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SUMMARY
Background
Chronic hepatitis C virus infection is one of the most important health
problems in Egypt. The Ministry of Health’s National Treatment Programme introduced sofosbuvir-based therapy in October 2014.
Aim
To assess the clinical effectiveness and predictors of response to SOF-based
treatment regimens, either dual therapy, with SOF/ribavirin (RBV) for
6 months or triple therapy with SOF/peg-IFN-alfa-2a/RBV for 3 months,
in a cohort of patients treated in National Treatment Programme afﬁliated
centres in Egypt.
Methods
Between October 2014 and end of 2014, patients who were eligible for
treatment were classiﬁed according to their eligibility for interferon therapy:
Group 1 (interferon eligible) were treated with triple therapy for 12 weeks
and Group 2 (interferon ineligible) were treated with dual therapy for
24 weeks. Difﬁcult to treat patients included those with F3-F4 on Metavir
score, Fib-4 >3.25, albumin ≤3.5, total Bilirubin >1.2 mg/dL, INR >1.2 and
platelet count <150 000 mm3.
Results
Twelve weeks post-treatment data were available on 14 409 patients; 8742
in group 1 and 5667 in group 2. In group 1, the sustained virological
response at week 12 (SVR12) was 94% and in group 2 the SVR12 was
78.7%. Multivariate logistic regression analysis in which treatment failure is
the dependent variable was done. Male gender, being a difﬁcult to treat
patient and previous interferon therapy were signiﬁcant predictors of nonresponse in both treatment groups.
Conclusion
Results of sofosbuvir-based therapies in Egypt achieved similar rates of
SVR12 as seen in phase III efﬁcacy studies.
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INTRODUCTION
Chronic hepatitis C virus (HCV) infection affects an estimated 170 million people worldwide.1 Data from the
Egypt Demographic and Health Survey2, 3 estimated the
prevalence of HCV viraemia to be 7.3% in 2013 with
predominance of genotype 4.4
Optimal therapy for patients with hepatitis C virus
genotype 4 (HCV-4) infection is changing rapidly; the
standard of care for a long time has been a combination
of pegylated interferon (PEG-IFN) and ribavirin (RBV),
with modest response rates and considerable adverse
events.5
Recent advances in drug development have led to a
number of direct anti-viral agents (DAAs) which deliver
high rates of SVR with substantial improvements in the
side effect proﬁles.6 One of these drugs, sofosbuvir
(SOF), a potent inhibitor of the HCV NS5B polymerase,
has recently been approved for the treatment of HCV in
Egypt.
The efﬁcacy of SOF-based treatment regimen has been
evaluated in phase II and phase III trials demonstrating
that sofosbuvir has pangenotypic activity against HCV
genotypes 1, 2, 3, 4, 5 and 6. Furthermore, the combination of SOF with PEG-IFN and RBV in genotypes 1, 4
and 6 increases the SVR12 rate with 12 weeks duration
of therapy.7, 8
Our aim was to assess the clinical effectiveness of the
SOF-based treatment regimens (both SOF/RBV (dual
therapy) for 6 months or SOF/peg- IFN-alfa-2a/RBV
(triple therapy) for 3 months) delivered by the National
Treatment Programme afﬁliated centres, Ministry of
health in Egypt and to demonstrate the predictors of
response in our chronic HCV genotype 4 Egyptian
patients.
PATIENTS AND METHODS
Patients
All patients were enrolled in National Treatment Programme for Hepatitis C that was launched in September
2014 to provide treatment with new DAAs. This programme was delivered by more than 50 treatment centres afﬁliated to National Committee for Control of Viral
Hepatitis (NNCVH) that was established by Ministry of
Health to face Hepatitis C in Egypt. All included patients
had Chronic HCV genotype 4 infection. Patients were
enrolled during the period between October 2014 until
the end of year 2014. During that period, priority was
given for those with advanced liver ﬁbrosis (F3-F4) conﬁrmed by histopathological reading of a liver biopsy or
2

