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A potential new oral treatment 
for hepatitis C, alisporivir 
(DEB025), cured almost 50% 
more previously untreated 
patients with the most com-
mon form of hepatitis C when 
the drug was added to a stand-
ard treatment regimen. 

The phase II data, presented 
at the European Association 
for the Study of the Liver 
(EASL)’s 46th Annual 
Congress, were described as 
‘fantastic’ by EASL vice-secre-
tary Professor Mark Thursz, 
professor of hepatology at 
Imperial College, London. 

Presenting the study results 
in the opening ceremony, 
Professor Robert Flisiak from 
the Medical University of 
Bialystok, Poland, told the 
congress: ‘This novel agent has 
the potential to be an impor-

tant component of future hep-
atitis C treatment.’  

The ESSENTIAL study 
involved 300 previously 
untreated patients infected 
with genotype 1 hepatitis C 
virus. Of those treated with 
alisporivir plus standard of care 
(pegylated-interferon alfa 2a/
ribavirin), 76% achieved supe-
rior viral cure compared to 
55% of patients on standard 
care alone (P=0.008) 24 weeks 
after stopping treatment. 

The study’s principal investi-
gator Professor Stefan Zeuzem 
from Goethe University 
Hospital in Frankfurt said: 
‘Hepatitis C is difficult to treat 
and current therapies are effec-
tive only in about half of 
patients with the most preva-
lent genotype. These results are 
exciting because a large major-

ity of patients achieved sus-
tained viral response with ali-
sporivir.’

Alisporivir is the first in a 
new class of drugs called cyclo-
philin inhibitors. Unlike other 
compounds in development 
that target the hepatitis C 
virus directly, alispirovir tar-
gets host proteins that the 
hepatitis C virus uses for repli-
cation. A phase IIb trial look-
ing at the potential of the 
agent in hepatitis C virus 
patients with genotypes 2 and 
3 is underway. The host pro-
teins are needed for replica-
tion in all types of hepatitis C 
virus infection so there is 
potential for the agent to have 
broad activity. There are six 
variations of hepatitis C virus.

A pivotal international 
phase III study is now under-

way to evaluate the efficacy 
and safety of alisporivir com-
bined with standard care in 
previously untreated hepatitis 
C virus G1 patients. The 
phase II study found that 
serious adverse events 
occurred in 6.9% of patients 
treated with alispirovir and 
standard care compared to 
5.5% of patients treated with 
standard care alone. 

Professor Flisiak reported a 
higher serum level of bilirubin 
(32.9% vs 1.4% in the ali-
sporivir-treated group com-
pared to standard care alone) 
but this was transient and 
reversible and associated with 
the initial loading dose. Final 
data from the phase III 
ESSENTIAL-2 are expected in 
March 2013. 
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EASL has published the first 
clinical practice guidelines for 
the management of hepatitis C 
infection, providing expert rec-
ommendations on the stand-
ard of care for the diagnosis, 
treatment and monitoring of 
patients with chronic hepatitis 
C virus infection and associat-
ed complications. The guide-
lines, launched at the meeting, 
will be updated to include new 
treatment options as they are 
approved by the European 
Medicines Agency. They can 
be accessed at www.easl.eu/ 
_clinical-practice-guideline

The guidelines’ key recom-
mendations include:
n	 Liver biopsy remains the ref-

erence method
n	 Non-invasive diagnostic 

methods such as transient 

elastrography and biomark-
ers should be used to iden-
tify patients with mild fibro-
sis or cirrhosis

n	 Goal of therapy is to 
eradicate hepatitis C 
virus infection

n	 Sustained virologi-
cal response is the 
only endpoint of 
therapy

n	 Standard of care 
for chronic hepati-
tis C patients should 
be a combination of pegylat-
ed interferon and ribavirin.

The guidelines were published 
against a raft of new data con-
firming that a range of protease 
inhibitors will help treat 
patients who have previously 
failed therapy for chronic hepa-
titis C treatment. 

EASL vice-secretary Professor 
Mark Thursz, professor of 
hepatology at Imperial College, 

London, said: 
‘Ret rea tment 
with standard of 
care regimens 
has achieved 
only 10–20% 
sustained viro-
logical response 
rates but the new 
trial data shows 
sustained virologi-

cal response rates of 40–80% 
when protease inhibitors are 
used, even in the presence of 
IL-28b genotype.’

