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HCV Infection

Chronic Hepatitis 75%-85%

15%-20% Cirrhosis

Decompensated 20%
Cirrhosis

HCC

1%-4% yr

DiBisceglie A. et al. Hepatology 2000



Almost All HCV-Infected Patients Can
Achieve SVR

GT1-6 FO - F4 D. Cirrhosis

SVR = 90% = Cure of HCV Infection > 90%



Anti-HCV Treatment Objectives

Stop/reverse liver fibrosis progression
Prevent/reverse cirrhosis

Prevent liver decompensation and HCC

W NS

. Reduce liver related mortality

HCV eradication may achieve these objectives?



Fibrosis regression
IFN based therapy experience

Fibrosis « survival » according to virologic response: Proportion of patients
without fibrosis regression using FibroTest (-0,20)
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Poynard T. et al. J Hepatol 2013



Fibrosis regression
IFN based therapy experience

Fibrosis degree at a second biopsy 5 years after SVR (n=122) grouped according to the
degree of fibrosis at first biopsy
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Shiffman M. et al. Ann Hepatol. 2014



Cirrhosis reversion
IFN based therapy experience

Patients (%)

Before Therapy  Post Therapy
(5 years)

D’Abrosio R. et al. Hepatology 2013



Liver Decompensation
IFN based therapy experience

Proportion of liver decompensation according to virologic response
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Liver Decompensation
IFN based therapy experience

Proportion of liver failure according to virologic response

Liver failure
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No. at risk
Without SVR 405 384 361 337 314 288 259 216 184 143 113
With SVR 192 180 166 160 152 141 1283 88 56 40 28

Van der Meer AJ. et al. JAMA 2012



Hepatocellular Carcinoma
IFN based therapy experience

Hepatocellular carcinoma
301

P <.001
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Hepatocellular Carcinoma, %
1

Time, y

No. at risk
Without SVR 405 390 375 349 326 294 269 229 191 151 122
With SVR 192 181 167 161 152 142 124 86 54 39 27

Van der Meer AJ. et al. JAMA 2012



Hepatocellular Carcinoma
IFN based therapy experience

Pvalue! 3I-waycomparison: 0.08
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Timothy RM. et al. Hepatology 2010



Study, Year (Reference)

Asahina et al, 2010 (36)
Hung et al, 2011 (46)
Kawamura et al, 2010 (50)
Kramer et al, 2011 (27)
Kurokawa et al, 2009 (51)
Okanoue et al, 2002 (53)
Osaki et al, 2012 (50)
Pradat et al, 2007 (17)
Sinn et al, 2008 (56)
Takahashi et al, 2011 (57)
Tateyama et al, 2011 (58)
Yoshida et al, 1999 (61)
Total

Heterogeneity: tau-square = 0.04; chi-square = 14.05; P = 0.23; I? = 22%

log{Hazard Ratio)

-0.944
-1.423
-1.985
-1.182
-1.277
~-2.294
-2.130
-2.481
-1.246
-3.022
-1.968
-1.164

Test for overall effect: Z = 10.80; P < 0.001

Morgan RL. Et al. Ann Intern Med. 2013

SE

0.388
0273
0.407
0.126
0.631
0.512
1.053
1.132
0.596
1.163
0.537
0.324

Total

SVR NR
686 1356
1027 443
1081 977
4292 10276
139 264
375 586
185 197
87 103
296 194
B89 114
139 234
789 1568
9185 16312

Weight, %

9.2
153
8.5
3.2
4.0
58
15
1.3
4.4
13
53
121
100.0

Hepatocellular Carcinoma
IFN based therapy experience

Hazard Ratio

IV, Random (95% CI)

0.39 (0.18-0.83)
0.24 (0.14-0.41)
0.14 (0.06-0.31)
0.31(0.24-0.39)
0.28 (0.08-0.96)
0.10 (0.04-0.28)
0.12 (0.02-0.94)
0.08 (0.01-0.77)
0.29 (0.09-0.93)
0.05 (0.00-0.48)
0.14 (0.05-0.40)
0.31 (0.17-0.59)
0.24 (0.18-0.31)

Hazard Ratio
IV, Random (95% CI)
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Liver Related Mortality

IFN based therapy experience

0.2 Pvalues for .E-'u'l.':'l'!.' IZ-:IF'I'-IFI-H'FiS.I}I'I Liver-related mortality or liver transplantation
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Timothy RM. et al. Hepatology 2010 Van der Meer AJ. et al. JAMA 2012



HCV CURE FIBROSIS REGRESSION

CIRRHOSIS REVERSION
50%-60% at 5 yrs

HCV CURE

HCV CURE LD PREVENTION

HCC PREVENTION

HCV CURE 5-10 fold risk reduction

MORTALITY REDUCTION

HCV CURE 2-3 fold risk reduction
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HCV CURE

FIBROSIS REGRESSION

CIRRHOSIS REVERSION
50%-60% at 5 yrs

LD PREVENTION

HCC PREVENTION
5-10 fold risk reduction

MORTALITY REDUCTION
2-3 fold risk reduction




0%+ SVR




* Residual proportion of patients (1-7%) may not
normalize ALT despite SVR and are are risk of
progression to cirrhosis, LD or HCC

- Investigations for other causes [NASH, Drug-induced
hepatotoxicity, Alcohol abuse ...)

* Cirrhosis may not reverse in all the cases

- HCC screening advised
- Cirrhosis reversion monitoring using non invasive methods

- Viral hepatitis represent only~2/3 of liver diseases
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