
RAPID COMMUNICATION

Sofosbuvir With Peginterferon-Ribavirin for 12 Weeks
in Previously Treated Patients With Hepatitis C

Genotype 2 or 3 and Cirrhosis
Eric Lawitz,1,2 Fred Poordad,1,2 Diana M. Brainard,3 Robert H. Hyland,3 Di An,3 Hadas Dvory-Sobol,3

William T. Symonds,3 John G. McHutchison,3 and Fernando E. Membreno4

Sofosbuvir (SOF) in combination with ribavirin (RBV) for 12 or 24 weeks is the current
standard of care for patients infected with hepatitis C virus (HCV) genotypes 2 and 3,
respectively. However, in clinical trials treatment-experienced patients, particularly those
with cirrhosis, had suboptimal sustained virological response (SVR) rates. We assessed the
efficacy and safety of sofosbuvir plus peginterferon and ribavirin (SOF1Peg-IFN1RBV)
administered for 12 weeks to treatment-experienced patients with HCV genotypes 2 and
3, with and without cirrhosis. We enrolled 47 patients in this open-label, nonrandomized,
uncontrolled phase 2 study. The primary endpoint was the proportion of patients with
SVR at 12 weeks after cessation of study treatment (SVR12). The overall rate of SVR12
was 89% (95% confidence interval [CI]: 77-97). Rates of SVR12 were higher in patients
with genotype 2 than in those with genotype 3, 96% (95% CI: 78-100) and 83% (95%
CI: 62-95), respectively. Rates of SVR12 were similar in patients with and without cirrho-
sis: for genotype 2, 93% of patients with cirrhosis and 100% of patients without cirrhosis
achieved SVR12, and for genotype 3, the SVR12 rate was 83% in patients both with and
without cirrhosis. One patient discontinued study treatment because of an adverse event
and four patients experienced serious adverse events. The most common adverse events
were influenza-like illness, fatigue, anemia, and neutropenia. Conclusion: In treatment-
experienced patients with HCV genotypes 2 and 3, 12-week administration of SOF1Peg-
IFN1RBV provided high SVR rates, irrespective of cirrhosis status. No safety concerns
were identified. (HEPATOLOGY 2015;61:769-775)

A
n estimated 180 million people worldwide are
chronically infected with the hepatitis C virus
(HCV).1 Up to 20% of these patients will

develop HCV-related complications, including cirrho-
sis, end-stage liver disease, and hepatocellular carci-
noma.2 Infection with HCV genotypes 2 and 3
accounts for �30% of all chronic HCV cases world-
wide.3,4 Although HCV genotypes 2 and 3 have been
grouped together in clinical studies and treatment
guidelines,1 there are important clinical differences
between them. Patients with genotype 3 HCV have a
higher incidence of hepatic steatosis and a more rapid
progression of fibrosis, as well as a higher risk of devel-

opment of hepatocellular carcinoma than patients with
genotype 2 HCV.5,6 Moreover, patients with genotype
3 HCV infection have a lower rate of response to
HCV treatment than those with genotype 2 HCV.7

When this study was initiated there were no
approved treatment options for patients with HCV
genotypes 2 and 3 who did not achieve sustained viro-
logic response (SVR) after a 24-week regimen of
peginterferon-ribavirin (Peg-IFN1RBV) or for those
patients in whom interferon therapy was contraindi-
cated.8,9 Sofosbuvir (SOF), a first-in-class nucleotide
analog HCV NS5B polymerase inhibitor, has recently
been approved in the United States and Europe. The
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approved regimen for treatment-experienced patients
with HCV genotype 2 or 3 was based on data from
the FUSION10 and VALENCE11 studies. For patients
with HCV genotype 2, SOF1RBV for 12 weeks is
now approved. Rates of SVR for 12 weeks after com-
pletion of treatment (SVR12) ranged from 94-96% in
patients without cirrhosis and from 60-82% in those
with cirrhosis. Extending the treatment duration to 16
weeks, as was tested in the FUSION study, did not
markedly improve SVR12 rates. For patients with HCV
genotype 3, the approved regimen is 24 weeks of
SOF1RBV, which was found to result in higher
SVR12 rates than 12 or 16 weeks of treatment. SVR12
rates were 87% for treatment-experienced patients with-
out cirrhosis and 62% for those with cirrhosis.

