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Abstract: Hepatitis C virus (HCV) infection is a serious public health concern that affects 170 million people 
worldwide for which no vaccine is available. The hepatitis C virus (HCV) is a small, enveloped, singlestranded, 
positivesense RNA virus. It is a member of the Hepacivirus genus in the family Flaviviridae. There are seven major 
genotypes of HCV, which are known as genotypes one to seven. Among those infected approximately 20–30% 
develop severe liver disease, such as chronic hepatitis, liver cirrhosis, or hepatocellular carcinoma. The combined 
use of the nucleoside analog ribavirin and pegylated interferon alpha was the current standard of care. However, 
success in treatment depends largely on the viral genotype. For instance, the rate of viral clearance upon current 
standard of care is only 50% with genotype 1, the most prevalent circulating strain in Western Europe and North 
America. Egypt's epidemiological and social situation differs from Western countries states that the prevalence of C 
virus is very high (estimated infection rate among adults by 10 and 20% in urban areas and rural areas, respectively). 
The origin of the epidemic due in the treatment of schistosomiasis control in rural areas in 1960 campaigns.Since 
then, the virus has continued to spread, mainly through intravenous injections and other medical procedures. But 
there is an important difference about the epidemic in Egypt is that more than 95% of infections are genotype 4 
(HCVg4). Currently there are more than 8 million people infected in Egypt and the incidence of new infections is 
still the highest in all parts of the world. In addition, this combined regimen of treatment has been associated with 
many serious side effects such as fatigue, depression, nausea and bone marrow depression. All of these issues justify 
the need to develop novel, more efficacious and safer antiHCV drugs. The development of new models and tools 
has led to the discovery and clinical development of a large number of new antihepatitis C virus (HCV) 
drugs.telaprevir and boceprevir, both firstwave, firstgeneration NS34A protease inhibitors Two others in 
2013/2014: Simeprevir, a secondwave, firstgeneration NS34A protease inhibitor. And Sofosbuvir, a nucleotide 
analogue inhibitor of the viral polymerase. Numerous other drugs have reached phase II or III clinical development. 
Beginning in 2015 and beyond and cure rates have increased to more than 90 percent. 
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Introduction 

Hepatitis C virus (HCV) infection is a serious 
public health concern that affects 170 million people 
worldwide (Shepard et al., 2005) for which no 
vaccine is available. Among those infected 
approximately 20–30% develop severe liver disease, 
such as chronic hepatitis, liver cirrhosis, or 
hepatocellular carcinoma (Alter and Seeff., 2000). The 
combined use of the nucleoside analog ribavirin and 
pegylated interferon alpha was the current standard of 
care. However, success in treatment depends largely 
on the viral genotype (Nakano, T et al., 2011). 

The hepatitis C virus (HCV) is a small, 
enveloped, singlestranded, positivesense RNA virus. 
It is a member of the Hepacivirus genus in the family 
Flaviviridae. There are seven major genotypes of 
HCV, which are known as genotypes one to seven. 
(Nakano, T; et al 2011). The genotypes are divided 

into several subtypes with the number of subtypes 
depending on the genotype (Nakano, T., et al 2011). 

For instance, the rate of viral clearance upon 
current standard of care is only 50% with genotype 1, 
the most prevalent circulating strain in Western 
Europe and North America (Russo and Fried., 2003). 

In Egypt the epidemiological and social situation 
differs from that of Western countries. HCV 
prevalence is very high (estimated among adults at 10 
and 20% in urban and rural areas, respectively). The 
origin of the epidemic has been attributed to mass 
campaigns of parenteral antischistosomiasis treatment 
in rural areas in the 1960s–70s (Zeuzem et al 2000). 

All of these issues justify the need to develop 
novel, more efficacious and safer antiHCV drugs 
(Jean-Michel Pawlotsky., 2014). 

