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Abstract

Background: Patients with mild hepatitis C have a
significant risk of disease progression at medium- and
long-term follow-up and should be considered for antiviral
therapy. Aim: To evaluate the rate of sustained viral response
(SVR) and predictive factors of SVR in HCV genotype 1
patients with mild hepatitis C (fibrosis stage FO/F1) treated
with combination antiviral therapy. Methods: 260 naive
patients were followed-up during 72 weeks in three referral
hepatology centers between 2004 and 2006. Univariate and
multivariate logistic regression analysis was conducted.
Results: Early virological response was 88.1% and SVR was
74.2%. In the univariate analysis, SVR was associated with
young age (p=0.001), very low (<400,000 IU/mL) baseline
viremia (p=0.03) and high aminotransferase levels (p=0.04)
and was not associated with gender, body mass index,
inflammatory activity, steatosis, ribavirin and peginterferon
dose changes, premature cessation of therapy. Multivariate
analysis identified the following independent predictors of
SVR: age <50 years (p=0.0009), viral load <400,000 [U/mL
(p=0.03) and aminotransferase level >2 times normal value
(p=0.02). Conclusions: Genotype 1 HCV patients with mild
hepatitis have a high rate of SVR, similar to genotype non-1.
Young age, very low viremia and significant hepatocytolisis
are independent predictors of SVR in patients with mild
hepatitis.
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Introduction

Histologically mild hepatitis C is usually defined in
chronic hepatitis C virus (HCV) carriers showing absent
or mild fibrosis (FO and F1 stages), independent of the
aminotransferase (ALT) levels or inflammatory activity
[1]. Patients with histologically mild hepatitis C have been
considered as having a stable form of hepatitis C, at minimal
risk of progression to cirrhosis [1]. Thus, many experts and
most international and national guidelines recommend a
“watch and wait” policy in these patients who should be
managed by observation with periodic follow-up biopsies
to properly identify those with disease progression [2-5].
Following these guidelines, the National Insurance Agency
in Romania does not reimburse the antiviral treatment for
FO-F1 HCV-infected patients beginning with July 2006
[6]. These recommendations are based on the following
assumptions: a) most patients with histologically mild
hepatitis C and/or normal ALT have a “benign” and non-
progressive course of liver disease; b) adequate follow-up
will properly identify those patients with initially mild
hepatitis C and progressive disease (15% to 25%); c) the
results of anti-HCV therapy is still suboptimal, with only
50% of genotype 1 infected patients achieving sustained viral
response (SVR) after 48 weeks of combination therapy; d) in
asymptomatic patients, the antiviral therapy may result in a
declining quality of life due to side effects of peginterferon
(PeglFN) and/or ribavirin; e) there are some doubts about
the cost-effectiveness of antiviral therapy in HCV carriers
with normal ALT and mild hepatitis C [7, 8].

Nowadays, many of these concepts have become
obsolete. A recent study analyzing follow-up liver biopsies
in patients with initially mild chronic hepatitis C has shown
a significant rate of disease progression including the
progression to F3 or F4 (cirrhosis) [9]. On the other hand,
most guidelines recommend the “watch and wait” strategy
for mild disease lasting from the time when only standard
interferon o was available for HCV therapy. The introduction
of combination therapy with PeglFN and ribavirin has
increased the SVR rates and tolerability of antiviral regimens
for chronic hepatitis C [10, 11]. Moreover, in a recent cost-
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effectiveness study, treatment with PegIFN o and ribavirin
proved to be cost-effective for all patients with mild disease
infected with genotype 2 or 3 and for those with genotype 1
infection under the age of 65 years [12]. Therefore, patients
with hepatitis C are becoming more and more motivated to
receive antiviral therapy, independent on the severity of their
liver disease and of the short-term prognosis.

The issue of treating patients with histologically mild
hepatitis C or those with normal aminotransferases was
adressed in only few studies and the reported SVR rates were
similar to those achieved in moderate or severe disease [13,
14]. The aim of this study was to evaluate the SVR and side
effects, as well as to identify predictive factors associated
with SVR in genotype 1 patients with histologically mild
hepatitis C treated with the combination PeglFN and
ribavirin for 48 weeks.