In previous studies, SOF1Peg-IFN1RBV was well
tolerated and highly efficacious, with SVR rates of 92-
100%, when administered for 12 weeks to treatment-
na€ıve, noncirrhosis patients with genotypes 2 and 3.12,13

Based on these data, we hypothesized that 12 weeks of
treatment with SOF1Peg-IFN1RBV might improve
response rates in treatment-experienced patients with
cirrhosis and HCV genotypes 2 and 3 without compro-
mising safety. The purpose of our study was to assess
the efficacy, safety, and tolerability of SOF1Peg-
IFN1RBV in treatment-experienced patients with
HCV genotype 2 and 3, with and without cirrhosis.

Materials and Methods

Study Population. We enrolled men and non-
pregnant women �18 years of age with a body mass
index �18 kg/m2. Patients with HCV genotype 2 or 3
infection and HCV RNA levels �104 IU/mL at
screening were eligible. Patients were HCV treatment-
experienced, defined as patients who experienced
virologic failure after receiving a previous course of
interferon and RBV; all but one patient had previously

received Peg-IFN1RBV. The enrollment of �50% of
patients with compensated cirrhosis was permitted. The
presence of cirrhosis was established by liver biopsy or
by a FibroTest score of >0.75 and an aspartate amino-
transferase (AST) : platelet ratio index of >2. To be eli-
gible, patients were required to have platelet levels at
baseline �90,000/lL, or �75,000/lL for patients with
cirrhosis. Patients were excluded from the study if they
had previously taken direct-acting antivirals targeting
the HCV NS5B polymerase, had chronic liver disease
of a non-HCV etiology, or were coinfected with the
human immunodeficiency virus or hepatitis B viruses.

Written consent was obtained from all patients prior
to screening. This study was approved by the Institu-
tional Review Board and was conducted in compliance
with the Declaration of Helsinki and Good Clinical
Practice guidelines.

Study Design. This was an open-label, non-
randomized, uncontrolled phase 2 study conducted at a
single site in San Antonio, Texas, from February to
December 2013. All patients received sofosbuvir (SOF;
Gilead Sciences, Foster City, CA) in combination with
peg-IFN-alpha (Pegasys, Roche Laboratories, Nutley,
NJ) and RBV (Ribasphere, Kadmon, New York, NY)
for 12 weeks. Sofosbuvir 400 mg was administered
orally once-daily in the morning, peginterferon 180 lg
was administered as a weekly subcutaneous injection,
and ribavirin was administered orally twice-daily in the
morning and evening with food (doses were determined
according to body weight: 1,000 mg daily in patients
with a body weight of <75 kg and 1,200 mg daily in
patients with a body weight of �75 kg). The sponsor
collected the data, monitored study conduct, and per-
formed the statistical analyses. An internal data moni-
toring committee reviewed the progress of the study.

Study Assessments: Efficacy Analysis. Plasma
samples for HCV viral sequencing were collected at
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baseline and at every visit thereafter. Due to changes
in the central laboratory, two assays were used to
quantify HCV RNA, the COBAS TaqMan HCV Test,
V2.0 for use with the High Pure System (Roche
Molecular Systems, West Sussex, UK) with a lower
limit of quantification (LLOQ) of 25 IU/mL and the
COBAS AmpliPrep/COBAS TaqMan HCV Test v. 2.0
with an LLOQ of 15 IU/mL. All posttreatment results
used the latter assay.

The IL28B genotype was determined by amplifica-
tion and sequencing of the rs12979860 single-
nucleotide polymorphism.

Viral relapse was defined as HCV RNA >LLOQ at
posttreatment weeks 4, 12, and 24, in patients who had
HCV RNA <LLOQ at the end of treatment. Viral
breakthrough was defined as a patient having HCV
RNA �LLOQ during treatment after having previously
had HCV RNA <LLOQ while on treatment. If relapse
or breakthrough was observed during the study, deep
sequencing on the HCV NS5B region was performed.

For all subjects with virologic failure, amplification
and deep sequencing for the HCV NS5B region was
performed at baseline and at the first virologic failure
timepoint if HCV RNA levels were �1,000 IU/mL.
The resulting sequences were compared to detect
resistance-associated variants that emerged during treat-
ment. We report variants that were present in more
than 1% of the sequence reads.

Safety Analysis. Safety assessments included moni-
toring of patients for adverse events, review of con-
comitant medications, clinical laboratory analyses, vital
signs, and physical examinations. Follow-up visits took
place 4, 12, and 24 weeks after patients received their
last dose of study treatment.