The development of new models and tools has 
led to the discovery and clinical development of a 
large number of new antihepatitis C virus (HCV) 
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drugs, including directacting antivirals and host
targeted agents. Surprisingly, curing HCV infection 
appears to be easy with these new drugs, provided that 
a potent drug combination with a high barrier to 
resistance is used. HCV infection cure rates can be 
optimized by combining drugs with synergistic 
antiviral effects, tailoring treatment duration to the 
patients' needs, and/or using ribavirin. Two HCV 
drugs have been approved in 2011—telaprevir and 
boceprevir, both firstwave, firstgeneration NS34A 
protease inhibitors (Jean-Michel Pawlotsky, 2014). 
Two others in 2013/2014: 

Simeprevir, a secondwave, firstgeneration NS3
4A protease inhibitor. 

And Sofosbuvir, a nucleotide analogue inhibitor 
of the viral polymerase. 

Numerous other drugs have reached phase II or 
III clinical development. From 2015 and onwards, 
interferoncontaining regimens will disappear, 
replaced by interferonfree regimens yielding infection 
cure rates over 90%. These therapies will raise new 
issues, including the need for broadscale screening 
and access to care. (Jean-Michel Pawlotsky 2014). 

When hepatitis C virus (HCV) was discovered in 
the late 1980s, (Choo QL et al., 1989) the only 
available treatment for what was known as chronic 
“nonA, nonB” hepatitis was standard interferon
alpha (IFNα), 3 million units three times per week 
subcutaneously for 24 weeks. Only 6% of patients 
achieved a sustained virological response (SVR), i.e. a 
cure of HCV infection, with this regimen. The initial 
choice of IFNα as a potential treatment for chronic 
hepatitis C was an empirical one. 

Alpha interferon has already been shown to 
inhibit replication of several human hepatitis viruses, 
including hepatitis A virus (in cell culture), hepatitis B 
virus and the hepatitis delta agent.” Prolonging IFNα 
administration to 48 weeks increased the SVR rate up 
to 12 to 16%. 

Ribavirin was introduced in 1991 (Reichard O et 
al., 1991) with the following justification: “Ribavirin 
is a noninterferoninducing nucleotide analogue with a 
broad spectrum of activity against RNA and DNA 
viruses, including those from the flavivirus family. 

In fact, ribavirin happened to be a very weak and 
transient direct inhibitor of HCV replication. 
(Pawlotsky JM et al., 2004). 

However, when added to IFNα, ribavirin 
increased the SVR rates up to 40 to 45%, through 
mechanisms that remain unknown. An additional 10% 
increase in SVR rate was achieved when standard 
IFNα was replaced by pegylated IFNα PegIFNα), 
that could be administered once per week. (Fried MW 
et al., 2002). 

New HCV drugs split into two groups: direct
acting antivirals (DAAs) that target viral actors of the 

HCV lifecycle, and hosttargeted agents (HTAs) that 
target hostcell components involved in complex 
interactions with viral proteins that are essential to the 
HCV lifecycle. The field quickly learned how to use 
these new compounds to optimize HCV infection cure 
rates. 
Antiviral Potency (First-Phase HCV RNA Decline) 

The HCV lifecycle offers several potential 
targets for DAAs and HTAs with potent antiviral 
activity. The lifecycle starts with receptor binding, 
entry into cells, and fusion. Decapsidation of viral 
nucleocapsids liberates free positivestrand genomic 
RNAs in the cell cytoplasm, where they serve, 
together with newly synthesized RNAs, as messenger 
RNAs for synthesis of the HCV polyprotein. The 
polyprotein is then cleaved by host cell peptidases, the 
NS2 autocatalytic protease and the NS34A serine 
protease to generate three structural and seven 
nonstructural mature viral proteins. Replication is 
catalyzed by the HCV RNAdependent RNA 
polymerase (RdRp), and the NS5A protein plays an 
important regulatory role in virus replication. HCV 
then uses the lipoprotein production pathway to 
generate mature viral particles and export them. (Rupp 
D et al., 2014) 