liver stiffness measurements ≥9.5 kPa and/or Fib-4 score
>3.25.
Patients were followed up to 12 weeks post treatment.
Analysis of treatment outcomes and the factors inﬂuencing treatment failure were analysed from the ﬁrst cohort
of 14 409 patients who completed treatment and followup.
The data were collected from National Network for
Treatment Centers (NNTC) database.
All patients whose treatment outcome was available
were included. Patients who were missed for nonmedical
cause were excluded. Patients with decompensated liver
disease, Child-Pugh B and C cirrhosis, ascites or history
of ascites, hepatic encephalopathy or history of hepatic
encephalopathy, hepatocellular carcinoma, unless disease
free 4 weeks after a potentially curative intervention (no
evidence of activity by dynamic imaging (CT or MRI)
and no extrahepatic malignancy except after 2 years of
disease free interval), serum creatinine >2.5 mg/dL, pregnancy and poorly controlled diabetes (HbA1c ≥8), INR
≥1.7, serum albumin <2.8 g/dL, total serum bilirubin
≥3 mg/dL, platelets <50 000/mm3 were excluded from
both treatment regimens.
Patients were categorised in to two groups: Group 1
who were treated with a combination treatment of SOF,
RBV and peg-IFN-alfa- (Triple therapy) for 12 weeks
(8742 patient). Group 2 who were treated with SOF and
RBV (Dual Therapy) for 24 weeks (5667 patient).
Patients were included according to the criteria of the
approved treatment recommendation (EASL 2014).9
Patients were considered eligible for IFN if they met
the following criteria: age range from 18 to 60 years,
total bilirubin ≤1.2 mg/dL, albumin >3.5 g/dL, INR
≤1.2, haemoglobin ≥13 g/dL for males and ≥12 g/dL
for females, TLC ≥4000/mm, ANC ≥1500/mm, platelet
count ≥150 000/mm with absence of autoimmune diseases, thyroid diseases, unstable cardiac disease, unstable neuropsycatric disorders, oesophageal and or
gastric varices. These patients were treated with a
combination of SOF, RBV and PEG-IFN (Triple therapy) for 12 weeks Patients who did not fulﬁl these criteria were considered interferon ineligible and were
treated with SOF and RBV (Dual Therapy) for
24 weeks.
Patients who were treated by triple therapy received
PegIFNalpha+ribavirin (weight based; 1200 mg if ≥75 kg
or 1000 mg if <75 kg of body weight) + sofosbuvir
400 mg/day for 12 weeks.
And those who were treated by dual therapy received
sofosbuvir 400 mg/day + ribavirin (weight based;
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1200 mg if ≥75 kg or 1000 mg if <75 kg of body weight)
for 24 weeks.
Patients were also categorised into easy and difﬁcult
to treat groups, where easy to treat group included those
who were noncirrhotic (by clinical & ultrasonographic
examination), with Fib-4 < 3.25, albumin >3.5, total
serum Bilirubin <1.2 mg/dL, INR <1.2 and Platelet count
≥150 000 mm3. While difﬁcult to treat group included
those who were cirrhotic (by clinical & ultrasonographic
examination) and/or varices, F3-F4 stages on Metavir
score in liver biopsy, with Fib-4 >3.25, albumin ≤3.5,
total serum Bilirubin >1.2 mg/dL, INR >1.2 and platelet
count <150 000 mm3.

Clinical investigations
Liver cirrhosis was conﬁrmed by, liver histology within
2 years or by ﬁbroscan evaluation with stiffness
≥14.5 kPa and/or Fib 4 >3.25.
Liver stiffness measurements were performed whenever possible using ultrasound elastography (FIBROSCAN 502, ECHOSENSE, Paris, France). Ten valid
measurements were performed, and the median of liver
stiffness expressed in kPa was reported. Only examinations with a success rate of >60% and an interquartile
range (IQR) <30% were included in this study and were
considered reliable and cut off 9.5 kPa was considered
for advanced ﬁbrosis.10
The FIB4 score was calculated using Sterling’s
formula11

Age ðyearsÞ  AST½IU/L=ðPLT½109 =L  ðALT½IUÞ

Serum HCV-RNA was measured using the Cobas
Ampli Prep/Cobas TaqMan HCV-RNA assay ((Roche
Diagnostics; Pleasanton, CA, USA) with a lower limit of
detection of 15 IU/mL at baseline, week 4, end of treatment, and 12 weeks of follow-up after end of treatment.
SVR12 is deﬁned as the absence of detectable viraemia
12 weeks after completion of therapy.