Statistical Analysis. The primary endpoint was to
determine the proportion of patients with SVR12. No
sample size calculations or formal hypothesis-testing
were performed. Point estimates and two-sided 95%
exact confidence intervals (CIs; based on the Clopper-
Pearson method) were provided for SVR12 rates for
subgroups. Exploratory multivariate logistic-regression
analyses characterizing the relationship between SVR12
and various prespecified demographic and baseline
clinical characteristics were performed for each geno-
type. Data are presented for patients who received at
least one dose of study treatment.

Results

Study Population Disposition and Demographics.
A total of 56 patients with chronic HCV were screened
for the study; 47 were enrolled and 44 patients com-

pleted study treatment. Three patients discontinued the
study treatment, one patient was lost to follow-up, one
patient was not adherent to the protocol, and one
patient withdrew due to an adverse event. Forty-five
patients attended the week 4 and 12 posttreatment vis-
its, and 43 returned for the week 24 posttreatment visit
(Fig. 1). Twenty-three (49%) patients had HCV geno-
type 2 and 24 (51%) patients had HCV genotype 3
(Table 1). Most patients were white (96%), male
(68%), and had cirrhosis (55%). Of the 26 patients
with cirrhosis, 25 had the presence of cirrhosis con-
firmed by biopsy. There were 36% patients with the
CC IL28B genotype. At baseline, mean HCV RNA lev-
els were 6.2 log10 IU/mL and mean alanine transami-
nase (ALT) was 109 U/L across genotypes 2 and 3.
Overall, 85% of patients had experienced a relapse/
breakthrough after previous treatment with an
interferon-based regimen and 15% were nonresponders.

On-treatment and SVR. Treatment with
SOF1Peg-IFN1RBV resulted in rapid suppression of
HCV RNA. By week 4, 96% of patients had HCV
RNA <LLOQ, 100% of patients with genotype 2
HCV and 91% with genotype 3 HCV. By week 8, all
45 patients receiving treatment had HCV RNA
<LLOQ (Table 2).

Overall, the proportion of patients with SVR12 was
89% (95% CI: 77-97). The rates of SVR12 were
higher in patients with genotype 2 than in those with
genotype 3, 96% (95% CI: 78-100) and 83% (95%
CI: 63-95), respectively (Table 3). Five patients did
not achieve SVR12: one with genotype 2 HCV (4%
of the subgroup) and four with genotype 3 HCV
(17% of the subgroup). The patient with genotype 2
HCV who did not achieve SVR12 discontinued treat-
ment after 15 days without achieving HCV RNA
<LLOQ. Among the four patients with genotype 3
who did not achieve SVR12, two had observed viro-
logic relapse after treatment (9%) and two were lost to
follow-up. Both patients who relapsed were white
males with genotype 3a HCV and both had CT alleles

Fig. 1. CONSORT diagram of patient disposition.
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of the IL28B gene. One of the relapsers, a 56-year-old
man with cirrhosis, relapsed between posttreatment
weeks 4 and 12. The other, a 61-year-old man without
cirrhosis, relapsed by posttreatment week 4. No on-
treatment breakthrough was observed in any patient,
and there were no virologic failures among patients
with genotype 2 HCV. There was no virologic relapse
after posttreatment week 12; all patients with SVR12
also achieved SVR24.

A subgroup analysis was performed to evaluate the
effects of age and the presence or absence of cirrhosis
on SVR12. Due to the small sizes of the subgroups
and the high overall response rate, no difference in
response by subgroup, including the presence of cir-
rhosis, could be detected.

Viral Resistance Testing. The NS5B region was
deep-sequenced at baseline and at the time of virologic
failure in samples collected from the two patients with
genotype 3 HCV infection who experienced viral relapse.
Low levels of F289L (1.11%), a variant associated with
resistance to nucleotide inhibitors, was detected at base-
line in one patient, but was not detected at the time of
virologic failure. L159F, an SOF treatment-emergent
variant, was detected in the same subject at posttreatment
week 4 (>99%). The S282T substitution was not
detected and no changes in susceptibilities to SOF or
RBV were detected in any patient.