Thus far, drugs from all classes of DAAs in 
clinical development, including NS34A protease 
inhibitors, nucleoside/nucleotide analogue inhibitors 
of HCV RdRp, nonnucleoside inhibitors of RdRp, and 
NS5A inhibitors, have been shown to reduce HCV 
replication by 3 logs or more over 3 days of 
administration. HTAs, such as cyclophilin A inhibitors 
and the microRNA122 (miR122) antagonist, can also 
reduce viral replication by more than 3 logs within a 
week or 2 weeks (Flisiak R et al 2008). This antiviral 
effectiveness is sufficient to trigger the secondphase 
decline. (Delang L et al., 2012) 
New Approved HCV Drugs or in Clinical 
Development 
Approved Drugs 

Pegylated IFNα2a and IFNα2b and ribavirin are 
still available for triple or quadruple IFNcontaining 
regimens with new HCV drugs, as discussed by 
Aronsohn and Jensen in this issue. Telaprevir and 
boceprevir are firstwave, firstgeneration NS34A 
protease inhibitors that were approved in 2011 for use 
in combination with PegIFNα and ribavirin. They are 
specific for genotype 1 and have a low barrier to 
resistance. Their use was associated with frequent side 
effects, including cutaneous complications, anemia, 
gastrointestinal disorders and renal toxicity for 
telaprevir; and anemia, dysgeusia, and renal toxicity 
for boceprevir, as well as with frequent drug–drug 
interactions due to their metabolism by cytochrome 
P450 CYP34A that they inhibit. (Back D et al 2013). 
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For these reasons, these drugs will no longer be used 
when better tolerated compounds are available. 

Two new HCV DAAs have been approved in the 
United States in December 2013, in Europe in the first 
half of 2014 simeprevir and sofosbuvir. Simeprevir is 
a secondwave, firstgeneration NS34A protease 
inhibitor. Its genotypic coverage is broader than that of 
the firstwave drugs, including at least genotypes 1, 2, 
and 4; however, simeprevir is inactive against HCV 
genotype 3. Simeprevir has a low barrier to resistance, 
with extensive cross resistance with telaprevir and 
boceprevir and the other firstgeneration NS34A 
protease inhibitors. In addition, simeprevir 
preferentially selects resistant variants bearing the 
Q80K substitution in the NS3 protease sequence. The 
presence of detectable levels of these variants at 
baseline has been associated with failures of 
simeprevircontaining regimens (Jacobson I et al., 
2013). Phase II and III clinical trials have shown an 
excellent tolerance profile for this compound. 
Simeprevir only modestly inhibits CYP34A. 

Sofosbuvir is a firstgeneration uridine 
nucleotide analogue inhibitor of HCV RdRp, which is 
phosphorylated into its triphosphate form and 
incorporated into the RNA chain in formation, thus 
acting as a chain terminator. Sofosbuvir has 
pangenotypic antiviral activity, confirmed in vivo 
against genotypes 1 to 6.(Lam AM et al., 2012) 

In vitro, sofosbuvir selects variants with an 
S282T substitution in the RdRp sequence. However, 
these variants have considerably impaired replication 
capacity, both in vitro and in vivo. As a result, they 
have never been associated with virological 
breakthroughs on treatment, and were exceptionally 
found in patients who relapsed after treatment 
withdrawal (Lawitz E et al., 2013). Thus, sofosbuvir 
has a high barrier to resistance. Sofosbuvir was well 
tolerated in phase II and III clinical trials that included 
several thousand patients. (Lawitz E et al., 2013). It is 
not metabolized by CYP450. Thus, sofosbuvir has few 
drug–drug interactions, except with potent P
glycoprotein and/or breast cancer resistance protein 
inducers. 
Drugs in Clinical Development 
NS3-4A Protease Inhibitors 

NS34A protease inhibitors in development 
include secondwave, firstgeneration drugs that share 
simeprevir's properties, including broad genotypic 
coverage that excludes genotype 3 and a low barrier to 
resistance with crossresistance with other first
generation inhibitors. The most frequently selected 
substitutions conferring resistance to firstgeneration 
NS34A protease inhibitors have been described at 
amino acid positions V36, T54, R155, A156, D168, 
and V170 (Pawlotsky et al., 2011). The Q80K 
substitution is preferentially selected by simeprevir. 

Drug–drug interactions have been reported for some of 
them. 

