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What’s on the agenda 

• interpretation of predictors in sustained viral response  
 
 

• types of predictors 
– Host 
– Viral 

 
 

• are there any predictors left? 
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Predictor of response 

• predictor - information that supports a probabilistic 
estimate of future events 
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Predictors tell you about groups not about 
individuals 
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A predictor can be statistically significant but 
clinically useless 

Zeuzem et al. N Engl J Med 2014; 370:1993-2001May 22, 2014 

VALENCE-study: 
Sofosbuvir and Ribavirin in 
HCV Genotypes 2 and 3 
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Where did this urge for predictors come from 

 
 
 
 
 
Severe adverse events profile 
24 to 48 weeks treatment duration 

Manns Lancet 2001; Fried N Eng J Med 2002; Hadzyannis Ann Intern Med 2004 
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Host risk factors 

• Traditional 
– obesity, age, alcohol use, male/ female sex 

 
• cirrhosis 

 
• IL28B 
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So what about IL28B? 

Ge et al. Nature 2009 
McHutchison  et al. New Engl J Med 2009 

p=0.03 p=0.01 
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SVR with pegINF/RBV for GT 1 is dependent on 
host IL28B genotype 

Ge et al. Nature 2009 

IL28B gene located on gene 19, 
including 2 SNP clossely linked 
(rs12979860 and rs8099917) 
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Is there still a role for IL28B in the DAA-era? 

• In pegIFN/ RBV combined with telaprevir of boceprevir 
its role is limited (abbreviated course of therapy in treatment naive; no 
role in treatment experienced)  

 

Holmes et al. J Viral Hep 2012 
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IL28B does not play a role in IFN-free regimens 
ION-1/2, Afdhal et al. 

Poordad et al.  NEJM 2014; 3D combi 
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So what about cirrhosis? 
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Cirrhosis no predictor for SVR in treatment 
naieve / experienced GT 1 patients 
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Compensated Cirrhosis Treated 
with Ledipasvir/Sofosbuvir 
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Combination of cirrhosis and previous treatment 
predictor of SVR in GT 3 patients 
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ALLY-3: DAC + SOF for 12 weeks 
in cirrhotic patients GT 3 
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VALENCE: SOF + RBV for 24 
weeks in cirrhotic GT3 patients 
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What about past treatment response? 
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PI-failures  
(GT1 HCV TVR/BOC Treatment Failures) 

SOF-failure 

Is past treatment response a predictor for SVR? 

Wyles et al. AASLD 2014 
Sulkowski MS, et al. N Engl J Med. 2014;370:211-221.   
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What about viral predictors? 
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Viral predictors of response 

• traditional predictors 
– HCV viral load 
– HCV genotype 

 
• HIV coinfection 

 
• on treatment “viral kinetics” 

– achievement of RVR 
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In pegIFN/ RBV era RVR was the most important 
predictor for SVR  
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In IFN-free treatment regimens HCV-RNA 
kinetics are no predictor for SVR anymore 

phase 2a study with Paritaprevir/Ritonavir + Dasabuvir with RBV for 12 weeks   
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Sidharthan et al. CID March 2015 
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Is HIV-coinfection still a predictor for SVR? 

HCV HIV/HCV 
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Difference in SVR between HCV mono- and 
HIV/HCV coinfection in the pegIFN/ RBV era 
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SVR-rates between HCV mono- and HIV/HCV 
coinfected patients is identical 

Arends et al. in preparation 
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EASL recommendation – april 2014 
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In conclusion 

• With increasing SVR rates to around 90%, the 
importance of SVR predictors is fading 
 
 

• Past treatment response in combination with cirrhosis is 
the only and most important predictor for SVR in the 
IFN-free DAA era 
 
 

• Previous important predictors like HCV-RNA, IL28B 
genotype, HIV-coinfection, HCV viral load and 
achievement of RVR are not relevant anymore 
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Questions? 
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