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Background
• �The superiority of pegylated interferon (PEG-IFN) alfa-2b (PegIntron®) plus ribavirin (RBV) over conventional IFN-based regimens 

was first confirmed in a prospective, randomized, phase 3, pivotal clinical registration trial1  
	 — �This trial was tightly controlled, with strict inclusion/exclusion criteria using a protocol designed to limit patient variability 

and to closely define selected treatment regimens
• �The rigor of phase 3 trials is rarely attained in the community setting, leading many to question whether the results from  

registration clinical trials can be achieved in everyday clinical practice
• �Community-based studies designed to evaluate clinical outcomes in a “real-world” setting are important to confirm that the  

results of registration clinical trials are attainable in routine clinical practice

Aim
• �To compare sustained virologic response (SVR) and relapse rates reported by Manns et al1 from the PEG-IFN alfa-2b registration 

trial with those from community-based studies,2-5 which used similar treatment regimens

Methods
• �In the registration trial and 4 community-based studies, more than 7400 patients received PEG-IFN alfa-2b 1.5 μg/kg/wk and 

flat-dose (800 mg/day) RBV1,5 or weight-based (800-1200 mg/day) RBV2-5

	 — �Patients from the Manns trial receiving >10.6 mg/kg per day RBV were also included
• �Treatment duration was 48 weeks in the Manns trial and 24 (genotype [G] 2/3 patients) or 48 (G1/4 patients) weeks in the 

community-based studies
• SVR was defined as undetectable HCV RNA 24 weeks after treatment
• �Relapse was defined as detectable HCV RNA during follow-up in patients who attained undetectable HCV RNA at the end  

of treatment

Results
• Patient demographics were similar in the Manns trial and across the community-based studies (Table 1)
	 — �The proportion of G1 patients was slightly higher in the Manns trial than in community-based studies (68% vs 56.4%-61.6%)
	 — �The proportion of patients with baseline viral load >2 million copies/mL (or 600,000 IU/mL) was slightly higher in the Manns 

trial than in the community-based studies (69% vs 46.0%- 52.5%)

Sustained Virologic Response
Overall Sustained Virologic Response Rates
• �In general, overall SVR rates obtained in community-based studies were similar to those reported in the PEG-IFN alfa-2b  

registration trial (40.5%-66% vs 54%) (Figure 1 top)
• �Zehnter (AWB) study
	 — �The high proportion of G2/3 patients in this study (42% vs 29% in the Manns trial) might have contributed to the high (66%) 

overall SVR rate
• �WIN-R
	 — �Overall intent-to-treat SVR rates reported in WIN-R5 (44.2%, weight-based RBV group; 40.5%, flat-dose RBV group) were 

lower than those observed in the PEG-IFN alfa-2b registration trial, possibly because
		   �A large number of patients were lost to follow-up in WIN-R, including 329 patients with end-of-treatment response who 

were categorized as nonresponders in the intent-to-treat analysis, because follow-up polymerase chain reaction data for 
them were missing 

		   �WIN-R was a US-based study, and US patients have higher body weights than European patients, which negatively impacts 
SVR rates

	 — �Estimated SVR rates (50.8%, weight-based RBV group; 46.9%, flat-dose RBV group) were relatively higher than rates from 
the intent-to-treat analysis5 

Sustained Virologic Response Rates by Genotype
• �For G1 patients, SVR rates were similar in the community-based studies and in the Manns trial (Figure 1 middle)
• �For G2/3 patients, SVR rates were slightly higher in the PEG-IFN alfa-2b registration trial than in the community-based studies 

(Figure 1 bottom), possibly because the treatment duration for G2/3 patients was longer (48 weeks) in the Manns trial than in 
the community-based studies (24 weeks)

	 — �It is unclear whether the proportions of G2 and G3 patients differed between the Manns trial and the community-based 
studies and whether this difference had any impact on SVR rates

Figure 1. Sustained virologic response (SVR) rates in (top) all patients, (middle) genotype 1 patients, and (bottom) genotype 
2/3 patients. *Patients who received a minimum ribavirin dose of >10.6 mg/kg in the Manns trial.1 †Included genotypes 1, 4, 5, and 6. 
‡Included genotypes 1 and 4. FD = fixed ribavirin dosing; POWeR = Pegintron Prospective Optimal Weight Based Dosing Response 
Program; WBD = weight-based ribavirin dosing; WIN-R = Weight-Based Dosing of Peginterferon alfa-2b plus RBV.

Relapse
Overall Relapse Rates
• �Relapse rates were highest in the Manns trial population (18%) and in the fixed-dose RBV WIN-R population (19%)

Relapse Rates by Ribavirin Dosing
• �Relapse rates were higher in the Manns trial than in the community-based studies 
	 — �However, a fixed 800 mg/day RBV dosage was used in the former rather than weight-based dosing, which was used  

primarily in the latter (Table 1)
	 — �The incidence of relapse was similar in the Manns trial and in the fixed-dose RBV arm of WIN-R (18% vs 19%, respectively); 

patients in both populations received a fixed RBV dosage of 800 mg/day
• �Relapse rates among patients who received >10.6 mg/kg RBV in the Manns trial were similar to those in patients who received 

weight-based RBV in WIN-R (12% vs 11.9%-15.3%)3-5 (Figure 2 top)

Relapse Rates by Genotype
• �Relapse was more common among G1 than G2/3 patients (Figure 2 bottom)
• �For G1 patients, relapse rates were lower in studies that used weight-based RBV dosing (17%-23% vs 29.6%)
• �For G2/3 patients, relapse rates in community-based studies were generally low, ranging from 6.9% to 8.3%

Figure 2. Relapse rates in (top) all patients and (bottom) according to genotype in community-based studies. *Patients who received 
a minimum ribavirin dose of >10.6 mg/kg in the Manns trial.1 †G1 population also included G4 patients. FD = fixed ribavirin dosing; 
WBD = weight-based ribavirin dosing.