Study design
This is a, retrospective, multicentre study of clinical
effectiveness with the primary endpoint being the percentage of patients achieving SVR12 in each group.
Written informed consent was obtained from each
patient included in the study and the study protocol
conforms to the ethical guidelines of the 1975 Declaration of Helsinki as reﬂected in a prior approval by the
institution’s human research committee.
Statistical analysis
Given the differences in disease stage and eligibility for
interferon between the two groups of patients, the analysis of factors inﬂuencing treatment failure was undertaken separately for the two groups. In univariate
analysis, comparison of baseline characteristics with
t-student’s test for quantitative data or chi-square test
for categorical data using SPSS 17 software (SPSS,

Table 1 | Characteristic of both groups

Responders (SVR 12)
Nonresponders
Relapsers
Age years (mean  s.d.)
Male
Previous treatment failure
BMI (mean  s.d.)
Labs (mean  s.d.)
HB g/dL
Platelets 9103/mm3
WBC 9103/mm3
Creatinine clearance mL/min
HbA1c
Total bilirubin mg/dL
Albumin g/dL
Viral load log 10
Fib 4 score (mean  s.d.)
Liver stiffness kPa (mean  s.d.)
Liver cirrhosis
HCC
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Triple (8742)Group 1(N, %)

SOF/RIB (5667)Group 2(N, %)

P value

8217(94%)
139 (1.6%)
386 (4.4%)
51.63  8.5
5045 (57.7%)
2381 (27.2%)
29.3  4.8

4458(78.7%)
91 (1.6%)
1118 (19.7%)
54.4  7.8
3175(56%)
1119 (19.7%)
29.6  4.6

<0.01

13.9  2
177  57
6.9  6.7
118.6  49
6.9  5
0.81  0.42
4.09  0.4
5.6  0.85
3.08  7.6
17  11
3089 (35%)
3 (0%)

13.04  1.8
112  61
5.5  5.3
111  35
6.7  2.3
1.16  0.64
3.62  0.5
5.4  0.8
6.7  22.2
24.7  14.7
3462 (61%)
6 (0.1%)

<0.01
0.4
<0.01
0.03
<0.01
<0.01
<0.01
0.03
0.33
<0.01
<0.01
<0.01
<0.01
<0.01
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Chicago, IL, USA). In multivariate analysis, binary logistic regression was done for each treatment protocol separately using variables with a P < 0.25 in univariate
analysis. In all tests, P value was signiﬁcant if <0.05.

RESULTS
During the study period 116 828 patients were referred
for HCV therapy of whom 44 262 were eligible according to the National Treatment Programme criteria.
Treatment was commenced in 28 142 patients. Of the
28 142 patients who commenced therapy 20 324 completed the course of medication and 5915 were subsequently lost to follow-up Our study analysed the data
from the ﬁrst 14 409 patients who completed follow-up
to 12 weeks post HCV treatment. SVR12 rates were 94%
and 78.7% in Group 1 and Group 2, respectively.
The characteristics of both groups are shown in
Table 1. Due to the inclusion criteria virtually all of the
patients with cirrhosis, those with higher FIB4 values
and those with high liver stiffness values were enrolled
in the dual therapy.
Among the 139 nonresponders (NR)in group 1 there
were 26 patients who discontinued treatment due to serious adverse events (SAEs), mostly hepatic decompensation which occurred in 22 patients, haematological

complications (anaemia or thrombocytopenia) in three
patients and development of HCC in one patient. Renal
impairment was reported in one patient.
Among the 91 NR in group 2, there were 65 patients
who discontinued treatment. Among these patients, four
patients ceased treatment for haematological complications, two patients due to development of HCC and one
patient due to renal impairment. Mortality occurred in
two cases.
Predictors of response in both groups are shown in
Table 2. SVR 12 was achieved in both groups among
patients who are naive, females, with lower liver stiffness
values, higher albumin and platelets levels and low
bilirubin levels. Baseline viral load had no impact on the
response to therapy in either groups (Table 2).
Among cirrhotic patients, SVR 12 rates were 92.5%
and 76% in group 1 and group 2 respectively.
Among treatment-experienced patients, SVR 12 rates
were 92% and 69 in group 1 and group 2 respectively
(Table 2, Figures 1 and 2).
Multivariate logistic regression analysis was done in
both groups, with the failure of response as the dependent
variable. Male gender, being a difﬁcult to treat patient and
previous interferon therapy were signiﬁcant predictors of
nonresponse in both treatment groups. (Table 3).

