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ABSTRACT

Background: Hepatitis C virus (HCV) infection is a serious problem in low and middle income countries including

Pakistan.

Objective: To compare the efficacy of combination therapy, Sofosbuvir plus Ribavirin with and without Pegylated

Interferon-a in HCV genotype 3a infected patients.
Study Design: Randomized control trial

Place and Duration: Department of Gastroenterology, Pakistan Institute of Medical Sciences (PIMS), Islamabad,
during from 16th April 2017 to 15th October 2017.

Methodology: One hundred and fifty four HCV infected patients with genotype 3a were included in this study.
Detailed demographics were recorded after taking informed written consent. Patients were divided in two groups
(A and B) randomly, Group A was offered with Sofosbuvir plus Ribavirin with Pegylated Interferon-a for 12 weeks
and Group B was offered with Sofosbuvir plus Ribavirin for 24 weeks. The sustained virological response (SVR)
after 12 weeks of therapy was compared between the study groups.

Results: The frequency of SVR12 was comparatively higher in patients treated with Sofosbuvir plus Ribavirin with
Pegylated Interferon-a (94.8%) than Sofosbuvir plus Ribavirin alone (84.4%) with similar trends in gender and age
groups.

Conclusion: The combination therapy Sofosbuvir plus Ribavirin with Pegylated Interferon-a had higher
eradication rate against HCV genotype 3a in our local setting.
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INTRODUCTION

Hepatitis C virus (HCV) infection is a serious health
problem, worldwide and 80% of the HCV burden is
concentrated in low and middle income countries (Graham
CS, et al.,, 2015) [2]. In Pakistan, ~5% of the population are
infected with HCV infection (Ahsan A, et a., 2019) [1] but
most are unaware of their infection.

The use of interferon-based therapy has made HCV
eradication challenging and efficacy of Sofosbuvir based
antiviral regimens has shown promising results in achieving
SVR in chronic HCV infected patients [3]. In EASL
guidelines treatment recommended for HCV Genotype 3 is
as follows; Sofosbuvir plus Ribavirin for 24 weeks and
Sofosbuvir plus Ribavirin with Pegylated Interferon-a for 12
weeks [4]. The study was aimed for the efficacy of
Sofosbuvir plus Ribavirin with and without Pegylated
Interferon-a in chronic Hepatitis C genotype 3a patients.

MATERIALS AND METHODS

Patients (age: 20-60 years) attending Department of
Gastroenterology, Pakistan Institute of Medical Sciences
(PIMS), Islamabad diagnosed with Hepatitis C viral load
with genotype 3a were enrolled. The patients, who were
not previously treated with any antiviral regimen, having no
other comorbid conditions and no renal derangements
were included. Patients with below 90,000/l platelets and
hemoglobin 12 g/dl were excluded from the study. The
study was approved by Ethical Review Board, PIMS and
informed written consent was obtained from each patient.

All patients were subjected to full history intake,
thorough physical examination and the following laboratory
test measurements: serum ALT, albumin, total bilirubin,
prothrombin time and concentration, complete blood count,
renal function test, thyroid profile, random blood sugar,
HCV RNA by quantitative polymerase chain reaction
(PCR), HCV RNA Genotype, abdominal ultrasonography,
ECG before and after treatment. Additionally, complete
blood picture, renal function test and liver function tests
were monitored weekly during treatment.

Patients were divided in two groups (A and B)
randomly, Group A was offered with Sofosbuvir plus
Ribavirin with Pegylated Interferon-a for 12 weeks and
Group B was offered with Sofosbuvir plus Ribavirin for 24
weeks. Patients were followed on monthly basis and at the
end of treatment, HCV quantitative PCR was advised and
repeated after 12 weeks for monitoring of sustained
virological response (SVR).

All the collected data was entered and analyzed
through SPSS version 20.0. The frequency of SVR has
been compared among the study groups using Chi-square
test at a significance level of p < 0.05.