Safety. Overall, 45 patients (96%) reported at
least one adverse event and 91% of patients experi-

enced at least one adverse event that was considered by
the physician to be related to study treatment. No
deaths occurred. Three patients discontinued RBV due
to ribavirin-related anemia and one patient discontin-
ued all therapy due to pain. Four patients (9%) had
five serious adverse events: of cholecystitis, sepsis,

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline

Patient Characteristics Genotype 2 (N 5 23) Genotype 3 (N 5 24) Total (N 5 47)

Age in years, mean (range) 58 (46-72) 54 (39-64) 56 (39-72)

Male sex, n (%) 14 (61) 18 (75) 32 (68)

Body mass index in kg/m2, mean (SD) 32 (21-45) 31 (21-53) 31 (21-53)

Race, n (%)

White 22 (96) 23 (96) 45 (96)

Black/African American 0 (0) 1 (4) 1 (2)

Asian 1 (4) 0 1 (2)

Ethnicity, n (%)

Hispanic/Latino 11 (48) 10 (42) 21 (45)

Non-Hispanic/Latino 12 (52) 14 (58) 26 (55)

Disease characteristic

Cirrhosis, n (%)

No 9 (39) 12 (50) 21 (45)

Yes 14 (61) 12 (50) 26 (55)

IL28B, n (%)

CC 10 (43) 7 (29) 17 (36)

CT 10 (44) 15 (63) 25 (53)

TT 3 (13) 2 (8) 5 (11)

Baseline HCV RNA (log10 IU/mL), Mean (SD) 6.4 (0.7) 6.0 (0.6) 6.2 (0.7)

Baseline alanine aminotransferase (U/L), Mean (SD) 91 (54) 126 (86) 109 (74)

Previous treatment, n (%)

No response 2 (9) 5 (21) 7 (15)

Relapse or breakthrough infection 21 (91) 19 (79) 40 (85)

BMI, body mass index; SD, standard deviation.

Table 2. Response During and After Treatment

Response

Genotype

2 (N 5 23)

Genotype

3 (N 5 24) Total (N 5 47)

HCV RNA< LLOQ during treatment, n/N (%)

At baseline 0/23 0/24 0/47

Week 1 10/23 (43) 8/24 (33) 18/47 (38)

Week 2 18/23 (78) 16/23 (70) 34/46 (74)

Week 4 22/22 (100) 21/23 (91) 43/45 (96)

Week 6 22/22 (100) 22/23 (96) 44/45 (98)

Week 8 22/22 (100) 23/23 (100) 45/45 (100)

Week 12 22/22 (100) 22/22 (100) 44/44 (100)

HCV RNA< LLOQ after end of treatment, n/N (%)

SVR4 22/23 (96) 21/24 (88) 43/47 (92)

95% CI [78-100] [68-97] [80-98]

SVR12 22/23 (96) 20/24 (83) 42/47 (89)

95% CI [78-100] [63-95] [77-97]

SVR 24 22/23 (96) 20/24 (83) 42/47 (89)

95% CI [78-100] [63-95] [77-97]

Overall virologic failure, n/N (%) 0/23 2/24 (8) 2/47 (4)

Relapse 0/22 2/23 (9) 2/45 (4)

Study drug completer 0/22 2/22 (9) 2/44 (5)

Study drug noncompleter 0/0 0/1 0/1

On-treatment virologic failure 0/23 0/24 0/47

Other 1/23 (4) 2/24 (8) 3/47 (6)

SVR, sustained virologic response; Other, subjects who did not achieve SVR12

and did not meet virologic failure criteria.
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anemia, decompensated cirrhosis, and hemorrhaging
from esophageal varices. Three of the serious adverse
events were considered by the physician to be related
to either Peg-IFN or RBV (sepsis, anemia, decompen-
sated cirrhosis) and none was considered to be related
to SOF. The most frequently reported adverse events
(in �20% of patients) were influenza-like illness,
fatigue, anemia, and neutropenia (Table 4); most
adverse events were rated by the physician as mild or
moderate in severity.

The most common hematologic abnormalities
observed were decreased concentrations of hemoglobin
and decreased counts of neutrophils and platelets.
Declines in hemoglobin concentrations to below 10 g/
dL were observed in 13 patients, with four patients
reporting a decline in hemoglobin to below 8.5 g/dL.
Neutrophil counts decreased rapidly during the first
week of treatment, with absolute neutrophil counts
below 750/mm3 in 13 patients, of whom three were
below 500/mm3. Posttherapy neutrophil counts
returned to baseline values. These results are consistent

with the known effects of Peg-IFN1RBV treatment.14

Grade 3 elevations in bilirubin were seen in four
patients, of whom three had cirrhosis. The changes in
total bilirubin levels were consistent with ribavirin-
induced hemolysis. No notable findings related to vital
signs (systolic and diastolic blood pressure and pulse)
were observed during the study and no patient had a
clinically significant ECG abnormality.

