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Introduction 

 HCC is the sixth most common neoplasm. 

 HCC results in between +/- one million deaths globally per annum 

(third leading cause of cancer-related death in the world) 

 Almost 80% cases are due to underlying liver cirrhosis (chronic 

HBV or HCV infection) and consequently 20% HCC develops in non-

cirrhotic livers 

 Compensated cirrhosis have a 3-4% annual incidence of HCC, and 

those with chronic hepatitis have an approximate annual risk of 1%  
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Epidemiology 

 The highest prevalence of this tumor is in Asia and Africa, although 

during the last decades the prevalence in Western countries in 

Europe and USA is rising and Eastern countries are declining 
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• Rising incidence of patients with cirrhosis 

• HCV (main reason) 

• HBV 

• Other (NAFLD/Insulin resistance?) 

 

• Improved survival of patients with cirrhosis 

Epidemiology 

Why HCC is Rising? 



Risk factors for HCC 

•Cirrhosis from any cause 

•HCV  

•HBV 

•Heavy alcohol consumption 

•Non-alcoholic fatty liver disease 

•HBV 

•Inherited metabolic diseases 

•Hemochromatosis  

•Alpha-1 antitrypsin deficiency  

•Glycogen storage disease 

•Porphyria cutanea tarda 

•Tyrosinemia  

•Autoimmune hepatitis 



Risk factors for HCC 



Introduction 

 HCC is the sixth most common neoplasm and the third leading cause of cancer-related death in 

the world  

 HCC results in between 250,000 and one million deaths globally per annum  

Almost 80% cases have underlying liver cirrhosis 

(chronic HBV or HCV infection) and consequently 20% 

HCC develops in non-cirrhotic livers 
 Compensated cirrhosis have a 3-4% annual incidence of HCC, and those with chronic hepatitis 

have an approximate annual risk of 1%  

 



Hepatocellular Carcinoma 
In the non-cirrhotic liver 

Abdominal complaints 
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• 1221 cases with HCC in 5 large centers in the Netherlands (2005-2012) 
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• Non cirrhotic; 

•  (A) histology without cirrhosis either in biopsy or resection specimen in 

combination with absence of radiological features of cirrhosis. 

 

• (B) (in absence of liver histology) all three of the following criteria: 

• (1) an aspartate aminotransferase to platelet ratio index less than or 

equal to 1, (2) two of the following three laboratory tests within normal 

range: (a) albumin greater than 35 g/l, (b) platelet counts greater than 200 

× 109/l, (c) international normalized ratio less than 1.1, and (3) absence 

of radiological features of cirrhosis. 
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• Survival; 

• In patients who received TACE or Sorafenib treatment, survival was not 

different between cirrhotic and non-cirrhotic patients. 

• In patients who received Surgical Treatment, survival was significantly 

different between cirrhotic and non-cirrhotic patients. 



Hepatocellular Carcinoma 
In the non-cirrhotic liver 

• Erasmus MC in 461 pts (2000-2007); 

 

Recurrence percentages, and locations are 

equal. 

Recurrence treatment percentages 

significant different. 
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Size of the tumour is not a drawback for resection. 

 

 

Size of the tumour is not a prognostic factor. 

 

 

Consider resection if a recurrence is detected. 

 

 

Five-year survival rate > 50%% 
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• Conclusions; 

• Presence of HCC without cirrhosis was strongly associated with absence 

of risk factors for underlying liver disease, presence of NAFLD, and 

female sex.  

• In absence of cirrhosis, resections were more often performed, despite 

larger tumor size.  

• Survival in non-cirrhotic patients was significantly better compared with 

those with liver cirrhosis, probably by more surgical interventions. 

• Size does not matter! 
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• The Story of HCC in NAFLD 
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• Special one; Fibrolamellar HCC 

 

• Thought to be a rare variant of conventional hepatocellular carcinoma 

(HCC), accounting for 0.85 to 16 % of all hepatocellular carcinomas.  

• It occurs in a distinctly different group of patients which are young and 

usually not in the setting of chronic liver disease  
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• Special one; Fibrolamellar HCC 

 



Special one; Fibrolamellar HCC 

Young patients (+/- 30 years) 

No elevated AFP (<5%) 

No gender predominance 

30-50% Nodal metastases 

 

 

Cancer 2006;106:1331-1338 
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• Special one; Fibrolamellar HCC 
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• Take home message; 

 

• Increasing problem in the Western World. 

• Increasing number of patients without viral infection. 

• New disease in Obesity, DM type II and NAFLD. 

• HCC without underlying liver-disease needs special attention. 

• New screening indications? 
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