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Predictor of response
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A predictor can be statistically significant

clinically useless

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

A
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fosbuvir and Ribavirin in

V.
&@EV Genotypes 2 and 3

Table S5. Multivariate Logistic Regression in Identifying Factors Associated with SVR12 in
Patients with HCV Genotype 3

Odds 2-Sided
Variable Ratio 95% Cl P-Value
Age group (years): <50 vs 250) 2.823 (1.214, 6.566) 0.0160
Sex: Female vs Male 3.180 (1.217, 8.311) 0.0183
Cirrhosis: No vs Yes 3.462 (1.603, 7.476) 0.0016
Baseline HCV RNA (logio IU/mL): <6 vs 26 4.231 | (1.208,14.812) | 0.0241




Where did this urge for predictors come f
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Severe adverse events profile
24 to 48 weeks treatment duration

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



Host risk factors
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So what about IL28B?
@

Genetic variation in IL28B predicts h\p titis C
treatment-induced viral cleararﬁ

Dongliang Ge!, Jacques Fellay!, Alexander J. Thompson?, Jas on®, Kevin V. Shianna!, Thomas J. Urban!,
Erin L. Heinzen?!, Ping Qiu®, Arthur H. Bertelsen®, Andrew irf, Mark Sulkowski?, John G. McHutchison®

& David B. Goldstein® V ‘
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Ge et al. Nature 2009
McHutchison et al. New Engl J Med 2009



SVR with pegINF/RBV for GT 1 is depend%‘%n
host IL28B genotype \Q\
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@ IL28B gene located on gene 19,

including 2 SNP clossely linked
(rs12979860 and rs8099917)



Is there still a role for IL28B in the DAA-ara?

e In peglFN/ RBV combined with telapr iM oceprevir
its role is limited (abbreviated course of t in treatment naive; no

Holmes et al. J Viral Hep 2012



IL28B does not play a role in IFN-free regi‘ggés

ION-1/2, Afdhal et al. .Q‘
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Poordad et al. NEJM 2014; 3D combi






Cirrhosis no predictor for SVR in treatmer}é&*
naieve / experienced GT 1 patients .\~
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Compensated Cirrhosis Treated Bourliere M et al. AASLD 2014. abstract 82
with Ledipasvir/Sofosbuvir Jensen DM et al. AASLD 2014. abstract 45



Combination of cirrhosis and previous tre %.t@*nt
predictor of SVR in GT 3 patients ®\

ALLY-3: DAC + SOF for 12 weeks VAL 7SOF + RBV for 24
in cirrhotic patients GT 3 & In C'”hOUC GT3 patients
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Is past treatment response a predictor forfgyﬂ?

PI-failures
(GT1 HCV TVR/BOC Treatment Failures)
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Wyles et al. AASLD 2014
Sulkowski MS, et al. N Engl J Med. 2014;370:211-221.



HCV RNA level




Viral predictors of response

 traditional predictors
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In peglFN/ RBV era RVR was the most im nt
predictor for SVR
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Marcellin P, et al. 18th APASL 2008; Abstract FP022



In IFN-free treatment regimens HCV-RNA \*
kinetics are no predictor for SVR anyms‘e(a”

phase 2a study with Paritaprevir/Ritonavir + Dasab@}/RBV for 12 weeks
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Utility of Hepatitis C Viral Load Monitoring On Directly Acting Antiviral
Therapy

Sreetha Sidharthan’, Anita Kohli', Zayani Sims’, Amy Nelsnh@m Osinusi®, Henry
Masur’, Shyam Kottilil**

'Critical Care Medicine Department, National Instjt@ Health Clinical Center, National

Institutes of Health, Bethesda, Maryland
Institute of Human Virology, University o @and, Bagnﬂre, Maryland

*Laboratory of Immunoregulation, Natioagl imtg{@ gy and Infectious Diseases,
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Sidharthan et al. CID March 2015



Is HIV-coinfection still a predictor for,g\ﬁ(?
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Difference in SVR between HCV mono- an
HIV/HCV coinfection in the pegIFN/ R@\ a
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Manns Lancet 2001, Torriani et IaI. NEJM 2004
Fried N Eng J Med 2002, HCV mono Carrat et al. JAMA 2004 HCV co
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SVR-rates between HCV mono- and HIV/I;]&@%
coinfected patients is identical {Q\

120

76

80 68

SVR rate (%)

Arends et al. in preparation






In

conclusion ’b&*

e With increasing SVR rates to around g)o\t}e
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importance of SVR predictors is fadj

e
Past treatment resp in CO Qon with cirrhosis is
the only and mQ&}m orta dictor for SVR in the
IFN-free DAA(el

N

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



Questions?
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