Discussion

This phase 2 study was the first to evaluate the effi-
cacy, safety, and tolerability of 12-week administration
of SOF1Peg-IFN1RBV in treatment-experienced
patients with genotype 2 and 3 HCV infection, with
and without cirrhosis. This study showed high SVR
rates in patients who have historically exhibited subop-
timal response rates to HCV treatment and for whom
there are few treatment options available.

The 96% SVR12 rate in treatment-experienced
patients with HCV genotype 2 after 12 weeks of treat-
ment with SOF1Peg-IFN1RBV is similar to rates
previously reported in treatment-experienced noncir-
rhosis patients who received an IFN-free regimen con-
sisting of SOF1RBV for the same duration (SVR of
94-96%).10,11 Importantly, there were no genotype 2
patients who experienced virologic failure, including
the two genotype 2 patients with prior virologic non-
response to Peg-IFN1RBV therapy. The only patient
who did not achieve SVR was one who discontinued

Table 3. Subgroup Analysis of SVR12 Rates
and Virologic Failure

Genotype 2

(N 5 23)

Genotype 3

(N 5 24)

Total

(N 5 47)

Overall SVR12 n/N (%) 22/23 (96) 20/24 (83) 42/47 (89)

95% CI [78-100] [63-95] [77-97]

Age at baseline (years)

<50 2/2 (100) 8/8 (100) 10/10 (100)

95% CI [16-100] [63-100] [69-100]

�50 20/21 (95) 12/16 (75) 32/37 (87)

95% CI [76-100] [48-93] [71-96]

Sex

Male 14/14 (100) 14/18 (78) 28/32 (88)

95% CI [77-100] [52-94] [71-97]

Female 8/9 (89) 6/6 (100) 14/15 (93)

95% CI [52-100] [54-100] [68-100]

Race

Black 0/0 1/1 (100) 1/1 (100)

95% CI (%) [3-100] [3-100]

Non-Black 22/23 (96) 19/23 (83) 41/46 (89)

95% CI [78-100] [61-95] [76-96]

Ethnicity

Hispanic or Latino 10/11 (91) 9/10 (90) 19/21 (91)

95% CI [59-100] [56-100] [70-99]

Not Hispanic or Latino 12/12 (100) 11/14 (79) 23/26 (89)

95% CI [74-100] [49-95] [70-98]

Cirrhosis

No 9/9 (100) 10/12 (83) 19/21 (91)

95% CI [66-100] [52-98] [70-99]

Yes 13/14 (93) 10/12 (83) 23/26 (89)

95% CI [66-100] [52-98] [70-98]

Baseline HCV RNA

<6 log10 IU/mL 4/4 (100) 11/13 (85) 15/17 (88)

95% CI [40-100] [55-98] [64-99]

�6 log10 IU/mL 18/19 (95) 9/11 (82) 27/30 (90)

95% CI [74-100] [48-98] [74-98]

Table 4. Overall Adverse Events, Discontinuations, and
Hematologic and Chemistry Abnormalities

Event, n (%) Genotype 2 or 3 (N 5 47)

Any adverse event 45 (96)

Discontinuation of any study drug owing

to an adverse event

4 (9)

Serious adverse event 4 (9)

Common adverse events*

Influenza-like illness 26 (55)

Fatigue 15 (32)

Anemia 14 (30)

Neutropenia 11 (23)

Nausea 8 (17)

Headache 7 (15)

Rash 7 (15)

Thrombocytopenia 7 (15)

Insomnia 6 (13)

Diarrhoea 5 (11)

Hypertension 5 (11)

Grade 3 and 4 laboratory abnormalities

Decreased hemoglobin level 13 (28)

Decreased lymphocyte count <499/ mm3 2 (4)

Decreased neutrophil count <750/ mm3 13 (28)

Platelet count <50,000/ mm3 7 (15)

White-cell count <1,000/ mm3 3 (7)

*Adverse events reported in at least 10% of patients in any study group.
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treatment prior to complete viral suppression. In our
study, patients infected with genotype 2 HCV with
cirrhosis had an SVR rate of 93%, while previous
studies reported rates of 60-78% in patients who
received SOF1RBV for 12 to 16 weeks.10,11 The
higher SVR12 rates we observed in patients with HCV
genotype 2 and cirrhosis may therefore represent
improved efficacy in those with cirrhosis, compared
with SOF1RBV for 12 or 16 weeks. The regimen of
SOF1Peg-IFN1RBV appears to provide an effective
treatment option for treatment-experienced HCV
genotype 2 patients with cirrhosis who are able and
willing to receive IFN. Given that, by definition,
treatment-experienced patients have already received a
course of Peg-IFN, this would be expected to be a
large proportion of this subpopulation.

