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Where are we : The present 
Advantages of Triple therapy: PI + PEG-IFN + RBV 

 Increased Efficacy in G1 patients (D > 25%)  

• G1 naive patients 

• G1 relapsers 

 Shorten duration (≈  50%) 

 Predictors of non response 

• Cirrhosis 

• Subtype 1a 

• IL28B 



Where we are : The present 
Limitations of Triple therapy 

 Efficacy approved only in G1 patients 

 Low SVR in difficult to treat patients 

• Cirrhosis 

• Previous null responders 

 Side Effects 

 Costs 

New Generation DAAs  



Protease inhibitors in devlopment 

Sarrazin C et al. Gastroenterology 2010; 138: 447-462 

Petry AS et ak . Hepatology 2011; 54 (suppl) : 531A. 
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Simeprevir (TMC435)  
(Janssen) 
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Fried et al. AASLD 2011, LB5 
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Faldaprevir (BI201335)  
(Boehringer-Ingelheim)  

Dieterich et al. AASLD 2011, A36 
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*Patients RVRe : patients with HCV RNA undetectable from W4 to W20  

Danoprevir (DNV, RG7227)  
(Roche)  

Terrault et al.  AASLD 2011, A79 
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Viral cycle and drug targets 

Asselah T et al. Liver International 2012 



Direct-acting antivirals 
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Gane et al. Lancet 2009 

IFN-free regimen: "Proof of concept" 
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IFN-free ongoing trials 

 Faldaprevir + BI 207127 (Boehringer-Ingelheim) 

 ABT-450/r + ABT-333 +/- ABT-267 +/- RBV (Abbott) 

 Sofosbuvir + GS 5885 + RBV (Gilead) 

 Sofosbuvir + GS 5885 + RBV (Gilead) (G2 and G3) 

 Asunaprevir + daclastavir + BMS 791325 (BMS) 

 



Follow-up 

Follow-up 

Follow-up 

Follow-up 

Follow-up 
Faldaprevir 120 mg QD +  

BI 207127 600 mg TID + RBV 

Faldaprevir 120 mg QD + BI 207127 600 mg TID + RBV 

Faldaprevir 120 mg QD + BI 207127 600 mg TID + RBV 

Faldaprevir 120 mg QD + BI 207127 600 mg BID + RBV 

Faldaprevir 120 mg QD + BI 207127 600 mg TID, no RBV 

(n=81) 

Day 1 

Faldaprevir (PI) + BI 207127 (NS5BI) 
 (Boehringer-Ingelheim)  

Zeuzem S, et al. AASLD 2012, A232 
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Faldaprevir (PI) + BI 207127 (NS5BI) 
 (Boehringer-Ingelheim)  
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(Abbott)  

Kowdley et al. AASLD 2012 
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Sofosbuvir (NS5BI) + GS 5885 (NS5AI) + RBV 
(Gilead) 

HCV RNA 

< 15 UI/mL 

SOF + RBV SOF + GS-5885 + RBV 

Treatment-naïve 

(n = 25) 

Null responder 

(n = 10) 

Treatment-naïve 

(n = 25) 

Null responder 

(n = 9) 

Week 1 8/25 (32) 1/10 (10) 11/25 (44) 0/9 (0) 

Week 2 17/25 (68) 7/10 (70) 22/25 (88) 4/9 (44) 

Week 4 25/25 (100) 10/10 (100) 25/25 (100) 8/9 (89) 

EOT 25/25 (100) 10/10 (100) 25/25 (100) 9/9 (100) 

SVR4 22/25 (88) 1/10 (10) 25/25 (100) 9/9 (100) 

SVR12 21/25 (84) 1/10 (10) -- -- 

Gane et al. AASLD 2012 

Press Release, 7 January 2013, gilead.com,  



Gane et al. NEJM 2013 

Sofosbuvir + RBV  
(Gilead) 

G1 and also Genotype 2 and 3 
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Part 1 

Part 2 
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Everson GT, et al. AASLD 2012, LB3 
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Asunaprevir (PI) + daclastavir (NS5AI) + BMS 791325 (NS5BI) 
(BMS)  



SVR12 W24 SVR24 SVR48 
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Lok A, et al. AASLD 2012, A79 

Asunaprevir (PI) + daclastavir (NS5AI) 
(BMS)  
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IFN-free ongoing trials: summary  



Conclusion: 
A realistic hope for an oral regimen  

 More than 6 IFN free ongoing trials 

 Majority of trials in HCV Genotype 1  

 Several DAAs (different class of action) 

 Some with efficacy for all genotypes 

 Concern: safety issues 



We still have a dream 
Martin Luther King J (1963, Washington)  



Where we go: The Future 
Ten Commandments for the Magic Drug    

COST REDUCTION (access program) 

HIGH EFFICACY 

LOW RESISTANCE (high genetic barrier) 

FOR ALL-GENOTYPES 

SHORT DURATION 

TOLERABILITY 

PHARMACOKINETIC (Low pill burden) 

ONLY ORAL REGIMEN (IFN free) 

DRUGS INTERRACTION 

AVAILABLE : CIRRHOSIS, ELD, HIV-HCV… 

HCV ERADICATION WORLWIDE 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 


