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Abstract 

 

Hepatitis C virus infection represents a leading cause of liver disease in western 

countries. The primary goal of HCV therapy is elimination of the virus, i.e. sustained 

virological response (SVR) achievement. Genetic factors have long been suspected of playing 

a crucial role in determining response to IFN-α-based therapies, but pretreatment predictors 

of response were only poorly defined and did not allow personalization of therapy. The aim 

of the thesis is to describe the role of host-dependent factors in prediction of antiviral 

treatment response in chronic hepatitis C in specific groups of patients.  

First, we focused on the role of the IFNG -764G/C promoter variant in SVR 

achievement. We did not prove that this variant predicted SVR in Czech HCV-infected 

individuals. Next, we focused on the role of IL28B and IFNL4 in HCV-infected patients: we 

confirmed that the IL28B rs12979860 CC genotype slows down the progression of liver 

fibrosis in chronic HCV infection and that IFNL4 ss469415590 TT|ΔG genotyping does not 

bring a better prediction of treatment success than IL28B rs12979860 in the Czech 

population. Third, we assessed prediction of treatment response in HCV positive liver 

transplant recipients. IL28B rs12979860 genotype was not a reliable predictor of treatment 

outcome in these patients. Then, we assessed reliability of standard predictors of SVR in 

patients on maintenance haemodialysis. In this specific group of patients, low pretreatment 

HCV RNA level was identified as the best predictor of treatment success. Finally, we assessed 

predictors of SVR in patients with advanced liver disease, septal fibrosis and cirrhosis, in 

order to select individuals with a high probability to achieve SVR. We proved that expression 

of selected genes (CXCL9, IFI16, IFI27, IFNG, ISG15, USP18) in PBMC was increased and 

determined the capacity of HCV elimination. The pretreatment expression of USP18 and its 

expression at week 12 of therapy turned out to be the best predictor of SVR achievement. 
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