Table 2 | SVR 12 in both groups and predictors of response
Triple (n, %) (group 1)

Age (years) (mean  s.d.)
BMI (mean  s.d.)
Male
Previous treatment failure
FiB4 (mean  s.d.)
stiffness (mean  s.d.)
Liver cirrhosis
Albumin g/dL
HB g/dL
Platelets 9103/mm3
WBC 9103/mm3
Bilirubin mg/dL
HCV-RNA-log10
Difﬁcult to treat‡
HCC

Responders
8217 (94%)

Nonresponders
525 (6%)

52  8
29  4.8
4713 (57.4%)
2192 (26.7%)
*(92%)
2.9  5.8
16.7  10.8
2858 (34.8%)
†92.5%
4.09  0.5
13.9  2
178  57
6.9  6.7
0.8  0.4
5.6  0.85
7390 (90%)
3 (0%)

51  8
30  4.4
332 (63.2%)
189 (36%)
*(8%)
4.5  21.2
20.7  13
231 (44%)
†7.5%
3.9  0.45
14  1.56
163  47
6.8  6.5
0.88  0.48
5.6  0.87
496 (95%)
0 (0%)

Dual (n, %) (group 2)
P value
0.3
<0.01
0.01
0.01
<0.01
<0.01
<0.01
<0.01
0.4
<0.01
0.7
0.01
0.8
<0.01
0.44

Responders
4458 (78.7%)

Nonresponders
1209 (21.3%)

55  8
29.6  4.8
2335 (52.4%)
777 (17.4%)
*(69%)
6.5  23.9
23.4  14.7
2626 (59%)
†(76%)
3.6  0.6
13  1.5
115  60
5.6  5.4
1.1  0.6
5.4  0.9
4402 (99%)
2 (0%)

54  8
29.6  4.2
840 (69.5)
342 (28.3%)
*(31%)
7.2  14.4
30  13)
836 (69%)
†(24%)
3.4  0.5
13.2  1.7
102  65
5.2  4.5
1.4  0.7
5.5  0.8
1208 (100%)
4 (0%)

P value
0.02
0.9
<0.01
<0.01
0.3
<0.01
<0.01
<0.01
1.2
<0.01
0.023
<0.01
0.06
<0.01
0.03

* Among treatment-experienced patients, SVR in triple therapy 92%, while it is 69% in dual therapy.
† Among cirrhotics, SVR in triple therapy 92.5%, while it is 76% in dual therapy.
‡ Difﬁcult to treat patients who fulﬁlled either cirrhotic pattern by US, and/or had oesophageal varices, previous liver biopsy
revealed F3 or F4 by METAVIR, Fib-4 >3.25, serum albumin <3.5 g/dL, or total bilirubin >1.2 mg/dL.
4
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Figure 1 | Response at week
12 post treatment among
triple and dual therapy groups.
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Figure 2 | Response among
different groups.
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DISCUSSION
Continuous efforts from the National committee of control of viral hepatitis and the Ministry of Health ensured
that Sofosbuvir became available in 2014 at prices appropriate for the scale of the epidemic of HCV and for the
economic situation in Egypt. Nevertheless, due to the
large number of patients with HCV in Egypt, the high
cost and the limited amounts of drugs available, it was
not possible to treat all patients immediately and the decision was made to start with those patients who had
advanced liver ﬁbrosis (F3-F4) as recommended by EASL
20149 and AASLD 2015.12 Our results therefore reﬂect
the severity of liver disease in this cohort of patients.
HCV genotype4 was previously considered a difﬁcult
to treat genotype. Using Peg-IFN/RIB as standard of care
for 48 weeks SVR24 rates which were higher than in
genotype 1 but substantially lower than those seen in
Aliment Pharmacol Ther
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Cirrhotic

