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HIGH SUSTAINED VIROLOGIC RESPONSE RATES IN HCV GENOTYPE 1 RELAPSER PATIENTS
RETREATED WITH PEGINTERFERON ALFA-2A (40KD) PLUS RIBAVIRIN FOR 72 WEEKS

Stephan Kaiserl, Bettina Lutzel, Holger G. Hass2, Christoph R.
Wernerl; 1Department of Medicine, University of Tuebingen, Tuebingen,
Germany; 2Marienhospital, Stuttgart, Germany

Background: Combination therapy with pegylated interferon
plus ribavirin for 48 weeks is the current standard of care for
treatment-naive hepatitis C genotype 1 patients. This treatment
regimen results in relapse rates between 20-30% with the highest
rates being seen in partial or slow responders to therapy

(HCV RNA >15 IU/mL at weeks 4 and 12 but at least a 2 log10
drop at week 12). Strategies for treating the growing pool of
patients who have relapsed to a previous course of pegylated
interferon plus ribavirin are needed. Methods: This study evaluated
the efficacy of peginterferon alfa-2a (40KD) in 107 hepatitis

C patients who had demonstrated prior relapse to 48

weeks of treatment with peginterferon alfa-2a or peginterferon
alfa-2b both plus ribavirin. These patients were predominantly
genotype 1 (81.3%), male (74%) with an average weight of
8127kg and 22 patients where classified as having advanced
fibrosis/cirrhosis (Ishak 5/6). Patients were treated with peginterferon
alfa-2a 180 pg/wk plus ribavirin 1000/1200

mg/day for 72 weeks. Virologic responses were assessed at

week 4 (RVR, HCV RNA <15 IU/mL), week 12 (HCV RNA >15
IU/mL at week 4, <15 IU/mL at week 12; HCV RNA >15

IU/mL at weeks 4 and 12 but at least a 2 log10 drop at week

12), week 24 (HCV RNA <15 IU/mL) and at week 72 (end of
treatment response, HCV RNA <15 IU/mL). SVR was measured
at week 96 and defined as an HCV RNA <15 IU/mL.

Results: The overall SVR rate was 51% (54/107). Overall,

27% (29/107) of patients achieved an RVR of whom 28 (97%)
went on to achieve an SVR. In total, 43% (46/107) had a HCV
RNA <15 IU/mL at week 12, of whom 93% (43/46) achieved

an SVR. In addition, 79% (85/107) patients achieved an end

of treatment response. Breakthrough occurred in 4 patients and
9 patients discontinued treatment. During the trial, 17 (16%)
and 23 (21%) patients required a dose reduction of peginterferon
alfa-2a and ribavirin, respectively. Conclusion: A treatment
duration of 72 weeks with peginterferon alfa-2a plus

ribavirin in patients that had relapsed to previous therapy
resulted in high SVR rate, particularly in those who were negative
at weeks 4 and 12. Therefore, with 72 weeks of re-treatment
sustained virological response can be achieved in

approximately half of patients that previously relapsed with 48
weeks of treatment.
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Figure 2. Kaplan—Meier Analysis of Time to the Primary Outcome and the First Clinical Outcome.

Panel A shows the time to the first primary outcome (death, hepatic decompensation, hepatocellular carcinoma, or
histologic progression) according to group assignment (treatment or control). The large steps in the plot reflect liver
| biopsies performed for the study. Panel B shows the time to the first clinical outcome {death, hepatic decompensa-
tion, or hepatocellular carcinoma) according to group assignment and with patients stratified according to the pres-
ence or absence of cirrhosis.






