Improvement of sustained virologic response (SVR) in the treatment of chronic hepatitis C
genotype 1 with PEG-IFN alfa-2b by ribavirin dose adjustments: evidence obtained from
the German PEG-IFN alfa-2b observational study
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1. Background

» Treatment options for hepatitis C have developed 30

rapidly in the past decade. Patients with G1 Infection ?8

50.0%

42.8%

» A combination of pegylated interferon-alfa (PEG- Patients - no. 1,387 0
IFN-alfa) plus ribavirin (RBV) is the current standard
of care for treatment of chronic hepatitis C.

» The EMEA approved weight-based dosing of
PEG-IFN alfa-2b (Pegintron®) 1.5 pg/kg/week
and ribavirin (REBETOL®) 800-1,200 mg/day on
March 26, 2001.
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Figure 3. SVR (%) by RBV dose or patients with body weight > 65—< 75 kg

Male - no. (%)
(recommended RBV dose: 1,000 mg/d).

757/1,387 (54.6)

Female - no. (%) 606/1,387 (43.7)

Weight - kg 73.6 +12.8 %
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2. Objectives HCY RNA 20|
=600,000 IU/ml - no. (%) | 725/1,387 (52.3) 10 -
_ _ _ <600,000 IU/ml - no. (%) | 622/1,387 (44.8) 0 B B - B _ -
» Recently two peginterferon regimens (weight- s e
based PEG-IFN alfa-2b and fixed-dose PEG-IFN Hemoglobin — mg/d 143+1.9 o B 7eg0 M -0

alfa-2a) and ribavirin (RBV) approved for HCV
treatment were compared in the IDEAL study.

» While overall SVR rates of patients infected with
G 1 were similar in both regimens, a 10% differ-
ence was observed for patients weighing 75-85 kg. o

» The latter were treated either with PEG-IFN alfa- m gg
2b (1.5 pg/kg/wk) plus 1,000 mg RBV/d or with 40
PEG-IFN alfa-2a (180 pg/wk) plus 1,200 mg gg
RBV/d suggesting RBV under dosage in the PEG ) 10

Platelet count - n/ul 227,134 = 72,294

Figure 4. SVR (%) by RBV dose or patients with body weight 75—85 kg (recom-
mended RBV dose: 1,000 mg/a).

lable 1. Patient characteristics of treatment-naive G 1 patients.
(Statistical Testing. x 2-Test)

42.19
40.6% % 37.1%

;

Data of 1,387 treatment-naive patients with

N=234 N=164 N=70

2b regimen.
Therefore the SVR rates of G 1 patients treated in
the German PEG-IFN alfa-2b/ribavirin observa-

tional cohort study within different body weight
classes were re-evaluated.

G 1 infection and without HIV-coinfection were
analysed.

287 patients weighing 40—65 kg received the re-
commended RBV dose of 800 mg/d while 136

1,200 mg/d

M >85-105 M >85-95 & >95-105

Figure 5. SVR (%) by RBV dose for patients with body weight >85—105 kg (re-
commended RBV dose: 1,200 mg/ad)

patients were treated with 1,000 mg/d. SVR was
not enhanced by the higher RBV dose (see Table

2 and Figure 2). ody Weight | REV dse SVR (%) by RBV dose received
» A trend towards higher SVR rates was obtained mended | soomg/d | 1,000mg/d | 1,200mg/d | P Value
for patients weighing > 65— <75 kg of whom 278 1065 VWA PUTVE 0.8438
| patients received the recommended RBV dose of (138/287) | (64/136)
» Between 9/2003 and 5/2007, 279 sites enrolled 1,000 mg/d and 28 patients were treated with >65-<75 | 1,000 2% | 0% p=0.4642
a total of 4061 patients. . 1,200 mg/d (Figure 3). 75-85 1,000 :1.9% | (51.20/: p=0.0785
» For the treatment of G.‘I patients PEG-IFN alfa-2b » A small decline in SVR rates was observed in the o (126301 | (63129 o
1.5 ug/kg/wk plus weight-based RBV (800—-1,200 75-85 kg group, most prominently in the 80—85 kg e 65194 | (2910 oo
mg/day) for up to 48 wks was recommended. subgroup treated with the approved RBV dose @1/107) | (34/63) |
> Due to the character of this study, physicians (38.3%) in contrast to 54.0% of patients treated Sl R YA
treatec! patlents_wth PEQ—IFN alfa-2b and RBV with 1,200 mg RBV/d (Figure 4). . >85-95 ?529)10/84)
according to their discretion. » SVR rates decreased within the >85-105 kg Lol 2670

group with lower SVR rates in patients weighing

>95-105 kg, possibly due to RBV underdosage
4. Study Design (Figure 5).

PEG-IFN alfa-2b 1,5 pg/kg/week 60
+ RBV 800-1,200 mg/day, n=1,639 bl 50
24 weeks Treatment in Genotype 2/3 24 weeks 40
Follow-up 30

20

Tfable 2. SVR by RBV dose and body weight.
(Statistical Testing. x 2-Test)

481% 471% » This study clearly demonstrates that SVR rates of
G 1 patients weighing 40—75 kg cannot be further

“ improved by increasing the recommended RBV
dose.

PEG-IFN alfa-2b 1,5 pg/kg/week * 10
+ RBV 800-1,200 mg/day, n=2,354 = LCEELLLL 0 .
48 weeks Treatment in Genotype 1, 4, 5, 6 24 weeks N=287 N=136 .
Follow-up 300 ma/c 1,000 ma/d » Our results suggest that RBV dose adjustments for

“Genotype missing/not done: 68

the treatment of G 1-infected patients weighing
80—-85 kg and 95-105 kg may be needed.

Figure 2. SVR (%) by RBV dose for patients with body weight 40—65 kg (recom-

Figure 1. Study Design. mended RBV dose: 800 mg/d).

This project is being conducted in close cooperation with the bng.
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