Treatment
experienced

Male gender Difficult to treat

patients with genotype 2 and 3 patients. Overall, SVR
rates for genotype 4 in Egypt and the Middle East were
about 60–69%.13–15
SOF-based therapies are the novel standard of care
with high anti-viral activity, broad genotypic coverage
and a high barrier to resistance.16, 17 In genotype 4
infected patients SVR12 rates for triple therapy with
SOF/PEG-IFN/RBV were 96%8 in clinical trials. There is
substantially less data on treatment outcomes for genotype 4 infected patients using dual therapy with SOF/
RBV for 24 weeks. Doss et al., 2015 reported SVR 12
rate of 78% for cirrhotic patients and 93% in patients
without cirrhosis.18
Treatment outcomes in the real world do not necessarily follow those seen in efﬁcacy trials used for licensing
new treatments. However, in HCV a number of recent
publications from real world cohorts have reported
5
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Table 3 | In multivariate regression analysis, in which treatment failure is the dependent variable
Triple therapy (group 1)

Male gender
Difﬁcult to treat
Baseline viraemia >6 9 105
Previous treatment failure

OR

P value

95% CI OR

1.22
1.86
1.14
1.48

0.04
0.001
0.16
<0.01

1.0–1.5
1.3–2.7
0.95–1.36
1.23–1.79

SVR12 rates in the same order of magnitude as those
seen in pivotal trials.19, 20 The real world cohorts arising
from centres in the USA and Europe are dominated by
patients infected with genotypes 1a and 1b and to a lesser
extent genotype 3. In contrast genotype 4 infection dominates in Egypt and this is the ﬁrst large scale real world
cohort to be reported. It is reassuring to note that the
SVR12 results achieved in patients who completed follow-up were in the same order of magnitude as those
seen in clinical trials. Our results using the triple therapy
regimen were very close to the results of the phase 2 trials
(Photon and Atomic) using the same drugs.7, 21 Furthermore, in the triple therapy group the SVR12 rates were
equal to that reported in the phase 3 NEUTRINO trial
with predominantly genotype 1 or 4 HCV infection.16
In the phase 2 trials (QUANTUM and ELECTRON)
using SOF/RBV dual therapy, SVR12 rates were 56%
and 88% respectively. Extending the treatment duration
to 24 week as in our study showed no obvious beneﬁt in
a subgroup of patients in the QUANTUM and NIH
SPARE studies.22, 23 The difference between our results
and these trials may be attributed to different genotypes
and the absence of treatment-experienced patients in
previous trials.22, 23
Results of the FUSION trial that used the same duration (24 weeks) in genotypes 2 and 3 led to signiﬁcant
improvement of SVR from 56–73%.24
Doss et al., 2015 suggested that SOF/RBV for either
12 or 24 weeks is successful in treating treatment-na€ıve
and treatment-experienced Egyptian patients with genotype 4 HCV. The rate of SVR12 was higher in the group
receiving 24 weeks (90%) vs. 12 weeks (77%) of therapy
with 17% cirrhotic at baseline.18 The low number of cirrhotic patients in their study would possibly explain the
difference.
By multivariate regression analysis and as reported in
other studies,16, 18, 25 liver cirrhosis evidenced by any of
criteria we included for the group of ‘difﬁcult to treat’
was a predictor of nonresponse in our population. A
6

Dual therapy (group 2)
P value

95% CI OR

2.01
16.31

<0.01
0.01

1.75–2.31
2.24–118.3

1.79

<0.01

1.54–2.08

OR

European study on 60 subjects of Egyptian ancestry with
HCV genotype 4 including both treatment na€ıve or
treatment-experienced patients compared SVR rates with
either 12 or 24 weeks of treatment with SOF/RBV.26 As
reported in this study, they reported that treatment-na€ıve
patients had higher SVR rates than the treatment-experienced patients.
The main limitation of this study is the low rate of
follow-up. Only 72.2% of the 28 142 patients who commenced therapy were followed up to completion of treatment and only 51.2% were followed up to 12 weeks after
the end of therapy when the outcome of treatment can
be judged. It is not possible to estimate the treatment
success rate in patients who were not followed up but it
is reasonable to assume that it may not be as high as the
rates seen in patients who were fully adherent to the
monitoring regimen.

