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Background: Treatment with peginterferon alfa-2a alone produces significantly higher sustained virologic responses than tr
alfa-2a alone in patients with chronic hepatitis C virus (HCV) infection. We compared the efficacy and safety of peginterferor
interferon alfa-2b plus ribavirin, and peginterferon alfa-2a alone in the initial treatment of chronic hepatitis C.

Methods: A total of 1121 patients were randomly assigned to treatment and received at least one dose of study medication,
peginterferen alfa-2a once weekly plus daily ribavirin (1000 or 1200 mg, depending on body weight), weekly peginterferon
3 million units of interferon alfa-2b thrice weekly plus daily ribavirin for 48 weeks.

Results: A significantly higher proportion of patients who received peginterferon alfa-2a plus ribavirin had a sustained virolc
absence of detectable HCV RNA 24 weeks after cessation of therapy) than of patients who received interferon alfa-2b plus ril
percent, P<0.001) or peginterferon alfa-2a alone (56 percent vs. 29 percent, P<0.001). The proportions of patients with HCV ¢
sustained virologic responses were 46 percent, 36 percent, and 21 percent, respectively, for the three regimens. Among pati
and high base-line levels of HCV RNA, the proportions of those with sustained virologic responses were 41 percent, 33 perce
respectively. The overall safety profiles of the three treatment regimens were similar; the incidence of influenza-like sympte
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PEGINTERFERON ALFA-2a PLUS RIBAVIRIN FOR HEPATITIS C

PEGINTERFERON ALFA-2a PLUS RIBAVIRIN FOR CHRONIC HEPATITIS C
VIRUS INFECTION

MicHaEL W. FriED, M.D., MircHELL L. SHIFFMaN, M.D., K. Rauenper Reooy, M.D., CoLEMan SmiTH, M.D.,
Georce Marinos, M.D., Fernanpo L. Gongales, Jr., M.D., Dieter Haussinger, M.D., Moises Diaco, M.D.,
Giampiero Carosi, M.D., Danier DHumeaux, MLD., Antonio Craxt, M.D., Amy LiN, M.S., JoserH Horrman, MLD.,
AND Jian Yu, M.D., PH.D.*

Background Treatment with peginterferon alfa-2a
alone produces significantly higher sustained virologic
responses than treatment with interferon alfa-2a alone
in patients with chronic hepatitis C virus (HCV) infec-
tion. We compared the efficacy and safety of peginter-
feron alfa-2a plus ribavirin, interferon alfa-2b plus ri-
bavirin, and peginterferon alfa-2a alone in the initial
treatment of chronic hepatitis C.

Metheds A total of 1121 patients were randomly
assigned to treatment and received at least one dose
of study medication, consisting of 180 wg of peginter-
feron alfa-2a once weekly plus daily ribavirin (1000
or 1200 mg, depending on body weight), weekly
peginterferon alfa-2a plus daily placebo, or 3 million
units of interferon alfa-2b thrice weekly plus daily ri-
bavirin for 48 weeks.

Resudts  Asignificantly higher proportion of patients
who received peginterferon alfa-2a plus ribavirin had
a sustained virologic response (defined as the ab-
sence of detectable HCV RNA 24 weeks after cessa-
tion of therapy) than of patients who received interfer-
on alfa-2b plus ribavirin (56 percent vs. 44 percent,
P<0.001) or peginterferon alfa-2a alone (56 percent
vs. 29 percent, P<0.001). The proportions of patients
with HCV genotype 1 who had sustained virologic re-
sponses were 46 percent, 36 percent, and 21 percent,
respectively, for the three regimens. Among patients
with HCV genotype 1 and high base-line levels of
HCV RNA, the proportions of those with sustained
virologic responses were 41 percent, 33 percent, and
13 percent, respectively. The overall safety profiles of
the three treatment regimens were similar; the inci-
dence of influenza-like symptoms and depression was

LTHOUGH the mechanism of action of

ribavirin remains speculative,! the current

standard of care for patients with chronic

hepatitis C is the addition of ribavirin to
interferon-based therapies.2” Unfortunately, some pa-
tients, particularly those with more resistant hepati
tis C virus (HCV) genotypes, do not respond to these
agents.

"Two types of pegylated interferon, which differ in
their pharmacokinetic and chemical properties, have
been developed. Both have demonstrated significant-
ly superior efficacy to non-pegylated interferons in sev-
eral controlled clinical trials.® 12 Peginterferon alfa-2b
(a 12-kD linear polyethylene glycol moiety) plus ri-
bavirin produced significantly improved sustained vi
rologic responses as compared with interferon alfa-
2b plus ribavirin.!3 Peginterferon alfa-2a (a 40-kD
branched polyethylene glycol moiety) has an extend
ed serum half-life that provides constant viral suppres-
sion for seven days, thus allowing once-weekly dosing
and enhanced climical efficacy#101417 We undertook
the present study to determine whether peginterfer-
on alfa-2a plus ribavirin is more effective than inter-
feron alfa-2b plus ribavirin or peginterferon alfa-2a
alone for the treatment of chronic hepatitis C.

METHODS
Patient Selection

‘The study was conducted by the Pegasys International Stu
Group. I:'Jigiblc subjects Mr(.":'{ldu.l[ mtlf:sny:s who had never rl&y
ceived interferon and who had ar least 2000 copies of HCV RINA
per mulliliter of serum according, to a polymerase-chain-reaction
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