Compounds in phase II or III clinical 
development include faldaprevir (Boehringer-
Ingelheim, Ingelheim, Germany), likely approved in 
2014 in combination with PegIFNα and ribavirin; 
asunaprevir (Bristol-Myers Squibb, New York, NY), 
possibly approved in 2014 or 2015; ABT450 (Abbvie, 
North Chicago, IL) boosted by ritonavir, likely 
approved in 2014 or 2015 as part of the first alloral, 
IFNfree combination for HCV genotype 1 infection; 
vedroprevir (Gilead, Foster City, CA); IDX320 
(Idenix Pharmaceuticals, Cambridge, MA); sovaprevir 
(Achillion Pharmaceuticals, New Haven, CT), on 
clinical hold due to elevated alanine aminotransferase 
levels in a drug–drug interaction study with 
atazanavir; danoprevir (Hoffmann-La Roche, Basel, 
Switzerland), boosted by ritonavir; vaniprevir (Merck, 
White House Station, NJ), that will be developed in 
Japan only. Secondgeneration NS34A protease 
inhibitors have pan genotypic antiviral activity, 
including genotype 3, and a higher barrier to resistance 
than firstgeneration drugs. However, resistant HCV 
variants can be selected by these compounds. They 
include MK5172 (Merck), possibly approved in 2015 
or 2016, and ACH2684 (Achillion). 
Nucleoside/Nucleotide Analogue Inhibitors of HCV 
RdRp 

Few nucleoside/nucleotide analogues remain at 
the clinical developmental stage after several 
programs were halted due to serious, sometimes fatal 
toxicity. VX135 (Vertex Pharmaceuticals, 
Cambridge, MA) is a pyrimidine nucleotide analogue 
on partial clinical hold following the observation of 
reversible elevated liver enzymes in patients receiving 
a high dose of the drug. Mericitabine (Roche) is a 
modestly potent cytidine nucleoside analogue still in 
development. 
Nonnucleoside Inhibitors of HCV RdRp 

Nonnucleoside inhibitors of HCV RdRp bind to 
one of four allosteric sites on the polymerase, thereby 
altering its catalytic function. Two sites are located in 
the “thumb” domain and two in the “palm” domain 
Nonnucleoside inhibitors of HCV RdRp are generally 
active against HCV genotype 1 only and they have a 
low barrier to resistance, with extensive cross 
resistance between drugs targeting the same allosteric 
site and possible cross resistance between drugs 
targeting different sites. Thumb1 inhibitors include 
deleobuvir (Boehringer-Ingelheim), the development 
of which has been stopped in January 2014, BMS
791325 (Bristol-Myers Squibb), and TMC647055 
(Janssen). The two latter belong to triplecombination 
regimens that will seek approval in 2015 or 2016. 
Thumb2 inhibitors include filibuvir (Pfizer, New 
York, NY), the development of which has been 
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stopped, lomibuvir (Vertex) and GS9669 (Gilead). 
Palm1 inhibitors include setrobuvir (Roche), and 
ABT333 (Abbvie), which will likely be approved in 
2014 or 2015 in combination with other DAAs, and 
ABT072 (Abbvie). Palm2 inhibitors include 
tegobuvir (Gilead), the development of which has 
been stopped. 
NS5A Inhibitors 

NS5A inhibitors bind to domain 1 of the NS5A 
protein and block both replication and viral assembly 
and release (Guedj J et al., 2013). 

Firstgeneration NS5A inhibitors in development 
include daclatasvir (Bristol-Myers Squibb), likely 
approved in 2014 or 2015 for use in IFNcontaining 
and IFNfree combinations; ledipasvir (Gilead), 
available as a fixeddose combination (one pill) with 
sofosbuvir, likely approved in 2015; ABT267 
(Abbvie), likely approved in 2014 or 2015 in 
combination with ritonavirboosted ABT450 and 
ABT333; PPI668 (Presidio Pharmaceuticals, San 
Francisco, CA); ACH2928 (Achillion); 
GSK2336805 (Glaxo Smith Kline); BMS824393 
(Bristol-Myers Squibb); and samatasvir (Idenix). All 
of them are currently being tested as part of double or 
triplecombination IFNfree regimens. 