Patients and methodology

Patients selection

Adult (18-65 years old), treatment naive genotype 1
HCYV infected patients with histologically mild hepatitis
C (FO-F1 stages using METAVIR assessment, irrespective
of necroinflammatory activity) on liver biopsy performed
within 12 months prior to the enrollment were retrospectively
included into the study. Qualification for admission included
a positive test for anti-HCV antibody and positive qualitative
polymerase chain reaction (PCR) assay. Genotype (Line
Probe Assay®, Innogenetics NV, Zwijnaarde, Belgium) and
quantitative HCV RNA (Abbott Real TimeTM HCV RNA
assay, Abbott Diagnostics) were assessed at baseline.

Patients were excluded due to one or more of the
following: white blood count <3000/mm3; neutrophils
<1500/mm3; platelet count <80000/mm3; hemoglobin
level lower than 12 g/dL for females and 13 g/dL for males;
HBV/HIV coinfection; other coexistent liver disease
identified by appropriate serology, genetic testing, or
histologic assessment; organ recipients including patients
with recurrent hepatitis C after liver transplantation; ongoing
regular alcohol consumption exceeding 20 g/day for women
and 30 g/day for men or active use of illicit drugs; antecedent/
concurrent severe psychiatric illness; uncontrolled thyroid
dysfunction; clinically significant pulmonary, renal, cardiac
or cardiovascular disease; clinically significant bleeding
disorders; poorly controlled diabetes; current pregnancy and
lactation; unable/unwilling to use contraception during the
treatment and 6 months after discontinuation.

Written informed consent was obtained before the
initiation of the therapy. The study was conducted in
accordance with the principles of the Declaration of Helsinki
and approved by the local Ethical Committees of the host
institutions.

Exposure to therapy and follow-up

Eligible patients received therapy with either PeglFN
a-2a (Pegasys®, Roche, Basel, Switzerland) 180 pg/week
subcutaneously plus ribavirin (Copegus®, Roche, Basel,
Switzerland) 1000-1200 mg/day (for body weight < 75 kg

or >75 kg, respectively), or PeglFN a-2b (Peg-Intron®,
Schering Plough Corp., Kenilworth, NJ) 1.5 pg/kg once per
week subcutaneously (<60 kg 80 pg/week; 61-75 kg 100
ng/week; 76-85 kg 120 pg/week; >85 kg 150 pg/week) plus
ribavirin (Rebetol®, Schering Plough Corp., Kenilworth,
NJ) 800-1400 mg/day orally, according to body weight
(<65 kg, 800 mg/day; 65-85 kg 1000 mg/day; >85 to 105
kg, 1200 mg/day; >105 kg 1400 mg/day) depending on their
hepatologist choice and trying to manage an approximately
equal number of patients on one or another of Peg-IFNs in the
daily practice. Patients were treated for 48 weeks, according
to genotype 1 infection, then followed an additional 24 weeks
period to assess SVR. Patients enrolled in the study between
June 2002 — June 2006, were prospectively evaluated as
outpatients by the study staff at 4, 12, 24, 36 and 48 weeks
of therapy, at 12 and 24 weeks post-treatment.

A flow chart was established in the database for each
patient, recording clinical changes, serial laboratory results,
side effects, dose modifications and decision/reasons for
treatment discontinuation. A liberal approach was used
for dose ajustment in order to maintain hemoglobin level
>8.5 g/dL, absolute neutrophil count >750/mm3 and
thrombocytes >75,000/mm3, taking into account the current
recommendations on the package insert for the two PegIFNs
and ribavirin. Antidepressants and growth factors were used
based on clinical significance of adverse events or laboratory
abnormalities. Erythropoietin (EPO) was used in case of
hemoglobin levels below 9.5 g/dL despite ribavirin reduction
by 25-50%. Ribavirin dose was discontinued if hemoglobin
levels were less than 8 g/dL despite EPO therapy. The
PeglFN dose was reduced by 25-50% for leukocyte counts
between 1,000/mm3 and 1,500/mm3, neutrophil counts
between 500 and 750/mm3 despite concomitant granulocyte-
colony stimulating factor (G-CSF) therapy (administered if
leukocyte count was <1,500/mm3 and/or neutrophil count
was <750/mm3).

All patients were scheduled to have on-treatment
complete blood count assessed at 2 and 4 weeks, then every
4 weeks and whenever required while on treatment. Liver
biochemistry was monitored every 4 weeks and thyroid-
stimulating hormone (TSH) levels every 12 weeks during
treatment. HCV RNA was quantified by real-time polymerase
chain reaction (PCR) technology (lower limit of detection
50 IU/mL) at 12 weeks and 24 weeks (if not negative at 12
weeks but showing more than 2 log  reduction compared
to pre-treatment level) while on treatment, and at week 24
during the follow-up. Therapy was halted in patients who
did not show more than 2 log,, reduction of pre-treatment
HCV RNA level at 12 weeks or if the HCV RNA remained
detectable by PCR assay at 24 weeks during the treatment.
Liver biopsy specimens were assessed by experienced
pathologists who were unaware of clinical and biochemical
data as well as of treatment regimen.

