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Abstract

Infection with the hepatitis C virus (HCV) represents an impor-
tant public health problem and is a leading cause of chronic
hepatitis, cirrhosis and hepatocellular carcinoma. Chronic hepati-
tis C is a heterogeneous disease. Many patients have mild disease
at presentation but not all of them will develop advanced liver dis-
ease. However, the identification of these patients with mild hepati-
tis C who will show progressive disease is difficult and is based on
histological criteria and the assessment of co-factors (age, alcohol
intake, steatosis). In addition, serum transaminases that are per-
sistently normal on several occasions during 18 months may point
to a more benign course. Patients with mild hepatitis C should not
be excluded “a priori” from the possibility of being treated, as
treatment with pegylated interferon and ribavirin is safe and
effective in this group. Overall, the decision to initiate therapy
should be individualized and based on the severity of the disease
by liver biopsy, the potential of serious side effects, the probabili-
ty of response and the motivation of the patient. (Acta gastro-
enterol. belg., 2005, 68, 314-318).
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Introduction

Infection with HCV is a leading cause of chronic
hepatitis, cirrhosis and hepatocellular carcinoma. The
natural history of HCV infection is not fully understood.
Following acute infection, between 55 and 85% of
patients will develop chronic hepatitis, depending on the
age of the patients, immunogenetic factors and size of
the inoculum. The course of the chronic infection is vari-
able (1). More than 50% of patients have mild disease
and a subset will develop cirrhosis and its complications.
A consensus development meeting on the management
of mild hepatitis C was organized in Spa on February
26th 2005, during the XVIIth Belgian Week of Gastro-
enterology. The topic was introduced by two experts :
S. Zeuzem (Homburg/Saar, Germany) and Y. Horsmans
(UCL, Woluwe, Belgium) and followed by discussion
with the audience. This article is a consensus document
prepared by a Belgian working group consisting of
hepatogastroenterologists from academic and non acad-
emic centres. 

Definition of mild chronic hepatitis C

The severity of chronic hepatitis C can be assessed
clinically, by biochemical tests or histological findings.
Most often, chronic hepatitis C is either defined as those
patients who are asymptomatic with normal serum ALT
levels or as those with mild histologic lesions, irrespec-
tive of serum ALT (2). A definition which takes into con-
sideration different parameters may be more appropri-
ate, thus helping us in selecting those patients who will
benefit most from antiviral treatment.

The role of clinical symptoms

Independently from the liver damage, HCV infection
can seriously interfere with quality of life through dis-
abling symptoms such as fatigue, malaise, bodily pain,
depression cognitive symptoms and extrahepatic mani-
festations (such as mixed cryoglobulinemia leading to
potentially severe neurological,cutaneous and nephro-
logical complications) (3).

The role of serum aminotransferases

Serum aminotransferases have been used in the clin-
ic to distinguish those with mild and severe chronic
hepatitis C. Recent population-based studies indicate
that around 40% of HCV chronically infected individu-
als have persistently normal ALT (PNALT) values when
tested serially during a 6-month observation period (4).
However, there are important limitations to the use of
these liver enzymes, as they may be normal in the pres-
ence of significant liver disease. This is illustrated by a
recent Korean study, that showed a positive association
between high-normal serum ALT (34-40 IU/L) levels
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and mortality from liver disease, even after adjustment
for alcohol consumption, obesity, plasma glucose en
serum lipids (5). It should be emphasized that the defin-
ition of ‘normal’ serum ALT-levels is arbitrary and
should be redefined to lower values, excluding obese
patients when establishing the normal range (6). In addi-
tion, many HCV-infected patients (12 to 27%) with ini-
tial normal ALT, develop ALT-flares when submitted to
a strict follow-up. The definition of patients with chron-
ic HCV infection and PNALT therefore requires a bi-
monthly finding of normal ALT during 18 months.
Many of the studies on histology and therapy published
in the literature have less stringent definitions of normal
ALT. To better define these patients Alberti suggested to
add indication of the length of observed ALT abnor-
mality (e.g. 6 mo-PNALT, 12 mo-PNALT, etc.) (7).
Twenty-two percent of 1154 patients included in
23 studies with PNALT had significant (at least Metavir
F2) fibrosis in the liver biopsy. In the recent study by
Zeuzem of antiviral treatment in patients with PNALT,
30 % had stage F2 or more (8). In most studies, grading
and staging of the liver disease was lower in those
patients with normal ALT than in those with elevated
ALT (2). Overall, 30-40% of patients with initial normal
ALT have or may develop a progressive form of chronic
hepatitis C. Follow-up of serum ALT and/or liver histol-
ogy is required to fully appreciate the risk in the indi-
vidual patient. However, this follow-up may be cumber-
some, costly and even unnecessary when treatment is “a
priori” not considered or when very high cure rates can
be obtained (genotype 2 or 3 infection, see below).