Secondgeneration NS5A inhibitors have reached 
clinical development. They have pangenotypic activity 
and their barrier to resistance has been improved. 
However, they have been shown to select amino acid 
substitutions that confer resistance to firstgeneration 
compounds. They include MK8742 (Merck), likely 
approved in 2015 or 2016 in combination with MK
5172; ACH3102 (Achillion); and GS5816 (Gilead), 
which may ultimately replace ledipasvir in the fixed
dose combination with sofosbuvir. 

 
 

Host-Targeted Agents 
Two classes of hosttargeted agents have reached 

clinical development. They include specific inhibitors 
of cyclophilin A peptidylprolyl cis/trans isomerase 
activity and antagonists of miR122. These 
compounds have pangenotypic activity, a high barrier 
to resistance and they are well tolerated in the absence 

of IFNα coadministration. Cyclophilin inhibitors in 
clinical development include Alisporivir (Novartis, 
Basel, Switzerland) and SCY635 (Scynexis, Inc., 
Durham, NC). Alisporivir was put on clinical hold 
due to a fatal case of acute pancreatitis that occurred in 
combination with PegIFNα and ribavirin. It is now 
back in development in alloral, IFNfree combination 
regimens. The miR122 antagonist miravirsen 
(Santaris Pharma, Copenhagen, Denmark) is 
available in an injectable form. Two weeks of 
administration reduced HCV replication by several 
logs. However, concerns have been raised as to the 
longterm hepatic effects of inhibiting miR122 and 
the risk of steatohepatitis, fibrosis, and hepatocellular 
carcinoma. 

 
 
HCV Treatment Strategies 
Until 2014 

For the past 15 years, the treatment of chronic 
hepatitis C has been based on the use of PegIFNα and 
ribavirin. In 2011, telaprevir and boceprevir were 
approved in combination with PegIFNα and ribavirin 
for patients infected with HCV genotype 1. This triple 
combination improved the SVR rates by 15 to 20% 
compared with PegIFNα and ribavirin alone Easyto
cure patients— patients with mild liver disease—were 
those with the highest SVR rates. However, frequent 
and often serious side effects were observed with this 
regimen, especially in patients with advanced liver 
disease who marginally benefited from the addition of 
the protease inhibitor. (Hézode C, et al., 2013). 
Because of the complexity of these therapies and of 
the arrival of new, more efficient, and bettertolerated 
treatments, most patients who could wait for new 
treatment regimens were not treated in 2013 in the 
United States and Europe. 
2014–2015 

Two HCV DAAs were approved in December 
2013 in the United States and in the first half of 2014 
in Europe: simeprevir and sofosbuvir. Four treatment 
options are available in 2014 for the treatment of 
chronic hepatitis C, including IFNcontaining and 
IFNfree regimens. IFNcontaining options include the 
triple combination of PegIFNα, ribavirin, and 
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simeprevir 24 to 48 weeks for patients infected with 
HCV genotype 1 (excluding those infected with 
subtype 1a with a detectable Q80K substitution in the 
NS34A protease sequence at baseline), that yields 
SVR rates of the order of 80% (Poordad F et al., 
2013) and the triple combination of PegIFNα, 
ribavirin, and sofosbuvir for 12 weeks for patients 
infected with HCV genotypes 1 to 6 that yields SVR 
rates of the order of 90% or more. IFNfree options 
include the combination of sofosbuvir and ribavirin 12 
weeks for patients infected with HCV genotype 2, that 
yields SVR rates over 95% (except in patients with 
cirrhosis who may need slightly longer treatment) the 
combination of sofosbuvir and ribavirin 24 weeks for 
patients infected with HCV genotype 3, that yields 
SVR rates of the order of 85% in non cirrhotic 
patients, but appears to be suboptimal (� 60%) in 
patients with cirrhosis. (Lawitz et al 2013) The 
combination of sofosbuvir and simeprevir, with or 
without ribavirin, can also be used in patients infected 
with HCV genotypes 1 and 4, based on results of a 
smallscale phase II trial including null responders to a 
prior course of treatment with extensive fibrosis or 
cirrhosis showing SVR rates of 95 to 100%. 
(Jacobson IM et al., 2013). 
2015 and Onward 

