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PEG-IFN-λ: A More Targeted Interferon
for HCV

Novel PEGylated Type III IFN
Similar signaling pathway 
as IFN-α

Unique receptor
No cross-reactivity with 
IFN-α receptor
Expressed on hepatocytes

• Limited expression on 
hematopoetic and neuronal 
cells 

Pharmacologic activity 
without typical IFN-α side 
effects in healthy volunteers

(IFN-λ1)



PEG-IFN-λ 4

Phase 1b Study in HCV Patients

Population  
Genotype 1 HCV infection
Relapse after PEG-IFN-α + ribavirin

Primary eligibility criteria
ALT and AST < 2.5× ULN 
Liver biopsy with Ishak score ≤ 4
No evidence of HBV or HIV infection

Endpoints
Antiviral activity: > 1 Log decrease in HCV RNA
Safety: clinical events and laboratory abnormalities
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Phase 1b Dose and Schedule 
Escalation 

Ribavirin (Copegus): 1000 mg (< 75 kg) or 1200 mg (≥ 75 kg) daily

(TBD) QW
+ ribavirin

6 patients per cohort
Treatment: 4 weeks
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Patient Characteristics

--- QW ---------- Q2W -------

6.86.6 
(5.9 - 7.4)

6.5 
(6.1 - 7.2)

7.3
(7.1 - 7.6)

Baseline Mean Log HCV RNA      
(range)

3131
(24 - 40)

33
(25 - 49)

28
(25 - 30) 

Mean BMI 
(range)

7241White
9315Hispanic

2110Black
Race

53 56 4953 Mean age 

Total
(n=18)1.5 µg/kg 

(n=6)
3.0 µg/kg

(n=6)
1.5 µg/kg

(n=6)
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Maximum Viral Load Reduction

2.27 - 4.930.96 - 2.820.42 – 3.8895% CI

3.61.92.2Mean Decrease (Log)

1.5 µg/kg
(n=6)

3 µg/kg
(n=6)

1.5 µg/kg
(n=6)

--- QW --------- Q2W ------
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Viral Kinetics: 1.5 µg/kg QW Schedule

4 of 6 patients with HCV RNA < 1000 IU/mL at Day 29
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Clinical Adverse Events

Well tolerated at all dose levels and schedules
No discontinuation due to adverse events
No treatment-related fever

All adverse events Grade 1 or 2 in severity
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Related Adverse Events

1 (6%)-1(17%)-Nausea

1 (6%)-1 (17%)-Dysgeusia

1 (6%)--1 (17%)Irritability

1 (6%)1 (17%)--Injection site  
erythema

1 (6%)-1 (17%)-Flu-like symptoms

1 (6%)-1 (17%)-Anorexia

--- QW -------- Q2W ------

2 (11%)1 (17%)--1 (17%)Myalgia

3 (17%)1 (17%)1 (17%)1 (17%)Fatigue 

Total
(n=18)1.5 µg/kg (n=6)3.0 µg/kg

(n=6)
1.5 µg/kg

(n=6)
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Laboratory Values: Hematology

No hematological toxicity
No neutropenia (ANC > 1.5 × 103/µL for all patients)
No thrombocytopenia 
No anemia
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Laboratory Values: Transaminases

Reversible Gr 3 ALT or AST in 2 patients (< 7 days)
3.0 µg/kg Q2W: Gr 3 AST (204 IU/L)
1.5 µg/kg QW: Gr 3 ALT (264 IU/L)

--- QW -------- Q2W ------

Median ALT 

58
(21-264)

51
(19-100)

47
(18-99)

Day 29
(range)

44
(26-122)

52
(29-70)

60
(29-96)

Baseline
(range)

1.5 µg/kg 
(n=6)

3.0 µg/kg
(n=6)

1.5 µg/kg
(n=6)
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Summary

Anti-viral activity
Demonstrated in all cohorts
Most vigorous response at 1.5 µg/kg QW 

• 6 of 6 patients experienced > 2-Log drop in HCV RNA
• 4 of 6 patients with HCV RNA < 1000 IU/mL at Day 29

Safety profile
Well tolerated over 4 week treatment 

• No neutropenia, thrombocytopenia, or anemia
• No treatment-related fever
• Minimal flu-like symptoms
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Conclusion

PEG-IFN-λ was well tolerated with no 
hematologic toxicity and limited constitutional 
symptoms
Anti-viral efficacy was seen at all doses but 
most robust when dosed weekly
Further trials are warranted in combination 
with ribavirin and other Hepatitis C therapies
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SUPPLEMENTAL SLIDES
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IFN-λ1 Receptor Distribution Is More 
Cell-type Specific than IFN-α Receptor

Liver IFN-λ1 Receptor1 IFN-α Receptor1

Hepatocytes High High
Endothelial cells Not detected High
Smooth muscle Not detected High
Fibroblasts Not detected High

Hematopoietic 
Bone Marrow Progenitors 
(CD 34+ cells) Not detected High

T and NK cells Not detected High

Monocytes Not detected High
B cells High2 High

1. Based on levels of RNA expression 
2. Protein levels are low