There is an unmet need for serum markers that can
reliably detect the stage of liver fibrosis. Several serum
tests are in development, including the fibrotest (based
on the combination of simple serum biochemical mark-
ers and GlycoCirrho test (based on profiles of serum
protein N-glycans (9,10). To date, it is still not clear
whether these tests can fully replace liver biopsy. A
major advantage of liver biopsy over any serum marker
of fibrosis is the additional value of the diagnosis of co-
existent alcoholic, nonalcoholic steatohepatitis or drug-
induced liver disease.

The role of histology

The severity of compensated chronic hepatitis C is
defined according to the extent of necroinflammation
(activity) and of fibrosis (staging) in the liver biopsy. So

far, the degree of liver fibrosis can only be assessed con-
fidently by a liver biopsy. Mild chronic hepatitis is char-
acterized by no fibrosis or the presence of periportal
fibrosis expansion (Metavir F0-F1). The occurrence of
portal-portal septa (F2), portal-central septa (F3) and
cirrhosis (F4) is considered as a major liver disease.
Metavir F2 or more is an important predictor of future
progression of liver disease and antiviral treatment is
strongly recommended (11).

The prognosis of the mild group (Metavir F0/F1) is
heterogeneous and up to 30% of these patients may have
progression to cirrhosis (2). Four studies addressed the
progression of liver fibrosis (by serial liver biopsies) in
untreated HCV infected patients and the results are sum-
marized in Table 1 (2, 12-14). Two of these studies are
not published as full paper (2, 12). In the study of
Marcellin et al. (12), fibrosis progression was seen in
only 32% of the patients, only 2% developed severe
fibrosis (F3 or F4), after a relatively short mean interval
of 3.2 years between the initial and final biopsy. Ghany
et al. (13) reported progression of fibrosis in 13/21
patients with initially no fibrosis and 18/43 with initial-
ly portal fibrosis, over a mean period of 3.6 years
between the two biopsies. The risk of progression was
significantly higher in patients with elevated ALT com-
pared to patients with persistently normal ALT. Hui et
al. (14) described fibrosis progression in 20/61 patients
with initially F0 or F1 fibrosis over a mean period of
6.3 years. Also here the risk of fibrosis progression was
signifacantly ghigher when ALT was elevated.
Development of severe fibrosis or cirrhosis was only
seen when elevated ALT was present. The Italian study
(2) investigated fibrosis progression in 106 patients with
mild chronic hepatitis C ; the mean time interval
between biopsies was 8.3 years and represented the
longest time interval reported so far. Progression of
fibrosis was seen in 60% of cases and correlated with an
alcohol intake, age at diagnosis, serum ALT flares dur-
ing follow-up, steatosis and necroinflammatory activity
in the initial biopsy. 

Consensus definition of mild hepatitis C by the
Belgian working group. We propose to define mild
chronic hepatitis C by no or mild fibrosis (Metavir F0 or
F1) in the liver biopsy. In addition, there should be a low
risk of progression of liver fibrosis and/or no impairment
in quality of life (e.g. due to extrahepatic manifesta-
tions). The evaluation of the risk of progression repre-
sents a challenge for the hepatologist. The risk of disease
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Table 1. — Progression of fibrosis in untreated patients with chronic hepatitis C
and initial stage F0/F1 in liver biopsy

Number of Interval (mean) % with fibrosis % with severe Reference 
patients between biopsies (yrs) progression fibrosis (� F3)

110 3.2 32 2 Marcellin et al. 2002 (12)
45 3.8 42 4 Ghany et al. 2003 (13)
61 6.3 33 10 Hui et al. 2003 (14)
106 8.3 60 27 Alberti et al. 2004 (2)
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progression in initially mild chronic hepatitis C with ele-
vated ALT has been estimated by outcome modelling
(15) at 4% within 20 years and at 15% within 30 years
in cases with F0 in the presenting biopsy, but the corre-
sponding risk increased in patients with F1 in the initial
biopsy (30% within 20 years and 60% within 30 years).
But also the above mentioned cofactors need to be
acknowledged. The risk is considered very low in a
young non-obese female patient, abstaining from alco-
hol, who initially presented with F0 and when serum
ALT levels are persistently normal during follow-up. In
the case of a male patient with F1 in the initial biopsy,
the occurrence of ALT flares, alcohol intake, obesity or
liver steatosis, a significant worsening of liver disease
can be expected and the denomination of this condition
as mild hepatitis C may falsely reassure the patient and
the doctor. 

Treatment of patients with mild hepatitis C

The efficacy of antiviral treatments for chronic
hepatitis C has improved in the last decade due to the
implementation of pegylated interferon-alpha plus rib-
avirin combination therapy. Sustained virological
response rates, defined as undetectable HCV-RNA after
24 weeks of treatment-free follow-up, are around 50%
for HCV genotype 1 and around 80% for genotype 2/3
(16,17). However, the costs of therapy have also sub-
stantially increased and tolerability is not yet optimal
(18). Most national (19) and international guidelines
(1,11) still recommend that antiviral therapy should be
given primarily, if not exclusively, to patients with a
“progressive” type of liver disease. 