RESULTS
There were 107 (69.48%) males (group A 55, group B 52)
while 47 (30.52%) patients were females (group A 22,
group B 25). (figure 1)

Majority 70 (45.45%) patients were ages between 31
to 40 years followed by 32 (20.78%) were ages between 41
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to 50 years, 26 (16.88%) had ages above 50 years and 26
(16.88%) were ages between < 30 years. (Table 1)

Figure No 1: Gender wise distribution among both groups
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Table No 1: Age wise distribution among both groups

Group A Group B Total
Variables (n=77) (n=77) (n=154)
< 30 years 13 (16.88) 13 (16.88) 26 (16.88)
31 to 40 years 34 (44.16) 36 (46.75) 70 (45.45)
41 to 50 years 17 (22.08) 15 (19.48) 32 (20.78)
Above 50 years | 13 (16.88) 13 (16.88) 26 (16.88)
Total 77 (100) 77 (100) 154 (100)

The frequency of SVR12 was higher in patients
treated with Sofosbuvir plus Ribavirin with Pegylated
Interferon-a (94.8%, 73/77) as compared to Sofosbuvir plus
Ribavirin (84.4%, 65/77). Similar trends were noted across
various age and gender groups with non significant
difference (Table 2).

Table 2: Comparison of frequency of SVR12 between the study
roups across age groups

SVR12 using SVR12 using p
Sofosbuvir plus Sofosbuvir plus | value
Ribavirin with Ribavirin

Pegylated Interferon-a | {frequency %
{frequency % (n/total)} | (n/total)}

Gender
Male 94.5% (52/55)

84.6% (44/52) | 0.091

Female | 95.5% (21/22) 84.0% (21/25) 0.204
Age

(years)

<30 92.3% (12/13) 84.6% (11/13) 0.539

3140 | 97.1% (33/34)
4150 | 94.1% (16/17)
=51 92.3% (12/13)

83.3% (30/36) | 0.056
86.7% (13/15) | 0.471
84.6% (11/13) | 0.539

DISCUSSION

Hepatitis C is one of the leading causes of death in
Pakistan due to end stage liver disease. Chronic HCV
infection affects an estimated 170 million people all over
the world with a prevalence of approximately 8-10% in
Pakistan [5-6]. Hepatitis C is heterogeneous virus with
several genotypes. The HCV genotypes 1-3 are distributed
worldwide, whereas in Pakistan genotype 3a is the most
common type [7-8] Sofosbuvir plus Ribavirin combination is
routinely used against the HCV Genotype 3 infection in
Pakistan [9]. However, recent studies claimed triple therapy

consisting of Sofosbuvir plus Ribavirin along with Pegylated
Interferon-a to be associated with higher frequency of SVR
after 12 weeks of therapy [10]. Yet there was controversy in
the existing studies [10-15] while there was no such local
published material which necessitated the present study.

In the current study, the frequency of SVR12 was
higher in patients treated with Sofosbuvir plus Ribavirin
with Pegylated Interferon-a (94.8% vs. 84.4%) as
compared to Sofosbuvir plus Ribavirin. Similar difference
was noted across various age and gender groups. Our
results are comparable to those of Akhter et al. (2016) who
reported the frequency of SVR12 to be 85.5% with
Sofoshuvir + Ribavirin alone at Holy Family Hospital,
Rawalpindi [13]. Zeuzem et al. (2014) reported similar
frequency of SVR12 (85.0%) with Sofosbuvir plus Ribavirin
alone in UK [12]. Shah et al. (2016) reported much higher
frequency of SVR12 (93.0%) with Sofosbuvir plus Ribavirin
alone in Indian patients with HCV genotype 3 infection [14].
Our results are comparable to those of Foster et al. (2015)
who also reported similar significantly higher frequency of
SVR12 with triple therapy (93.0% vs. 84.0%) in UK [10].
Similar results have also been reported by Ahmed et al.
(2017) in Egyptian patients who reported frequency of
SVR12 to be 94.0% with triple therapy as compared to
83.0% with dual therapy [11]. Konar et al. (2016) reported
similar difference (92.9% vs. 88.5%) in Indian population
[15].

Additionally, we observed that the mean age of the
patients in our population was quite younger as compared
to other populations which might be related to diversity of
viral genotype. It may additionally be due to differences in
the educational status, living standards, healthcare
malpractice and drug abuse. It thus warrants necessary
changes in healthcare policy to control this deadly condition
in the young population.

The present study is first of its kind in local population
and adds to the limited research evidence on this topic.
The results of the present study are in line with the
previously published evidence and establish the higher
efficacy of triple therapy consisting of Sofosbuvir plus
Ribavirin with Pegylated Interferon-a. It can be thus
advocated that this triple therapy should be preferred in
future practice to increase the likelihood of SVR12.

CONCLUSION

We concluded that the combination therapy consisting
Sofosbuvir plus Ribavirin with Pegylated Interferon-a was
found to be associated with higher frequency of SVR12 as
compared to Sofosbuvir plus Ribavirin alone in patients
infected with HCV genotype 3a.
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