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Nothing to disclose 



•  HCC is the most common primary liver cancer  

•  The sixth most commonly occurring cancer 

•  The third cause of cancer mortality   
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MALIGNANT FEATURES 





HCC, NOS usually are not the problems 
 



Histochemical and immunohistochemical tools 
 

• Reticulin 

• P-CEA, CD10 

• Glypican-3 

• Glutamine synthetase 

• Heppar-1, arginase-1 

• AFP, Beta-catenin, HSP-70 
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Glutamine synthetase 



EXAMPLE 
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Better ! 



Glypican-3 



VARIANTS OF HCC 



67 yo male with liver mass 
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ARGINASE 



HCC, CLEAR CELL VARIANT  

Must exclude metastatic clear cell lesions 

especially RCC and adrenal primaries 



61 yo male, hx SB “carcinoid”, with liver mass 

 

OSH Dx: Metastatic neuroendocrine tumor, G1, due 

to “weakly positive synaptophysin”  

 

Patient presents for second opinion 

 

Outside block was requested 
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IHCs repeated @ Moffitt 



RETICULIN 
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HEPPAR-1 



HCC, SMALL HEPATOCYTIC VARIANT 

•  Histomorphologically a great mimic of NET  

•  Need IHC work-up 



72 yo female with liver mass 





HEPPAR-1 



STEATOHEPATITIC VARIANT OF HCC 

•  Predominantly seen with metabolic syndrome  

•  Better prognosis than most HCC variants 



27 yo male, liver mass, excisional biopsy 

Negative virology and autoimmune panels 

No family or personal hx of cancer 

 





Could be anything! 



AE1/3/CAM 



What’s next? 

 





ARGINASE 



HEPPAR-1 



Hyaline bodies, nuclear indentation and pseudo-inclusion 

Abundant eosinophilic cytoplasm, large nuclei and nucleoli 



FL HCC 
 
Rare HCC, seen in patients ranging from teens to 70s  
 
NO clearly established etiology 
 
No cirrhosis or chronic liver diseases 
 
May go to lymph nodes and abd cavity 



81 yo M with 14-cm liver mass; core biopsy 
 
Outside diagnosis: Atypical proliferation 
 
Patient comes for a 2nd opinion 







CD45/LCA 



Ki-67 



AE1/3 



AFP 

HepPar1 



Also negative for CK7, CK17, CK19, and EBV-

ISH (non-favoring LE-type cholangiocarcinoma) 

 

Most consistent with LE-type HCC 



LYMPHOEPITHELIAL VARIANT OF HCC 
 
 
NO identified connection with EBV 



47 yo patient with cirrhosis, underwent liver transplant 
   

No clinical or radiological suspicion of HCC 
 







Cirrhosis-like HCC  
 
•  Radiographic studies offer no or minimal help 

•  Grossly, HCC could be identified due to subtle color 
and texture differences from the background 

•  Usually NOT clinically suspected 

•  PAY ATTENTION TO SAMPLING 



SCIRRHOUS HCC 



69 yo male with partial liver resection 
 



Sarcomatoid HCC  
 



Sarcomatoid HCC  
 



Sarcomatoid HCC  
 



SARCOMATOID HCC  
 

•  Aggressive clinical course  

•  A separate sarcoma needs to be excluded 

•  Astute sampling is essential to catch a combined 
HCC-cholangiocarcinoma 



MULTIPLE VARIANTS OF HCC 

•   Clear cell 

•   Steatohepatitic 

•   Scirrhous (sclerosing) 

•   Lymphoepithelial  

•   Fibrolamellar 

•   HCC with small cell histology (HCCSC) 

•         Cirrhosis-like HCC 

•         Sarcomatoid HCC 

•         Combined HCC and cholangiocarcinoma 



Examples of HCC variants and the mimics  
 



Liver mass in a 67 yo male, negative virology per OSH 





STEATOHATITIC HCC 



58 yo F with abd pain and liver mass 







CD34 

- Synapto 

+ Heppar & Arginase 

- Chromo 



HCC small hepatocytic 



66 yo F with abd pain and liver mass 





66 yo F with abd pain and liver mass 



CD34 



Is this HCC?? 



Heppar 



66 yo F with abd pain and liver mass PAX8 



Metastatic RCC 



28 yo male, left clavicular lesion, excisional biopsy Metastatic FL-HCC 



41 yo female, liver mass, negative virology 







Ki67 ~25%; what else???  



53 yo female with a 3.8-cm Liver mass, biopsy 





Glutamine synthetase 



LIVER RESECTION 





SUMMARY 

A spectrum of primary and secondary neoplasms and 

reactive could mimic HCCs: such as FNH and 

Hepatic adenomas  



Carry unique molecular signatures and pathways 

 

Carry a risk of rupture, bleeding, and malignant 

transformation 

 

Diagnosis is challenging due to: 

Small biopsy, overlapping histomorphology with FNH, and 

radiological features with HCC 

HEPATIC ADENOMAS 



A molecular pathology-based classification divides HAs 

into 4 subtypes:  

(1)  Mutated, inactive HNF1A (HA-H) 

(2) Activating mutations in the CTNNB1 gene encoding    

     beta-catenin (HA-B) 

(3) Inflammatory features (HA-I) 

(4) Unclassifiable HA 

HEPATIC ADENOMAS 



39 yo female, presents with liver masses, OCP for over 
10 years 







L-FABP 



51 yo male with abd pain and liver mass 





Type II HA: HA-B 



 HAs with inflammatory features: HA-I 
 

 



Type III HA: HA-I 



Unclassified HAs: HA-U  

 

No known mutations or particular 

histomorphology 



Type IV HA: HA-U 



HA-I HA-H 

HA-B HA-U 
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