Until recently, patients with chronic hepatitis C and
persistently normal alanine aminotransferase levels have
been routinely excluded from large randomized treat-
ment trials ; consequently, the efficacy and safety of
antiviral therapy in this population are unknown.
Zeuzem coordinated a pivotal multinational trial in
which patients with at least 3 normal ALT values over an
18-month period were randomized (3:3:1) to treatment
with peginterferon alfa-2a 180 µg/wk plus ribavirin
800 mg/day for 24 weeks (212 patients), the same com-
bination for 48 weeks (210 patients), or no treatment
(69 patients) (8). All patients were monitored for 72
weeks. The primary endpoint was sustained virologic
response (SVR). No patient cleared HCV RNA in the
untreated control group. In patients infected with HCV
genotype 1, SVR rates of 13% and 40% were obtained
with 24 and 48 weeks of treatment, respectively
(p < .0001). In patients infected with genotypes 2 or 3,
SVR rates were 72% and 78% with 24 and 48 weeks of
treatment, respectively (p = 0.452). Treatment-related
flares in ALT activity were not observed. In addition,
there was a significant drop in serum ALT levels in those
patients who achieved viral erdication. The results of
this pivotal trial indicate that the efficacy and safety of
peginterferon alfa-2a and ribavirin combination therapy

in patients with chronic hepatitis C and PNALT are sim-
ilar to that in patients with elevated ALT levels.
However, the inclusion criteria of the study were based
on PNALT and as such not all the patients included in
this study had mild hepatitis C according to our previous
suggested definition : 30% of patients had a baseline
liver histology � F2 (Ishak scoring system) and more
than 50% of patients developed mild ALT elevations
while on study. The main conclusion from this trial is
that the indication for treatment of hepatitis C should
therefore be evaluated independently from baseline ALT
activity but this trial does not fully answer the question
whether we should treat mild hepatitis C. 

Some experts still prefer to leave patients with mild
hepatitis C without treatment and to monitor them peri-
odically, especially when infected with genotype 1 (20).
There are several reasons no to treat patients with mild
hepatitis C : most patients do not die due to HCV, the
limited response in genotypes 1 and 4, it is not cost
effective in older patients, the side effects and costs of
the treatment, the psychological impact of absence of
antiviral efficacy and the hope for new drugs with a
better efficacy/tolerability profile. 

On the basis of all these considerations, patients with
mild hepatitis C should, however, not be excluded “a pri-
ori” from the possibility of being treated. Decisions to
treat should be individualized and based on a set of vari-
ables, including liver histology, patient age, particular
context (professional, desire of pregnancy, clinical
symptoms), the HCV genotype and load, as well as co-
morbidities and contraindications, in agreement with the
conclusions of the NIH Consensus Conference on the
Management of Hepatitis C (1). In addition, treatment
should be considered for those patients who have symp-
toms and signs suggesting progression from mild to
moderate or severe disease. On the basis of these vari-
ables a treatment plan should be discussed with the
patient, taking into acount the patient’s desire to elimi-
nate the virus as well as the potential acceptation of
absence of eradication and/or unwillingness to undergo
a follow-up. 

Alberti proposed an individualized management algo-
rithm for HCV patients with persistently normal ALT lev-
els (Fig. 1) (7). In the absence of major contraindications
and in the presence of patient motivation, immediate
therapy with PEG-IFN and ribavirin should be strongly
considered, particularly in patients below 45-50 years and
infected with the easy-to-treat genotypes HCV-2/3, inde-
pendently of liver histology. In patients infected with
HCV-1/4 or patients between 50-65 years liver biopsy
should be performed to decide therapy. If the liver biopsy
shows F0 or F1 (Metavir score) patients should be moni-
tored every 6 months. In the case of ≥ F2 antiviral treat-
ment is recommended. In some patients neither biopsy
nor therapy is appropriate : HCV-1/4 + high viral load +
long duration of infection or age > 65 years or major con-
traindications. All patients with HCV infection should
avoid obesity, alcohol and hepatotoxins. 
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Conclusions

Mild hepatitis C can be defined by no or mild fibro-
sis (Metavir F0 or F1) on liver biopsy. In addition, there
should be a low risk of progression of liver fibrosis
and/or no impairment in quality of life. The estimation
of the risk of progression is difficult and should be based
on a set of variables including age of the patient, the
occurrence of ALT elevations and the role of co-factors
(steatosis, alcohol intake).

Patients with mild hepatitis C should not be excluded
“a priori” from the possibility of being treated, as treat-
ment with pegylated interferon and ribavirin is safe and
effective in this group. The management algorithm must
take into consideration age and motivation of the patient,
viral genotype, contraindications, liver biopsy and evi-
dence of progression from mild to moderate or severe
liver disease. 
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Fig. 1. — Individualized management algorithm for HCV patients with persistently normal serum ALT levels, adapted from
Alberti (7).
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