Study endpoints and response assessment

The primary efficacy endpoint for this study was to assess
the proportion of patients who achieved SVR, defined as
undetectable HCV RNA after 24 weeks of follow-up. The



Should we treat mild hepatitis C?

53

secondary endpoint was to assess the proportion of patients
who achieved early virologic response (EVR), defined as
undetectable or more than 2 log decrease in HCV RNA
compared to the pre-treatment levels, after 12 weeks of
treatment.

Adherence to therapy was defined as the ability to achieve
>80% of the recommended dose of either drug and >80% of
the intended duration of therapy (80/80/80 rule).

Safety and tolerability were assessed by monitoring
adverse events (influenza-like symptoms, gastrointestinal,
respiratory, dermatological, neuropsychiatric etc.) and
laboratory abnormalities (anemia, leucopenia/neutropenia,
thrombocytopenia) at scheduled visits or whenever they
were reported during the treatment. Adverse events were
graded as mild, moderate or severe, requiring withdrawal
of therapy.

Statistical analysis

The analysis was conducted on an intent-to-treat basis.
All patients who received at least one dose of medication
were included in the efficacy analysis. All data were analyzed
using SPSS v. 10.0 software package. Continuous data
were expressed as means + SD. For continuous variables
not normally distributed the median value was reported.
Categorical data were expressed as number of subjects or
proportion of subjects with a specific feature. Chi-square
test was used to compare categorical data.

Multivariate logistic regression was performed to
identify independent predictors of SVR, considering it as
the dependent variable. A two-tailed p value of less than 0.05
was required for statistical significance.

Results

Patients characteristics

Between June 1st, 2002 — June 30, 2006, 260 consecutive
naive patients (66.2% women and 33.8% men) with mild
chronic hepatitis C (FO-F1 stages on METAVIR assessment)
were included in the study.

One hundred and thirty patients received PeglFN a-
2a (Pegasys®, Roche, Basel, Switzerland) plus ribavirin
(Copegus®, Roche, Basel, Switzerland) and 130 patients
received PeglFN a-2b (Peg-Intron®, Schering Plough
Corp., Kenilworth, NJ) plus ribavirin (Rebetol®, Schering
Plough Corp., Kenilworth, NJ). The patients were evaluated
and treated in three referral centers in day-to-day clinical
practice: Center of Gastroenterology and Hepatology:
Fundeni Clinical Institute, Bucharest (77.7% of patients),
3rd Medical Clinic, University of Medicine and Pharmacy
Cluj-Napoca (12.7%) and Department of Gastroenterology,
University of Medicine and Pharmacy Timisoara (9.6%).
All patients were followed-up for at least 6 months after
the end of therapy.

Patients’ characteristics are shown in Table I. Two thirds
of the study population were female patients, with a mean age
of 45 years, and a body mass index (BMI) of approximately
26 kg/m?. About half of the patients (46.5%) had low baseline
viral load (<600,000 TU/mL) and moderately elevated

Table 1.Patients’ characteristics at baseline

Parameter Value+SD/%/median value

Gender (M/F) 88/172 pts

Age (yrs) 46.3+10.5

BMI (kg/m2) 262+4.6

Weight (kg) 722+ 14.3

ALT (IU/L) 88

AST (IU/L) 72

Possible route of contamination*
Transfusion 72 (27.7%)
Previous surgery 101 (38.8%)
High risk professional activity 11 (4.2%)
Stomatologic treatments 84 (32.3%)
Parenteral drug 4 (1.5%)
Others or unknown 23 (8.8%)

HCV RNA (IU/mL) 709,000

Very high viremia(> 1,000,000 IU/mL)
Histological activity (METAVIR score)
Al 189 (72.7%)

95 (36.5%)

A2-A3 71 (27.3%)
Histological fibrosis (METAVIR score)

0 89 (34.2%)

1 171 (65.8%)
Steatosis

Absent 131 (50.4%)

Mild 105 (40.4%)

Moderate 20 (7.7%)

Severe 4 (1.5%)

*Several routes of contamination are possible for one patient

aminotransferases. A very low viral load (400,000 IU/mL)
was present in 35.8% of patients. Majority of patients had
mild necroinflammation and half of the patients had no
steatosis.

