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Introduction and Aim of Work 

 

     The discovery of the hepatitis C genome in 1989 has led to the 

realization that this virus is a major worldwide health problem (Alter et al, 

1999). The hepatitis C virus (HCV) is one of the most common causes of 

chronic liver disease and a leading indication for liver transplantation. 

There are 170 million individuals infected worldwide. Approximately 20% 

of these individuals will progress to develop cirrhosis over the following 

20 years. Death occurs at a rate of 2% to 5% per year once the patient 

develops cirrhosis and the risk of developing hepatocellular carcinoma 

(HCC) is 3% to 7% per year after the development of cirrhosis. Overall, 

35% to 40% of all liver transplants performed in the US and Europe are 

performed for HCV ( National Institute of health (NIH), 2002; Shebab et 

al, 2002).  

       The national prevalence rate of HCV antibody positivity has been 

estimated to be between 10-13% (Mohamed ,2004).  

   Currently, individuals aged 40-59 years have the highest prevalence of 

hepatitis C infection. Healthcare costs for HCV include managing patients' 

symptoms, managing other organ involvement, treating HCV with antiviral 

agents, and managing end-stage liver disease as well as the cost of liver 

transplantation (Wong et al , 2000). 

     Although major progress has been made in the treatment of chronic 

HCV infection, the current treatment regimens, including Peginterferons 

in combination with Ribavirin, appear capable of eradicating HCV in 

only 30-50% of the treated patients (NIH 2002). In this scenario, 

alternative medical strategies to reduce hepatic fibrosis are under 

investigation, since drugs with antifibrotic effects may be an option in the 
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treatment of patients with chronic hepatitis C who do not respond to the 

standard antiviral therapy (Sookoian et al,2005). 

 

     Much evidence suggests that hepatic stellate cells (HSCs) play 

important roles in the pathogenesis of liver fibrosis, since they were 

shown to undergo a transformation during the injury that is termed as 

activation. Furthermore, in vitro studies have shown that angiotensin II 

(ANGII) is a mitogenic protein for a number of cell types and between 

them are the HSCs . In these cells, ANGII upregulates the transforming 

growth factor beta 1 expression via AT-II type 1 receptor (AT1R) in vitro 

(Bataller et al, 2003). 

        Additionally, proliferation of activated HSCs was found in chronic 

liver diseases taking part in the development of liver fibrosis  (Yoshiji et 

al, 2001). The fact that the actions of ANGII are mediated through AT1R 

is related to the therapeutic interventions, since AT1R can be completely 

blocked by losartan, a specific ANGII receptor antagonist. For instance, 

ANGII stimulated mRNA expression of TGF-beta and fibronectin can be 

reversed by saralasin and losartan, a nonselective and specific antagonists 

for AT1R receptors, respectively (Leung et al,2004). 

      Lastly, in animal models of fibrosis, chronic administration of 

losartan prevented the development of hepatic fibrosis and portal 

hypertension (Croquet et al, 2002 and Yoshiji et al, 2005).  

     

 

 

 


