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influenced the achievement of SVR, administration of EPA might
produce higher SVR on the combination therapy.
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LONG-TERM LOW DOSE TREATMENT WITH PEGYLATED
INTERFERON ALPHA 2B LEADS TO A SIGNIFICANT
REDUCTION IN FIBROSIS AND INFLAMMATORY SCORE
IN CHRONIC HEPATITIS C NONRESPONDER PATIENTS
WITH FIBROSIS OR CIRRHOSIS Peer Stephan Kaiser, Holger
Hass, Bettina Lutze, Birgit Sauter, Michael Gregor; Medicine I,
University of Tuebingen, Tuebingen, Germany

Objective: Treatment with current standard antiviral therapy
leaves about 50% of patients without viral clearance with the risk
of progression of their liver disease. Recent studies have sug-
gested an antifibrotic effect of low dose interferon treatment.
Methods: The efficacy of low dose pegylated interferon alfa 2b
with 0.5 ug/kg weekly given for 36 months as monotherapy was
evaluated based on histological examination and liver function in
142 patients with chronic HCV, nonresponse to antiviral combi-
nation therapy and significant fibrosis / cirrhosis (Ishak staging
3-6) and compared to an observational control group (n=64).
Histology was evaluated at baseline, at 18 months of treatment
and 6 months after end of treatment. Results: At 18 months ther-
apy an increase in fibrosis score from 3.86 to 4.09 and at 6 months
post observation to 4.86 was detectable in the control group
(n=57). In the treatment group a decrease from 3.91 at baseline to
2.42 at 18 months and 2.13 at 6 months post therapy was noted
(n=119). The necroinflammatory score showed constant levels
with 7.32 at baseline, 7.84 at month 18 and 7.48 at 6 months post
observation in the control group. In the treatment group the score
decreased from 8.24 at baseline to 5.77 at month 18 and then
relapsed again to 7.38 post therapy. 59% of patients in the treat-
ment group showed an HCV viral load decline of > 1 log, and 8%
had a negative PCR, which however was not maintained for any
patient upon cessation of therapy. The drop out rate was 4% and
the dose reduction rate was 12%. 17 SAEs were observed, of which
15 were complications of cirrhosis (6 hydropic decompensations, 3
variceal bleeds and 3 HCC development). There was no signifi-
cant diffence of theses complications betweens treatment and
observational groups. Conclusions: Low dose therapy with pegy-
lated interferon alfa 2b in patients with HCV and advanced fibro-
sis or cirrhosis shows a significant and persistent decrease in
fibrosis in comparison to a control group. In contrast the also
observed significant decrease in the necroinflammatory score is
only temporary as long as treatment lasts. As treatment was well
tolerated even for patients with cirrhosis, this treatment could
evolve as a salvage therapy for patients with advanced liver dis-
ease with HCV where standard antiviral therapy has failed.
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RAPID VIROLOGIC RESPONSE (RVR) IS ENHANCED BY
HIGHER DRUG EXPOSURE AMONG PATIENTS RECEIVING
TARIBAVIRIN IN COMBINATION WITH PEGYLATED
INTERFERON ALFA-2B FOR THE TREATMENT OF HCV
INFECTION Mitchell L. Shiffman’, Maribel Rodriguez-Torres?,
Stuart Gordon3, Melissa Palmer?, Paul Pockros®, Christian Trepo®,
Yong Kim’, Brian Murphy’; 'Division of Gastroenterology, Hunter
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Background: Previous studies have demonstrated that the later
during treatment with peginterferon (PEGIFN) and ribavirin
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(RBV) a patient with chronic HCV becomes HCV RNA undetect-
able, the higher is the likelihood of relapse and the lower the SVR
rate. In a recent Phase 3 study, the combination of taribavirin
(TBV) plus PEGIEN alpha-2b or was found to have a lower SVR
compared to weight base dosed RBV and PEGIFN alfa 2b (38%
and 52%, respectively). To try and understand why TBV was
associated with a lower SVR a post-hoc analysis of the ITT pop-
ulation was performed to examine the impact of treatment on viral
kinetics and other demographic features such as patient age, body
weight and total drug exposure. Methods: This Phase 3 study
randomized 970 patients in a 2:1 ratio into a fixed dose taribavirin
arm versus a weight base dosed RBV arm, stratifying patients on
the basis of genotype, baseline viral load, and weight. Viral load
was assessed throughout the study using the NGI SuperQuant
Assay with a lower limit sensitivity of 39 IU/ml. Variables assessed
included percent of patients younger than 45yo as well as average
drug exposure expressed in mg/kg based on response activity at
treatment weeks 4, 12, 24, and week 24 follow-up. Results: See
table. Conclusions: Patients achieving rapid virologic response
(RVR) had similar an SVR approaching 90%, when treated with
either TBV or RBV. In contrast, patients who had a slower viro-
logic response, particularly those who failed to drop HCV RNA by
2 logs within the first 4 weeks of treatment, had a marked increase
in SVR when treated with TBV when compared to RBV (63% vs
36% if HCV RNA undetectable at week 12 and 23% vs 12% if HCV
RNA undetectable at week 24, respectively). The improvement in
SVR in patients who fail to clear HCV RNA early during treatment
is likely secondary to the improved tolerability of TBV over RBV.

TBV RBV
whk 4/ wk 12/ wk 24 N % <45 mean SVR N o <45 mean SVR
response yo mg/kg % yo mg/kg G
neg feg /neg 144 | 1% 16.4 87% | 103 | 58% 14.8 8%
22 log L/ neg / neg 146 49% 16.1 57% 73 32% 14.7 8%
<2log L /meg/neg | 24 | 50% 15.6 63% | 14 | 36% 13.7 36%
=7 =2
22 log ln’; logd/ |0 | 304 156 | 26% | 10 | 40% 126 | 20%
" 2
<& log ‘Ln’j g d! | 35 | 37 15.8 23% | 25 | 56% 14.7 12%
g
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AN OPEN LABEL, COMPARATIVE, MULTICENTER STUDY
OF PEGINTERFERON ALFA-2A PLUS RIBAVIRIN IN THE
TREATMENT OF PATIENTS WITH CHRONIC HEPATITIS
C/HEPATITIS B CO-INFECTION VERSUS THOSE WITH
MONOINFECTED CHRONIC HEPATITIS C: AN INTERIM
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Introduction: Pilot studies using standard interferon in combina-
tion with ribavirin for 6 months to treat patients with dual chronic
hepatitis C and B infection have shown that a sustained hepatitis
C virus (HCV) clearance rate could be achieved to an extent
comparable to that observed in HCV monoinfected patients. We
have therefore conducted a multicenter clinical trial using pegin-