Efficacy and predictive factors for antiviral
response

EVR was achieved in 88.1% (229/260 patients), out of
whom 12.2% (28/229 patients) were slow responders with >
2log, decrease of HCV RNA at 12 weeks and undetectable
HCV RNA at 24 weeks of therapy. There was no statistically
significant difference (p=0.14) regarding EVR between
patients with FO fibrosis — 92.1% (82/89 patients) and
patients with F1 fibrosis — 86% (147/171 patients), although
it was a tendency of an even better EVR in the group with FO.
An overall intent-to-treat SVR was achieved by 193 of 260
patients (74.2%) and sustained biochemical response by 190
of 260 patients (73.1%). There was a significant difference
(p=0.001) in SVR between slow responders (64.3%) and the
other patients with EVR (87.1%).

Analyzing predictive factors for SVR, we found a positive
correlation between SVR and young age (p=0.001), very
low (£400,000 IU/mL) baseline viremia (p=0.03) and high
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aminotransferase levels (p=0.04). Results of the univariate
analysis are shown in Table II. The type of PeglFN o did
not influence the achievement of SVR: SVR was achieved
in 102 out of 130 (78.4%) patients treated with PegIlFN a-
2b compared with 91 out of 130 (70%) patients treated with
PeglFN a-2a (p=0.11). There was a significant association
between patients who adhered to 80% of the both drugs
doses and of the time and presence of SVR (SVR 76.5% of
adherent patients achieved SVR vs 53.8%, p=0.01).

Multivariate logistic regression analysis performed for
the variables that showed a level of significance of p<0.05
in the univariate analysis revealed the following independent
variables associated to SVR in patients with FO-1: young
age (<50 years) (p=0.0009), presence of very low baseline
viremia (< 400,000 IU/mL) (p=0.03) and ALT >2 times
normal value (p=0.02) (Table III). In 27 patients with all three
favorable characteristics, 25 patients (92.5%) had achieved
SVR compared with 16 out of 30 patients (53.3%) who did
not meet any of the three favorable characteristics.

There was no significant difference concerning the
proportion of patients with very low viral load (<400,000
IU/mL) between FO and F1 group: 36% (32/89 patients) in
the FO group and 35.7% (61/171 patients) in the F1 group.
A significant higher necroinflammatory activity (A2-A3)
was seen in F1 group (36.3%) as compared with FO group
(10.1%) (p<0.0001) as well as a significantly high ALT level
(65.5% in F1 vs 48.3% in FO, p=0.007). Steatosis was present
in a similar proportion (52%) in the F1 group vs 44.9% in
FO group (p=0.27), as well as severe steatosis (10.5% in F1
vs 5.6% in FO, p=0.18).

Table II. Sustained virological response (SVR): results of
univariate analysis

Variable No SVR SVR p value
Female 71.7% 63.1% 0.15
Age <50 yrs 45.7% 65.5% 0.001
BMI > 27 kg/m2 38.2% 33.9% 0.51
Histological activity A2-A3 25% 28.6% 0.53
HCV RNA 400,000 IU/mL  10.9% 21.4% 0.03
AST > 2 times normal value  44.6% 54.2% 0.13
ALT > 2 times normal value ~ 52.2% 64.9% 0.04
Ribavirin decrease 19.1% 16.7% 0.64
Peginterferon decrease 13.2% 11.5% 0.69
Premature discontinuation 11.8% 5.7% 0.1
Table II1. Results of multivariate analysis for SVR
Variable Regression Standard Chi- p value

coefficient  error square

(B=0)

Age <50 years 0.91 0.27 11.02 0.0009
Baseline HCV RNA  0.83 0.39 4.46 0.03
<400,000 TU/mL
ALT > 2 times normal ~ 0.63 0.27 5.35 0.02
value

Table IV. Frequency of adverse events during the combination therapy
with peginterferon a-2a and o-2b and ribavirin

Side effect PeglFN a-2a  PeglFN a-2b  p value
Injection site 47.3% 34.4% 0.03
inflammation/ reaction