CONCLUSION
Sofosbuvir-based therapies whether triple or dual show
higher rates of SVR compared to that of the previously used SOC. However, it is not possible to assess
treatment effectiveness comprehensively as the rate of
loss to follow-up is high. There is still a need for further novel DAA s based therapy to have better
response rates especially in patients with advanced
ﬁbrosis.
AUTHORSHIP
Guarantor of the article: Aisha Elsharkawy.
Author contributions: Imam Waked, Ashraf O Abdelaziz, Ayman
Yosry, Magdy El Serafy, Waheed Doss, Gamal Esmat: study concept
and design Rabab Fouad , Gamal Shiha, Sameh Seif, Ali Gaballah ,
Yehia Elshazly, Mohamed M Makhlof: critical revision of the manuscript for important intellectual content Wafaa El Akel: statistical
analysis Aisha Elsharkawy, Mohamed Hassany; Maissa El Raziky
Mohamed Said, Ibrahim Motawea , Taher El Demerdash: acquisition
of data; analysis and interpretation of data Mark Thursz: redrafting
of the manuscript, critical revision, interpretation of the analysed
data and adding ﬁgures , English language editing Aisha Elsharkawy:
drafting of the manuscript.
All authors have approved the ﬁnal version of the manuscript

Aliment Pharmacol Ther
ª 2017 John Wiley & Sons Ltd

Real life results of sofosbuvir-based regimens
ACKNOWLEDGEMENT
Ministry of health in Egypt and all members of the national committee of control of viral hepatitis for their help and support.
Declaration of personal interests: Gamal Esmat : speaker, advisory
board member and investigator for Gilead Science Imam Waked,

Gamal Shiha, Waheed Doss, Mark Thursz : Gilead Science all other
authors: nothing to be declared.
Declaration of funding interests: None.

REFERENCES
1. Lavanchy D. The global burden of
hepatitis C. Liver Int 2009; 29(Suppl 1):
74–81.
2. Waked I, Doss W, El-Sayed MH, et al.
The current and future disease burden
of chronic hepatitis C virus infection in
Egypt. Arab J Gastroenterol 2014; 15:
45–52. doi:10.1016/j.ajg.2014.04.003
3. Guerra J, Garenne M, Mohamed MK,
Fontanet A. HCV burden of infection
in Egypt: results from a nationwide
survey. J Viral Hepat 2012; 19: 560–7.
doi:10.1111/j.1365-2893.2011.01576.x
4. Gower E, Estes CC, Hindman S, RazaviShearer K, Razavi H. Global epidemiology
and genotype distribution of the hepatitis
C virus. J Hepatol 2014; 61: S45–57.
doi:10.1016/j.jhep.2014.07.027
5. Abdel-Razek W, Waked I. Optimal
therapy in genotype 4 chronic hepatitis
C: ﬁnally cured? Liver Int 2015; 35
(Suppl. 1): 27–34. doi: 10.1111/liv.12724
6. Gaetano JN. Beneﬁt-risk assessment of
new and emerging treatments for
hepatitis C: focus on simeprevir and
sofosbuvir. Drug Healthc Patient Saf
2014; 6: 37–45.
7. Kowdley KV, Lawitz E, Crespo I, et al.
Sofosbuvir with pegylated interferon
alfa-2a and ribavirin for treatmentna€ıve patients with hepatitis C
genotype-1 infection (ATOMIC): an
open-label, randomised, multicentre
phase 2 trial. Lancet 2013; 381: 2100–7.
8. Mangia Alessandra, Piazzolla Valeria.
Overall efﬁcacy and safety results of
sofosbuvir-based therapies in Phase II
and III studies. Dig Liver Dis 2014; 46:
S179–85.
9. European Association for the Study of
the Liver. EASL recommendations on
treatment of hepatitis C 2014. J Hepatol
2014; 61: 373–95doi: 10.1016/j.jhep.
2014.05.001 Epub 2014 May 10.
10. De ledinghen V, Vergniol J. Transient
elastography (FibroScan). Gastroenterol
Clin Biol 2008; 6(Suppl. 1): 58–67.
11. Vallet-Pichard A, Mallet V, Pol S. FIB4: a simple, inexpensive and accurate

Aliment Pharmacol Ther
ª 2017 John Wiley & Sons Ltd

12.

