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Chapterr 1 

Outlinee of the thesis 
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Outlinee of the thesis 

Thiss thesis is focused on new techniques for detection of Hepatitis C virus (HCV) new-

treatmentt strategies for patients with chronic hepatitis B and C including viral kinetics and 

transmissionn of Hepatitis Ci virus GBV-C (HGV GBV-C). 

Thee introduction in chapter 2 provides the reader the state of the art of the above. 

Inn chapter 3 a new bDNA assay is described, for quantitative detection of HCV-RNA. This 

neww assay was compared with a conventional quantitative PCR assay in order to determine 

thee linear range of the new assay expressed in IU inL. The decline of HCV RNA viral load at 

thee beginning of therapy is believed to be predictive for permanent clearance of the virus, 

thereforee an accurate measurement HCV RNA is essential for predicting the virological 

response.. Furthermore the use of an international standard to establish the amount of HCV 

RNAA in the plasma is essential for comparing different treatment strategies for hepatitis C 

patients.. The dynamic range was determined by using well characterized panels and serum 

sampless from chronic hepatitis C patients treated in the AMC. In Chapter 4 a new ELISA 

forr quantification of hepatitis C core antigen (\\C\' Ag) is described. Since the assays 

discussedd in chapter 3 are costly and can only be used in specialized centers, a less costly and 

easyy to perform quantitative assay for HCV is of practical importance also. In a group of 

chronicc hepatitis C patients treated with a high dose of interferon for 2 weeks, this HCV Ag 

testt was evaluated. Serum samples were obtained daily during the treatment period and were 

quantifiedd with the bDNA assay, and results were compared with those of the HCV Ag test. 

Sincee approximately 40% of patients with chronic hepatitis C does not have a known 

transmissionn route, in chapter 5 the detection and quantification of HCV RNA in feces with 

aa PCR technique was studied. Plasma samples and feces samples from chronic hepatitis C 

patientss were collected in our hospital. Furthermore determination of the genotype in feces 

andd plasma from the same patients was performed. 

Inn chapter 6 a pilot study is described of 13 chronic hepatitis C patients treated 3 times daily 

withh interferon (IFN) for 15 days in order to study the kinetics of viral decline. Viral decline 

wass measured using techniques described in chapter 3. This thrice dialy IFN induction course 

wass inspired by the fact that the half life of interferon in vivo is approximately X hrs. 

Furthermoree in earlier studies it was observed that chronic hepatitis C patients may lose HCV 

permanentlyy when they were treated with IFN for a few weeks only. This pilot study was the 

10 0 



basiss of a new treatment strategy. In chapter 7 this new treatment strategy was applied in 26 

chronicc hepatitis C patients. Since not all patients described in chapter 6 became HCV RNA 

negativee after 2 weeks of treatment, the high IFN induction period was extended to 6 weeks in 

orderr to increase the sustained virological response rate. All patients were also treated with 

ribavirinn and amantadine. 

Inn chapter 8 31 patients with HBeAg negative chronic hepatitis B were treated with a 

combinationn of IFN and famciclovir in order to achieve a higher virological and biochemical 

responsee rate. In HBeAg negative chronic hepatitis B the efficacy of antiviral treatment is 

generallyy measured with a bDNA assay with a sensitivity off > 100.000 cop'mL. In this study 

protocoll  the virological response was also measured by PCR (cut off 200 cop mL) which 

enabledd the comparison of response by both techniques. Furthermore the possible 

developmentt of YMM D mutants and other during and after antiviral treatment was studied. 

Inn chapter 9 the transmission of hepatitis G virus BV-C) by blood products was described in 

aa prospective study. A total of 55 open heart surgery patients entered the study of which 18 

receivedd at least one HGV-RNA positive blood component. 

Finally,, in chapter 10 a summary of the results of this thesis is described. 