Fatigue 43.5% 49.2% 0.35
Pyrexia/ chills 41.2% 50% 0.15
Myalgia 32.1% 43.8% 0.05
Arthralgia 42.7% 35.9% 0.26
Headache 20.6% 33.6% 0.01
Visual disturbances 13.7% 16.4% 0.54
Nausea/ vomiting 19.8% 15.6% 0.37
Decreased appetite 34.4% 30.5% 0.5
Abdominal pain 21.4% 18% 0.49
Diarrhea 6.9% 3.1% 0.16
Dry mouth 27.5% 37.5% 0.08
Weight loss 31.3% 47.7% 0.007
Dry cough 22.1% 18% 0.4
Skin rash/ dermatitis 27.5% 21.9% 0.29
Pruritus 26.7% 25% 0.75
Alopecia 18.3% 28.1% 0.06
Depression 20.6% 21.1% 0.95
Irritability 32.1% 24.2% 0.16
Insomnia 26.6% 20.6% 0.25
Impaired concentration/  13.3% 10.7% 0.52
memory

Anemia 22.1% 23.4% 0.8
Leucopenia 33.6% 32.1% 0.79
Neutropenia 27.5% 14.8% 0.01
Thrombocytopenia 31.3% 21.9% 0.08

Safety and tolerability: side effects, dose reduction
and premature withdrawal

Despite the need for temporary dose reductions of
ribavirin (21.1% of patients) or PeglFN (11.3%), only a
minority of patients permanently discontinued therapy.
Premature discontinuation of therapy was necessary in 7.7%
out of 260 patients. The causes of treatment discontinuation
were: severe psychiatric side effects (2 patients), severe
hematological abnormalities (9 patients), severe reactivation
of previously controlled reumathoid arthritis (2 patients),
occurrence of severe psoriasis lesions or skin rash (3
patients), development of autoimmune hepatitis during
antiviral therapy (2 patients), personal reasons (1 patient)
and one cardiac death during therapy.

During the antiviral treatment, the patients experienced
various side effects commonly associated with PeglFN and
ribavirin combination therapy. The incidence and profile
of these side effects, presented comparatively for the two
types of PegIFN, are shown in Table IV. EPO was used
in three patients since the occurrence of anemia up to the
end of antiviral therapy. The G-CSF was administered in
5 patients as required due to neutropenia. In all cases use
of G-CSF allowed to maintain the whole dose of PegIFN.
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Side effects due to EPO were not encountered; after G-CSF
administration there were influenza-like symptoms in all
patients.

Because the weight loss was significantly more important
in the PeglFN a 2b group, the dose reduction in this treatment
group (14.6%) was significantly higher vs 8.3% in the
PegIFN a-2a group (p=0.05).

Female patients experienced more frequently the
following events: decrease of ribavirin dose (p=0.03), dry
mouth (p=0.05), anemia (p=0.05), permanent discontinuation
of the therapy (p=0.0005) and less frequently than the
males mood disturbances (p=0.04). In patients with FO the
following adverse events were significantly more experienced
compared to patients with F1: mood disturbances (21.3% vs
11.8%, p=0.04), injection site reaction (49.4% vs 36.5%,
p=0.04), diarrhoea (9% vs 2.9%, p=0.03), dry cough (30.3%
vs 14.7%, p=0.002).

Anti-depressants (specific serotonin uptake inhibiting
agent - fluvoxamin) were used in 38 patients throughout the
whole treatment period after depression occurrence.

Discussion

According to current estimates based on HCV serology,
the prevalence of 4.5% [15] - 4.9% [16] of HCV infection
in the general population in Romania represents one of the
highest figures in Europe. Most of these HCV carriers have
not yet been diagnosed, because of lack of symptoms and
major risk factors. As a consequence, a “silent reservoir”
of approximately 1 million HCV carriers is estimated and
expected to come to medical attention in the near future in
Romania. It will be critical to determine how such a huge
number of HCV-infected patients should be treated and
to assess the social and financial impact of treatment for
Romania.

Guidelines for treatment decision in patients with chronic
hepatitis C strongly take into account the severity of liver
damage, with treatment advised for those with moderate or
severe disease and a “watch and wait” policy recommended
for those with mild liver disease [2-6]. Exceptions were made
for some groups of patients: patients having an increased
risk of transmissibility (health-care workers, women
contemplating pregnancy), genotype 2 and 3 patients, highly
motivated patients, HI'V coinfected patients whose response
and tolerability may be influenced by the baseline CD4 level
and the potential for drug interaction [2-5].