Two protease inhibitors, 
boceprevir and telaprevir, are 
expected to launch this year. 
The final results of phase III 
trials (Bacon et al, 2011; 

Poordad et al, 2011), published 
in the New England Journal of 
Medicine and announced at 
EASL, showed that re-treat-
ment of hepatitis C patients 
with the addition of either pro-
tease inhibitor to standard of 
care regimen significantly 
improved sustained virological 
response rates in treatment-
failure patients.
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1. Introduction

Hepatitis C virus (HCV) infection is one of the main causes of
chronic liver disease worldwide [1]. The long-term hepatic
impact of HCV infection is highly variable, from minimal changes
to chronic hepatitis, extensive fibrosis, and cirrhosis with or with-
out hepatocellular carcinoma (HCC). The number of chronically
infected persons worldwide may exceed 200 million, but most
of them have no knowledge of their infection or of the ensuing
hepatic condition. Clinical care for patients with HCV-related
liver disease has advanced considerably during the last two dec-
ades, as a result of growing knowledge about the mechanisms of
the disease, remarkable developments in diagnostic procedures,
and advances in therapeutic and preventative approaches. Still,
various aspects are not yet completely resolved.These EASL Clinical Practice Guidelines (CPGs) are intended to
assist physiciansandotherhealthcareproviders, aswell aspatients
and interested individuals, in the clinical decision-making process
by describing optimal management of patients with acute and
chronic HCV infections. These guidelines apply to therapies that
are approved at the time of their publication. Several new thera-
peutic options have completed phase III development for patients
infectedwith HCV genotype 1 and are currently awaiting licensing
and approval in Europe and the United States. Therefore, the EASL
CPGs on the management of HCV infection will be updated on a
regular basis upon approval of additional novel therapies.
2. Context

2.1. Epidemiology and public health burden
It is estimated that approximately 130–210 million individuals,
i.e. 3% of the world population, are chronically infected with
HCV [1,2]. The prevalence varies markedly from one geographic
area to another and within the population assessed. In Western
Europe, HCV prevalence ranges from 0.4% to 3%. It is higher in
Eastern Europe and the Middle East, where the numbers are
not precisely known [3]. Egypt has the highest worldwide preva-

lence, with 9% countrywide and up to 50% in certain rural areas,
due to specific modes of infection [4]. Prior to the 1990’s, the
principal routes of HCV infection were via blood transfusion,
unsafe injection procedures, and intravenous drug use. These
modes of acquisition are estimated to account for approximately
70% of cases in industrialized countries. Screening of blood prod-
ucts for HCV by means of enzyme immunoassays and, in a num-
ber of European countries, nucleic acid testing, has virtually
eradicated transfusion-transmitted hepatitis C. Currently, new
HCV infections are primarily due to intravenous or nasal drug
use, and to a lesser degree to unsafe medical or surgical proce-
dures. Parenteral transmission via tattooing or acupuncture with
unsafe materials is also implicated in occasional transmissions.
The risk of perinatal and of heterosexual transmission is low,
while recent data indicate that promiscuous male homosexual
activity is related to HCV infection [5].Six HCV genotypes, numbered 1–6, and a large number of sub-
types have been described [6]. They originated from diverse areas
in Africa and Asia, and some of them have spread widely through-
out the world. Genotype 1 (subtypes 1a and 1b) is by far the most
prevalent genotype worldwide, with a higher prevalence of 1b in
Europe and 1a in the US. Genotype 3a is highly prevalent in
European intravenous drug users [3]. This group is currently
experiencing an increasing incidence and prevalence of infections
related to HCV genotype 4. Genotype 2 is found in clusters in
the Mediterranean region, while 5 and 6 are more rarely found
[7].

2.2. Natural history

AcuteHCV infection is asymptomatic in 50–90% of cases. Failure to
spontaneously eradicate infection occurs in 50–90% of cases
according to the route of transmission, the presence of symptom-
atic hepatitis, and to the age at which infection occurred [8,9]. In
Europe, HCV infection is responsible for about 10% of cases of acute
hepatitis [3]. The incidence of acute HCV infection has decreased
and is now about 1/100,000 subjects per year, but this figure is
probably underestimated because it may exclude asymptomatic
infections. Chronic infection is associated with variable degrees
of hepatic inflammation and fibrosis progression, regardless of
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