IFNcontaining regimens will progressively 
disappear, replaced by alloral IFNfree regimens. 
Phase II trials of different drug combinations have 
shown SVR rates of the order of more than 90%. The 
recent release of preliminary results from phase III 
trials confirmed that most, if not all patients can 
achieve an SVR with these regimens, at least in 
clinical trials. The combination of the secondwave, 
firstgeneration protease inhibitor ABT450 boosted 
by ritonavir, the NS5A inhibitor ABT267, and the 
nonnucleoside inhibitor of HCV RdRp ABT333 plus 
ribavirin for 12 weeks yielded SVR rates of 95% in 
subtype 1a and 98% in subtype 1b treatmentnaïve 
patients, and 96% in subtype 1a and 97% in subtype 
1b treatmentexperienced patients (SAPPHIRE1 and 
SAPPHIRE2 phase III trials). In the ION1, ION2, 
and ION3 phase III trials with the fixeddose 
combination of sofosbuvir and ledipasvir in patients 
infected with HCV genotype 1, the SVR rates were 

97.7% and 97.2% with or without ribavirin, 
respectively, after 12 weeks of therapy in treatment
naïve patients (including 16% with cirrhosis); 94.0%, 
93.1%, and 95.4% without ribavirin for 8 weeks, with 
ribavirin for 8 weeks and without ribavirin for 12 
weeks in treatmentnaïve patients, respectively; 93.6% 
and 96.4% with or without ribavirin, respectively, 
after 12 weeks, and 99.1% and 99.1% with or without 
ribavirin, respectively, after 24 weeks of therapy in 
treatmentexperienced patients (including 20% with 
cirrhosis).(Gilead 2014) Other phase III trials are 
ongoing with the same and other drug combinations. 
Aim of the work 

To highlight the new HCV direct antiviral drugs 
in treatment of chronic hepatitis C. 
Daclatasvir 
Daclatasvir (USAN) (formerly BMS-790052, trade 
name Daklinza) is a drug for the treatment of hepatitis 
C (HCV). It is wasdeveloped by BristolMyers Squibb 
and was approved in Europe on 22 August 2014. 

Daclatasvir inhibits the HCV nonstructural 
protein NS5A. (Gao, Min et al., 2010). Recent 
research suggests that it targets two steps of the viral 
replication process, enabling rapid decline of HCV 
RNA. (Guedj, J et al., 2013). 

Daclatasvir has been tested in combination 
regimens with pegylated interferon and ribavirin, as 
well as with other directacting antiviral agents 
including asunaprevir (New England Journal 2014) 
and sofosbuvir.(Mark Sulkowski et al., 2014). 

 
Fig. (16): daclatasvir chemical structure 

 

Chemical Names: 
Daclatasvir dihydrochloride; BMS790052 dihydrochloride; BMS 790052 
dihydrochloride; 1009119656; CHEBI:83800; BMS79005205 

Molecular Formula: C40H52Cl2N8O6 

Molecular Weight: 811.79688 g/mol 

 
It is on the World Health Organization's List of 

Essential Medicines, a list of the most important 
medications needed in abasichealthsystem. 
("www.who.in). 
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According to WHO Essential Medicines List 
Application DACLATASVIR: 

Daclatasvir is a new direct acting antiviral 
(DAA) for HCV and was approved by the European 
Medicines Agency on 22 August, 2014 (European 
Medicines Agency Press Office, 2013). Thus, its use 
has been limited, although patients have been treated 
both as part of clinical trials and through a 
compassionate use programme. 798 patients have 
received daclatasvir as part of clinical trials, including 
compassionate use as of 16 October 2014, and an 
unknown but small number as part of market use 
(Bristol-Meyers Squibb Pharmaceutical Limited, 
2014). 