However, this policy has dramatically changed in the
latter years due to a better understanding of the natural history
of histologically mild hepatitis C. Most studies indicate that
the longer the follow-up, the higher the probability of liver
disease worsening at both histological and clinical level
in patients who initially present with histologically mild
hepatitis C, and this is particularly true in cases which have
increased levels of ALT. Observational prospective studies
and outcome modelling projections indicate that the risk of
progressive liver disease toward advanced fibrosis/cirrhosis
is minimal in FO (no fibrosis) HCV carriers with persistently

normal ALT, around 10-15% in patients with FO and elevated
ALT, but increased significantly in chronic HCV carriers
showing F1 (portal fibrosis) in the initial biopsy and elevated
ALT, being estimated at 30-40% within 20 years and at 60%
within 30 years [17-19]. On the other hand, the improved
SVR rates and tolerability seen with PegIlFN and ribavirin
have increased the enthusiasm for treatment for both patients
and physicians [10, 11].

The issue of treating mild hepatitis C with IFN and
ribavirin combination therapy was addressed in only few
studies and the SVR was similar to those seen in moderate
or severe disease [14, 20, 21]. Contrary to these results,
the SVR in genotype 1 HCV patients with histologically
mild chronic hepatitis treated with the combination PeglFN
and ribavirin for 48 weeks was 74.2% in our study. This is
probably due to the good prognostic factors associated with
mild hepatitis (absent or mild fibrosis, younger age, female
gender, low viral load), as well as to the fact that over the
recent years, practitioners may have become more familiar
with antiviral therapy and management of its adverse events
in order to maximize SVR than in historical trials, leading
to increasing adherence and improving efficacy.

Although no direct comparison was made between
the SVR in patients with mild disease and those with
progressive disease, this study suggests that the outcome of
combination therapy with PeglFN and ribavirin in patients
with histologically mild hepatitis C is likely to be superior
to those obtained in patients with progressive disease,
approaching the SVR rates of genotype 2/3 treated patients.
This hypothesis may lead to shortening therapy in genotype
1 infected HCV patients with mild hepatitis C in the presence
of some favorable prognostic factors (very low viremia,
young age, high ALT level) and a direct comparative study
should be designed to test this hypothesis. As previously
reported by our group, patients treated with PegIFN a 2b in
real life had a SVR in the presence of fibrosis >1 of 15.9%
[22] and those treated with PeglFN o 2a had a SVR 0f20.2%
in the presence of fibrosis >2 [23].

Asignificant higher necroinflammatory activity (A2-A3)
was seen in F1 group (36.3%) as compared with FO group
(10.1%) (p<0.0001) as well as a significantly higher ALT
level (65.5% in F1 vs 48.3% in FO, p=0.007) suggesting
that the inflammatory activity contributes to progression of
fibrosis. Multivariate logistic regression analysis performed
in our study revealed that young age, presence of very low
baseline viremia and ALT >2 times normal value were
independent variables associated to SVR in patients with
FO-F1 fibrosis. Analysis of the other baseline variables (sex,
the presence of steatosis, necroinflammatory activity) did not
demonstrate any significant effect on treatment outcome. In
the light of these findings, the current policy of conservative
management without antiviral therapy in patients with
mild histological change is unacceptable to some patients
- young patients with low baseline viremia and active
disease. Nevertheless, before treatment decision is started,
the potential gains of patients in terms of a virological cure
and quality of life need to be balanced by a discussion of
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possible deterioration in quality of life during therapy and
the risk of adverse effects.

In this study, patients experienced various side
effects commonly associated with (peg)IFN and ribavirin
combination therapy. The incidence and profile of these side
effects did not differ from those obtained in patients with
more advanced liver disease. Excepting neutropenia (more
frequently encountered in patients treated with PegIFN a-
2a and ribavirin), there were no significant differences in
the incidence of adverse events and hematological changes
between the two regimens on the market (PegIFN o-2a or
PeglFN a-2b, and ribavirin).

Dose reduction of one or both drugs was noted in 1 out
of 4 patients. Because of the weight-based dosing of PegIFN
a-2b and weight loss during therapy, the dose reduction in
this treatment group was significantly higher (14.6%) than
in the PegIFN a-2a group (8.3%) (p=0.05).

In our study, adverse events led to permanent
discontinuation of therapy in a minority of patients (7.7%
out of 260 patients). The most common causes of treatment
discontinuation were severe psychiatric side effects, severe
hematological abnormalities, occurrence or reactivation of
autoimmune diseases during antiviral therapy. is probably
because of prompt interventions to counteract these adverse
events, as well as of a highly motivated and therefore a stoic
patients’ population.
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