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Background

e Pegylated interferon (PEG-IFN) alfa—based therapy in combination with ribavirin (RBV) is the current gold
standard of treatment for patients with chronic hepatitis C.

e Numerous studies have shown an inverse relationship between body weight and virologic response when
PEG-IFN alfa alone or in combination with RBV are administered as flat doses."*

e A recent study showed that a weight-based approach to PEG-IFN alfa and RBV dosing may improve treatment
outcomes in patients with higher body weight without compromising the responses of patients with lower
body weight.*

* The WIN-R study, a large community-based trial conducted in the United States, showed a significantly improved
response in patients receiving weight-based PEG-IFN alfa-2b (Pegintron®) in combination with weight-based
RBV compared with those who received flat RBV dosing.® Response rates were consistent across all weight
categories.

Statistical Analyses

e Descriptive statistics were used for the reporting of demographics and SVR rates overall, by genotype,
body weight, and fibrosis level.

e Chi-square analysis was conducted to determine significance of the body weight/response relationship.

Baseline Demographics
e A total of 2194 patients were enrolled in POWeR.
e Patient demographics were similar in both analyses (Table 1). Most patients had HCV G1 (~60%); 58%

of these patients had high viral load at baseline (defined as >600,000 IU/mL or >2 million copies/mL
according to the local laboratory).

Overall Virologic Response and Discontinuation
e SVR was attained in 64% of patients in the completer analysis and in 55% of patients in the outcomes analysis.

e 459 (25%) of 1820 patients included in the outcomes analysis discontinued treatment prematurely (ie, did
not receive a full 24 or 48 weeks of treatment) and were nonresponders in the analysis.

SVR by Body Weight and Degree of Fibrosis

e Chi-square analysis was performed comparing the lowest SVR weight class (75-85 kg) to the mean of the
other weight categories. Consistent with data previously reported,>® there was no statistically significant
difference in SVR rates across patient weight categories (P = .17) in either analysis (Figure 1, outcomes
analysis shown).

» SVR rates decreased with increasing levels of hepatic fibrosis. In the patients with available biopsy data,
there was an inverse relationship between SVR rates and baseline fibrosis stage. SVR rates (completers
and outcomes analysis) were highest in patients with FO-F1 fibrosis (73% and 64%, respectively) and lowest
in patients with F4 cirrhosis (41% and 28%, respectively).

SVR by Genotype

* Response rates for G1 patients were 52% and 42% in completer and outcomes analyses, respectively
(Figure 2).

e (G2 patients exhibited the highest SVR rates (87% and 80%, respectively).

e Response rates in G3 patients were 80% and 72%, respectively.
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discontinued from treatment.

Efficacy Assessments
e Two separate analyses were conducted to determine response:

— Outcomes analysis: Patients with completed and queried case report forms, including those who
discontinued for any reason, including nonresponse. In this analysis, patients who had detectable
HCV RNA at end of treatment (EOT) and for whom no SVR data were available were considered
nonresponders.
— Completer analysis: Study population for whom both final EOT and SVR data were available.
e EQT response was defined as undetectable HCV RNA (<50 IU/mL) after completion of therapy.

e SVR was defined as undetectable serum HCV RNA (<50 IU/mL) 24 weeks after EOT.

*Only includes patients for whom both EOT and SVR data were available.
fIncludes all patients with completed and queried case report forms.
HCV = hepatitis C virus; EOT = end of treatment; SVR = sustained virologic response.

*Weight category not available in 11 patients. Includes all patients with completed and queried case report forms,
including those who discontinued due to nonresponse and other reasons.

Figure 1. SVR rates stratified by body weight in the outcomes analysis* (P = .17)
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