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Hepatocellular carcinoma (HCC) is the most common 
primary liver malignancy, over 600,000 cases annually 

world-wide. HCC pathogenesis is driven by a complex 
product of a chronic inflammatory state generated by liver 
chronic liver injury and proliferative signals triggered in the 
setting of injury, repair and regeneration. Hepatitis C virus 
and/or Hepatitis B virus infection is associated with 5 year 
cumulative HCC risk of 30%/17% in Asia/Western nations for 
HCV and 15/10% in Asian/Western countries respectively. 
Primary biliary cirrhosis, or cirrhosis from alcohol, hereditary 
hemochromatosis have five year cumulative risk of HCC 
of only 4%. While Cirrhosis of the liver is a major driver 
in the pathogenesis of HCC, chronic HCV or HBV infection 
independently contribute to tumor promotion due to direct 
proliferative stimuli from hepatitis virus. The result is a 
host environment in which there is perpetual activation of 
inflammatory responses which may lead in some cases to 
abnormal cell proliferation or inappropriate persistence of 

activation of inflammatory states culminating in malignancy. 
The erradication of infection by HBV or HCV virus results 
in statistically signficant reduction in HCC incidence in 
patients with cirrhosis. Novel anti-viral therapies for HCV 
clearance have an increasingly prominent role in cirrhosis 
management, but the role for anti-viral therapy in patients 
with overt HCC requires additional clarity.
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