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Overview

• Practical aspects
• Immunohistochemical staining's
• Some pitfalls
• Example of how IHC can lead/mislead the 

pathologist
• Take home message and references



Biopsy handling
• Usually, a limited amount of 

(tumour)tissue is available

• Consider the possible need for 
further testing
• Prognostic/therapeutic biomarkers

• To avoid tissue loss:
• Divide biopsies over different paraffin 

blocks
• Use of unstained slides or ‘lintjes’



Questions to address looking at the HE

• Representative for tumour?

• Primary versus secondary?

• Malignant or not?

• Epithelial or other?



Questions to address looking at the HE

• Representative for tumour?
• Make sure the HE section is representative and covers 

the full length of the biopsy specimen

• Primary versus secondary?
• Biliary tumours such as intrahepatic cholangiocarcinoma 

remain difficult to differentiate from metastatic 
adenocarcinoma

• Neuroendocrine neoplasms
• Soft tissue tumours 



Metastatic liver disease
• Check patient history and imaging
• Age and gender 

Differences in gender between tumor types A. and the most important carcinoma subtypes B. #: no significant difference
between women and men.



Metastatic liver disease
• 92% of the liver metastases are carcinomas of 

which most are adenocarcinomas (75%)
• Colorectal
• Pancreatic
• Breast

• Women <50y: breast cancer
• Women >70y: GI-tract
• Men >70y: SCC-lung
• 18% presented as a CUP of which in 92% of cases 

the primary tumour type could be determined



Epithelial or other
• Morphology/growth pattern

• Epithelial 
• Spindle cell
• Vascular
• NET

• Immunohistochemistry 
• Keratin
• S100
• Vimentin
• LCA

• In Belgium, only 4 IHC tests are 
reimbursed

















Some pitfalls 

• Non-epithelial epithelioid tumours
• Melanoma
• Mesothelioma 
• Epitheloid angiosarcoma 
• …

• Rare tumour types
• Hepatoid gastric/pancreatic carcinoma
• …

• False negative or positive staining's
• May direct you in a completely opposite direction
• Check the controls



• Rare (or not that rare) expression patterns

47.4% of extrahepatic cholangiocarcinoma expressed 
TTF-1, 33.3% of which coexpressed NapA.

GATA3 positivity was seen in 16% of PDACs and 5% of CCs

CDX-2 positivity can be seen in a subset (12%) of non-
enteric type lung adenocarcinoma.



• Rare (or not that rare) expression patterns
• This may be antibody/clone dependent



Case
• Female patient 
• 57y













Additional IHC

• P63, GATA3, ER, PAX8: negative

• TTF1: negative

• Synaptofysin, chromogranin: negative

• Chymotrypsin, BCL10, Trypsin: negative



β-catenin



Liver biopsy:
• Based on the immunohistochemical profile, the 

primary origin is most likely the upper GI-tract, 
including pancreas and biliary tract. 

• The possibility of a solid pseudopapillary neoplasm 
must be considered.



Further investigations (MRI and PET-CT )

• Diffuse metastasis to the lung, intra-abdominal 
lymph nodes and liver

• No pancreatic tumours
• Lesion in the uterine cavity









Additional comment on the liver biopsy

• Based on the comparison of the  
immunohistochemical profiles, it cannot be 
excluded that the liver lesion is a metastatic 
location of the solid component of the endometrial 
carcinoma.

• Further systemic treatment for endometrial 
carcinoma was given.



• Use the available tissue 
sparingly

• Stepwise approach 
• Always correlate with the 

clinical information and 
patients history

• Know the markers you use
• Beware of false negative or 

positive  
immunohistochemical 
staining's 
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