 
 
Goed/fout 



Interpretatie leverbiopt  

Afwijkingen: 
 

Waar ? 
 

Wat ? 
 

Klinisch correlaat ! 
 



Liver acinus 
 
Zone 1: surrounds portal tract 
Zone 3: surrounds central vein 



Stainings 
 
HE  overall architecture, inflammation, steatosis 
 
PAS  stains glycogen, delineates limiting plate 
 
PAS-D ceroid-laden macrophages, α1-antitrypsin, 
  copper binding protein, basal membrane 
 
 



HE; hematoxylin eosin 



PAS 



PAS-D 



Stainings 
 
Reticulin structure of liver cell cords, subtle fibrosis 
 
EVG/SR collagen deposition  
 
CU/FE copper/iron 
 
CK7  bile ducts, ductular reaction, CK7 expression 
  on hepatocytes (~ biliary phenotype) 
  



gomorri Reticulin 



   Confluerent P-C necrosis : acute viral hepatitis and/or 
exacerbation of chronic hepatitis 
 
Confluerent P-P necrosis : chronic hepatitis and biliary 
tract disease 

 

Collagen stainings 
Patterns of necrosis and fibrosis 

HCV: P-C; P-P                       EHBDA: P-P 



Copper 

 ~ normally 
secreted in 

bile 

Fe 



CK7 



Liver diseases 
 
 

Diagnostic clues 
 

   Inflammatory cells 



2 verschillende patiënten met acute 

hepatitis: 

A. 2 x AIH 

B. 1 x AIH, 1 x AIH-like drug reaction 

C. 1 x AIH, 1 x virale hepatitis 



Polymorphs/neutrophils: 
 
 

Steatohepatitis 
Ductular reaction 
Drugs 
 
 
Microabcesses ~ CMV  
Perfusion damage  
Surgical necrosis 



Eosinophilic granulocytes: 
 

Parasites 
Drugs  
Primary biliairy cholangitis (PBC)/AIH 
IgG4 disease 
 
Cellular rejection 
 



Plasma cells: 
 
Auto Immune Hepatitis (AIH) 
Viral hepatitis   
PBC 
 
Drugs 



Lymphoid aggregates: 
 

Hepatitis C (or B) 
PBC  
AIH 
Lymphoma 



Differentiaal diagnose 



Drug-induced hepatitis 



Drug-induced hepatitis 
 

Altijd in de DD!!! 



Hepatitis 
 

Acute vs chronic 



acute 

chronic 



Acute HBV 

HbS en HbC (-) 



Councilman 
bodies 



Acute AIH 



Yeoman AD, Westbrook RH, Al-Chalabi T, Carey I, Heaton ND, Portmann BC, Heneghan MA. Diagnostic value and utility of 
the simplified International Autoimmune Hepatitis Group (IAIHG) criteria in acute and chronic liver disease. Hepatology. 2009 
Aug;50(2):538-45. 

 

 



Vrouw, 78 jaar 

R/ Nitrofurantoine 
 

Bjornsson et. Drug-Induced Autoimmune  
Hepatitis: Clinical 

Characteristics and Prognosis.  
Hepatology 2010 

 



Primary Biliary Cholangitis (PBC) 











Primary Sclerosering Cholangitis 
(PSC) 





Histopathology 
 

Major bile ducts frequent site of injury… upstream non-specific features of 
obstruction (dd small duct PSC) 

 

Fibro-obliterative ductal lesions with ‘onion-skin’ type, periductal fibrosis → 
destruction of bile ducts and ductopenia.   

Association with IBD (50-80%) 







CK7 

IgG4 

IgG4 cholangiopathie 



Bile duct injury/overlap syndrome 



Trivedi PJ, Hirschfield GM. 
Aliment Pharmacol Ther. 2012 Sep;36(6):517-33 

Presence of severe 
interface hepatitis in primary 
biliary cirrhosis portends a 
worse prognosis  





Chronic hepatitis 
 
 6 months 

 

 

Inflammation and scarring 

 

(grading and staging) 

  

   

 



Grading and staging 

Chronic (viral) hepatitis: Metavir (F1-F4), Ishak (F1-F6) 
 
NASH: Kleiner-Brunt, SAF score 
 
Biliary disease (PBC): Ludwig staging system,  
Nakanuma 
 
 



Grading and staging 

HBV: Metavir F2, Ishak F3 
NASH, Brunt F2 

PBC, Ludwig stadium 2 



   

Attention 

  Patchy distribution of some diseases  
  adequate biopsy 
 
  Interobservariability  
  double reading, consensus 
  validation ~ clinical relevancy 
 



 
 
 
 

CIRROSE 
 
 

René Laënnec (1781-1826) in “De l’auscultation médiate ou Traité du Diagnostic 
des Maladies des Poumons et du Coeur’’(1819).  

 
 
 

“Le foie réduit au tiers de son volume se trouvait caché dans la 
région qu’il occupe; incisé, il paraissait entièrement composé d’une 

multitude de grains de la grosseur d’un frain de chènevis ou de 
millet, de couleur jaune ou jaune roux.”  



Histopathology, April 2013 





Juni 2016 



Liver biopsy 
 
 
 
 
For diagnosis and/or confirmation of (suspected) disease 
 
Confirmation of tumor and tumor type 

Grading and staging of disease, taking into account  
specific patterns of damage 
 
Morphological classification of cirrhosis based on  
quantitative/morphometric methods able to provide  
more precise prognostic information? 
 

Exclusion of concomitant disease 



 
 

Aanvraag leverbiopt 





   

 
 

Interpretation liver biopsy  
 

It takes two to tango.. 

www.leverpathologie.nl 

http://www.youtube.com/watch?v=zl8PrmBf6yk
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