Summary
• �The clinical outcomes reported when patients were treated with PEG-IFN alfa-2b plus RBV in a community setting closely reflected 

those attained in the rigorously controlled registration trial
	 — �SVR and relapse rates were similar in each setting
• The registration trial and the community-based studies confirmed the benefits associated with weight-based RBV dosing 

Conclusions
• �Virologic response rates reported in the PEG-IFN alfa-2b registration trial by Manns et al1—including those obtained in  

patients who received PEG-IFN alfa-2b plus >10.6 mg/kg RBV—are attainable in community-based clinical practice
• �Anti-HCV therapy has evolved substantially since conduction of the PEG-IFN alfa-2b registration trial6

	 — �The recommended dosage of PEG-IFN alfa-2b is 1.5 mg/kg/wk in combination with weight-based RBV  
(800-1400 mg/day according to body weight)

	 — ��The recommended PEG-IFN alfa-2b/RBV treatment duration is 24 weeks for G2 and G3 patients
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Table 1. Patient Characteristics in Registration and Community-Based PEG-IFN alfa-2b Trials

Patient Characteristics

Study Treatment Regimen [n] G1 
n (%)

G2/3 
n (%)

Liver Histology 
n (%)

Geographic 
Location/Ethnicity, n (%)

Male 
n (%) Body Weight/BMI Baseline Viral Load  

n (%)

Manns et al1 PEG-IFN alfa 2b (1.5) + RBV (800)  
for 48 weeks [511] 348 (68) 148 (29) Bridging fibrosis/cirrhosis: 

136/469 (29) International 321 (62.8) Mean: 82 kg 
BMI: NR

>2 million copies/mL: 
351 (69)

Marotta (POWeR)4 PEG-IFN alfa 2b (1.5) + RBV (800-1200)  
for 24 (G2/3) or 48 (G1) weeks [1800a] 1078/1784 (60.4)

G2: 276/1784 (15.5)
G3: 389/1784 (21.8)

F3-F4: 
 378/946 (39.9) Canada NR

≥85 kg: n = 623/1796 
(34.7%) 
BMI: NR

>600,000 IU/mL: 
776/1477 (52.5)

Zehnter et al (AWB)2,b PEG-IFN alfa 2b (1.5) + RBV (800-1200)  
for 24 (G2/3) or 48 (G1) weeks [2203] 56.4%c 41.8% Cirrhosis: 

 5%

Germany 
Caucasian: 83.5% 

Black: 1.4%
61.4% Mean: 74.8 kg 

BMI: NR
G1 with ≥600,000 IU/mL: 23%e

G3 with ≥600,000 IU/mL: 12.6%e 

Mauss et al3 PEG-IFN alfa 2b (1.5) + RBV (800-1200) 
for 24 (G2/3) or 48 (G1) weeks [83] 47 (56.6)d 36 (43.4) NR Germany NR Body weight: NR 

BMI: 24.9 kg/m2
Median:  

489,000 IU/mL

Jacobson et al (WIN-R)5 PEG-IFN alfa 2b (1.5) + RBV (800-1400) 
for 24 (G2/3) or 48 (G1) weeks [2469] 1512 (61.2) G2: 499 (20.2) 

G3: 421 (17.1)
F3-F4: 

740 (30.0)

United States 
Caucasian: 1993 (80.7) 

African American: 208 (8.4) 
Latino: 136 (5.5) 
Asian: 59 (2.4)

1539 (62.3) Mean: 84.0 kg 
BMI: 28.3 kg/m2

>600,000 IU/mL: 
1232 (49.9)

Jacobson et al (WIN-R)5 PEG-IFN alfa 2b (1.5) + RBV (800) for 24 (G2/3) 
or 48 (G1) weeks [2444] 1506 (61.6) G2: 525 (21.5) 

G3: 386 (15.8) F3-F4: 735 (30.1)

United States 
Caucasian: 1926 (78.8) 

African American: 237 (9.7) 
Latino: 153 (6.3) 
Asian: 59 (2.4)

1560 (63.8) Mean: 83.8 kg 
BMI: 28.2 kg/m2

>600,000 IU/mL:  
1125 (46.0)

a Per-protocol analysis. b 1.8% on substitution therapy; 9.6% previous relapsers to IFN monotherapy; 2.6% HIV/HCV coinfected. c Genotypes 1, 4, 5, 6. d Genotypes 1 and 4. e Study did not report baseline viral load for genotypes other than G1 and G3. 
Fibrosis (F) scores are reported using the METAVIR system; PEG-IFN alfa-2b dosage is expressed in µg/kg/wk; RBV dosage is expressed in mg/day. 
BMI = body mass index; G = genotype; HCV = hepatitis C virus; IFN = interferon; NR = not reported; PEG-IFN = pegylated interferon; RBV = ribavirin; WIN-R = Weight-Based Dosing of Peginterferon alfa-2b plus RBV.