Although a lower SVR12 rate (83%) was seen in
genotype 3 patients as compared to genotype 2
patients, this numeric difference was attributable to a
higher rate of patients with nonvirologic treatment
failure (e.g., early treatment discontinuation, loss to
follow-up). Virologic relapse occurred in only two
(8%) patients, one with cirrhosis and one without cir-
rhosis. Given the small sample size and low number of
relapsers, no clear baseline predictors of treatment fail-
ure were evident. It is not possible to assess the impact
of prior response to therapy on treatment outcome;
one patient who relapsed after SOF1Peg-IFN1RBV
was a prior nonresponder to Peg-IFN1RBV and the
other was a prior relapser. Whether comparing rates of
SVR or relapse, this regimen demonstrated better effi-
cacy in treatment-experienced genotype 3 patients with
cirrhosis than SOF1RBV therapy for up to 24 weeks,
which had a 62% SVR12 rate in a phase 3 trial.11 In
the same trial, treatment-experienced patients without
cirrhosis demonstrated an 87% SVR rate following 24
weeks of SOF1RBV, which is similar to the SVR rate
of 83% observed in this trial in this subgroup. Thus,
12 weeks of SOF1Peg-IFN1RBV is an important
treatment option for treatment-experienced genotype 3
patients who can take IFN, particularly for those with
cirrhosis. However, the benefit of SOF1Peg-
IFN1RBV must be weighed against the toxicities asso-
ciated with interferon-based treatment, which are
exacerbated in patients with cirrhosis.

This study confirms previous reports regarding the
high barrier to resistance observed with sofosbuvir-
containing regimens. Rapid virologic suppression
occurred, with all but two genotype 3 HCV-infected
patients achieving HCV RNA <LLOQ by week 4,
and there were no virologic breakthroughs during
treatment. Overall, virologic relapse was observed in

two patients, both infected with genotype 3 HCV.
Resistance analysis was performed for the two patients
with genotype 3 HCV who experienced viral relapse.
No S282T, the signature resistance mutation for sofos-
buvir, was detected at the time of relapse using deep
sequencing with a level of detection of 1%. The
L159F treatment-emergent variant15 was detected in
one patient at virologic relapse at posttreatment week
4. This substitution has been previously described at
the time of virologic failure in sofosbuvir-treated
patients but does not confer an in vitro shift in suscep-
tibility to sofosbuvir. The clinical significance of this
substitution and its persistence over time are
unknown.

Treatment for 12 weeks with SOF1Peg-IFN1RBV
was generally well tolerated in this treatment-
experienced population, in which 55% of patients had
compensated cirrhosis. Consistent with data from an
earlier phase 3 trial of SOF1Peg-IFN1RBV in geno-
type 1 HCV-infected patients, one patient (2%) dis-
continued all treatment due to adverse events.7 This
patient stopped treatment on day 2 of treatment due
to generalized body pain. The low discontinuation
rates suggest that the shortened 12-week course of
interferon produces fewer early discontinuations com-
pared to historic regimens of 24-week duration.1,16-18

Expected RBV-associated hematologic effects were suc-
cessfully managed through RBV dose reductions or
interruptions. In addition, the most frequently
reported adverse events were influenza-like illness,
fatigue, and anemia. These events are consistent with
the historical safety profile of Peg-IFN1RBV; no addi-
tional safety signal was associated with the addition of
SOF. These data further underscore that the 12-week
duration of treatment, even in patients with compen-
sated cirrhosis, facilitates treatment completion despite
the expected untoward effects of both Peg-IFN and
RBV.

In conclusion, in treatment-experienced patients
with HCV genotypes 2 and 3, including those with
compensated cirrhosis, 12-week administration of
SOF1Peg-IFN1RBV provided high SVR rates. In
addition, SOF1Peg-IFN1RBV was generally well tol-
erated, with low discontinuation rates and a profile of
adverse events consistent with Peg-IFN1RBV. As dis-
cussed in guidance documents issued by the American
Association for the Study of Liver Diseases (AASLD)19

and the European Association for the Study of the
Liver,20 this regimen represents an important option
for treatment-experienced patients who are able to tol-
erate 12 weeks of peg-IFN therapy, particularly those
with compensated cirrhosis.
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