The WHO 2014 HCV guidelines recommend 
HCV screening for all individuals who are part of a 
population with high background HCV seroprevalence 
or who have a history of HCV risk exposure or 
behavior. This includes people living with HIV, 
people who have received medical or dental 
procedures in settings where infection control 
practices are substandard as well as people who inject 
drugs or use drugs internasally. These guidelines also 
provide a strong recommendation that all patients with 
chronic HCV be assessed for potential HCV treatment 
(World Health Organization, 2014). According to 
WHO guidelines, all patients who are chronically 
infected with hepatitis C should be assessed for 
hepatitis C therapy, including HIVHCV coinfected 
patients, people who use injected drugs and those with 
compensated cirrhosis. This recommendation includes 
treatment with DAAs such as daclatasvir. The 
European Association for the Study of the Liver 
(EASL) recommends treatment for all patients with 
moderate or severe liver fibrosis (METAVIR F2 or 
higher) and states that for patients with no or mild 
fibrosis, the decision to treat can be individualized. 
Daclatasvir is an oral NS5A inhibitor that is licensed 
by the European Medicines Association for the 
treatment of hepatitis C infection, in combination with 
other drugs active against HCV. The main goal of 
hepatitis C treatment is to cure HCV infection (as 
defined by those who achieve a sustained virological 
response (SVR) at 12 or 24 weeks posttreatment) and 
to prevent complications or mortality from liver 
cirrhosis and Hepatocellular Carcinoma (HCC) 
(Bruno et al., 2007). The current WHO HCV 
treamtent guidelines do not include daclatasvir as they 
were released before the approval of daclatasvir. 
However, these guidelines do include 
recommendations for the available DAAs, including 
sofosbuvir and simeprevir, which were on the market 
at the time of guideline publication and these closely 
reflect other expert guidelines such as the EASL and 
American Association for the Study of the Liver 
(AASLD) HCV treatment guidelines. The next update 

of the WHO guidelines is expected to include 
recommendations for use of 5 daclatasvir in treating 
patients with HCV (personal communication with 
Stefan Wiktor, team leader of the WHO’s Global 
Hepatitis Program, and Philippa Easterbrook, senior 
scientist at the WHO’s HIV department). EASL 
guidelines support the use of daclatasvir for treatment 
of HCV (European Association for the Study of the 
Liver, 2014): 

• Genotype 1: Daily daclatasvir (60 mg) plus 
daily sofosbuvir (400 mg) for 12 weeks for treatment 
naïve patients or 24 weeks for treatmentexperienced 
patients. 