13.

14.

15.

16.

17.

18.

19.

marker of ﬁbrosis in HCV infected
patients. Hepatology 2006; 44: 769;
author reply 769–770.
AASLD/IDSA HCV Guidance Panel.
Hepatitis C guidance: AASLD IDSA
recommendations for testing, managing,
and treating adults infected with
hepatitis C virus. Hepatology 2015; 62:
932–54. doi: 10.1002/hep.27950 Epub
2015 Aug 4.
Derbala MF, Al Kaabi SR, El Dweik
NZ, et al. Treatment of hepatitis C
virus genotype 4 with peginterferon
alfa-2a: impact of bilharziasis and
ﬁbrosis stage. World J Gastroenterol
2006; 12: 5692–8.
Esmat G, Mohamed MK, Abdel Hamid
M, et al. The impact of steatosis on
baseline characteristic and end of
treatment response for chronic hepatitis
(C) genotype 4 patients treated with
interferon. J Hepatol 2003; 38(Suppl. 2):
139.
Thakeb F, Omar M, Bilharz T, Awady
M, Isshak S. Randomized controlled
trial of peginterferon alfa- 2a plus
ribavirin for chronic hepatitis C virusgenotype 4 among Egyptian patients.
Hepatology 2003; 38: 278A.
Lawitz E, Mangia A, Wyles D, et al.
Sofosbuvir for previously untreated
chronic hepatitis C infection. N Engl J
Med 2013; 368: 1878–87.
Lange CM, Zeuzem S. Perspectives and
challenges of interferon-free therapy for
chronic hepatitis C. J Hepatol 2013; 58:
583–92.
Doss W, Shiha G, Hassany M, et al.
Sofosbuvir plus ribavirin for treating
Egyptian patients with hepatitis C
genotype 4. J Hepatol 2015; 63:
581–5. doi: 10.1016/j.jhep.2015.04.023
Epub 2015 May
Tapper EB, Bacon BR, Curry MP, et al.
Real-world effectiveness for 12 weeks of
ledipasvir-sofosbuvir for genotype 1
hepatitis C: the Trio Health study. J
Viral Hepat 2017; 24: 22–7.

20. Reddy KR, Lim JK, Kuo A, et al. Alloral direct-acting antiviral therapy in
HCV-advanced liver disease is effective
in real-world practice: observations
through HCV-TARGET database.
Aliment Pharmacol Ther 2017; 45:
115–26.
21. Lawitz E, Lalezari JP, Hassanein T,
et al. Sofosbuvir in combination with
peginterferon alfa-2a and ribavirin for
non-cirrhotic, treatment-naive patients
with genotypes 1, 2, and 3 hepatitis C
infection: a randomised, double-blind,
phase 2 trial. Lancet Infect Dis 2013; 13:
401–8.
22. Lalezari JP, Nelson DR, Hyland RH,
et al. Once daily sofosbuvir plus
ribavirin for 12 and 24 weeks in
treatment-na€ıve patients with HCV
infection: the QUANTUM study. J
Hepatol 2013; 58: S236.
23. Osinusi A, Meissner EG, Bon D, et al.
High efﬁcacy of sofosbuvir in
combination with weight based
ribavirin for 24 weeks in difﬁcult to
treat HCV infected genotype-1
patients. In: 20th conference on
retroviruses and opportunistic
infections, Abstract 157B. Atlanta
(GA); March 3–6, 2013.
24. Jacobson IM, Gordon SC, Kowdley KV,
et al. Sofosbuvir for hepatitis C
genotype 2 or 3 in patients without
treatment options. N Engl J Med 2013;
368: 1867–77.
25. Serfaty L. How to optimize current
therapy in hepatitis C virus genotype 1
patients. Predictors of response to
interferon-based therapy with second
wave direct acting antivirals. Liver Int
2015; 35(Suppl. 1): 18–20. doi: 10.1111/
liv.12722
26. Ruane PJ, Ain D, Stryker R, et al.
Sofosbuvir plus ribavirin for the
treatment of chronic genotype 4
hepatitis C virus infection in patients of
Egyptian ancestry. J Hepatol 2015; 62:
1040–6.

7