• Genotype 1b: Daily daclatasvir (60 mg) plus 
weekly pegylated IFNα plus daily weightbased 
ribavirin (1000 or 1200 mg in patients 
Contraindications to use of daclatasvir will include 
pregnancy, hypersensitivity to daclatasvir or 
hemodialysis (EASL, 2014; BMS, 2014). No data 
exist on the effect of daclatasvir on pregnancy, but 
daclatasvir has been associated with teratogenic and 
embryotoxic effects in animals (BMS, 2014). Women 
should use contraception during use and for 5 weeks 
thereafter. No dosage adjustments are needed for renal 
impairment (except dialysis), nor for moderate or 
several liver impairment (BMS, 2014). Daclatasvir is 
metabolized via the cytochrome P450 3A4. Thus it is 
recommended that with concomitant administration of 
strong inducers cytochrome P450 3A4 to increase the 
daclatasvir dose to 90mg or consider change therapy. 
It is recommended that with the concomitant use of 
strong inhibitors of cytochrome P450 3A4 to reduce 
the daclatasvir dose to 30 mg. Daclatasvir can be taken 
with or without meals (BMS, 2014). Summary of 
comparative effectivness in a variety of clinical 
settings: A systematic review was performed using 
Pubmed, Medline and Embase databases with the 
search term daclatasvir, BMS790052 or Daklinza 
either as in the title or as a keyword. Additionally, 
abstracts of the 2013 and 2014 AASLD and EASL 
conferences and the journals Hepatology and Journal 
of Hepatology were searched with the same 
searchterms. 31 titles were identified of which 15 
clinical trials with efficacy outcomes were included. 
Overall, the quality of the included studies was high 
and efficacy, as defined by SVR12 or 24, with 
daclatasvircontaining (both interferonsparing and 
interferonfree) regimens is excellent, with large 
numbers of patients with GT 1 studied and smaller 
numbers of patients with GT2, 3 and 4 included. 
Overall, 79.2% (476 of 601) of patients in daclatasvir 
trials and eligible to be included in a longterm follow 
up assessment achieved SVR12. This follow up study 
of all trials including daclatasvircontaining regimens 
has also revealed that HCV cure is durable, with 99% 
(471 of 476) of patients who achieve SVR12 
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maintaining SVR at the most recent followup 
assessment (Reddy, 2014). Thirty genotype 4 patients 
were treated with either 20mg or 60mg of daclatasvir 
and PEGRBV in the COMMAND1 study. In the 
20mg, 60mg and PEGRBV groups respectively 
SVR12 was achieved in 67%, 100% and 50% of 
patients (Hezode et al., 2012). The COMMAND4 
study enrolled only patients with GT4 10 and 
randomized patients to either daclatasvir+PEGRBV 
(n=82) or placebo+PEGRBV (n=42) for 24 weeks. 
Median age was 49 years, 77% were white, 19% were 
black/AfricanAmerican, 4% were Hispanic or Latino, 
10% percent had compensated cirrhosis, and 75% of 
patients had IL28B CT or TT genotypes. SVR12 was 
achieved in 82% vs 42% of patients on 
daclatasvir+PEGRBV vs placebo+PEGRBV (BMS, 
2014). Special populations Several of the above 
clinical trials have included subjects with advanced 
fibrosis or cirrhosis. A pooled anlaysis of these studies 
revealed that the efficacy of alloral daclatasvir
containing regimens did not vary by fibrosis stage. In 
phase 3 studies of daclatasvir+asunaprevir, SVR12 
was achieved by 8491% of cirrhotic patients (N=228) 
and by 8485% of noncirrhotic patients (N=637). 
Studies of the combination of sofosbuvir+daclatasvir ± 
RBV, SVR on or after posttreatment Week 12 was 
achieved by 100% of patients with advanced fibrosis 
(F3/F4–F4; N=32) and by 98% of patients with F0F3 
(N=179) (Jensen et al., 2014). Several studies are 
either recently completed or ongoing to evaluate the 
efficacy of daclatasvir in HIVHCV coinfection, 
including NCT01866930, a phase 3 study to evaluate 
daclatasvir+PEGRBV in HIV/HCV coinfected 
patients with GT 1, 2, 3 or 4; NCT02124044, a phase 
2 study to assess safety and efficacy of 
daclatasvir+asunepravir in HIV/HCV coinfected 
patients with GT1b; NCT01471574, a phase 3 study to 
evaluate daclatasvir+PEGRBV in HIV/HCV co
infected patients with GT 1; NCT02032888, a phase 3 
study to evaluate daclatasvir+sofosbuvir in HIV/HCV 
coinfected patients with GT 1, 2, 3, 4, 5, 6; and 
NCT01725542, a phase 2 study to evaluate the safety 
and efficacy of daclatasvir+asunaprevir+PEGRBV in 
HIV/HCV coinfected patients with HCV genotype 1 
or 4 and prior null response to PEGRBV. At this 
point, no data on patients less than 18 years available. 
Preferred combinations 

Although daclatasvir has shown a favorable 
efficacy profile with a number of different 
combinations, including interferonsparing (PEG
RBV+DCV), DCV+asunaprevir, DCV+asunaprevir+ 
BMS791325 and DCV+SOF+/RBV, we suggest the 
consideration of DCV+SOF as a potential preferred 
combination. Ideal HCV combinations will have high 
efficacy, an acceptable safety profile, have pan
genotypic potential and will be alloral. DCV+SOF 

appears to meet all these criteria based on the available 
data. Furhter, BMS has chosen to discontinue further 
development of asunaprevir. 
Direct acting anti HCV drugs 

Direct acting anti HCV drugs are named with the 
following suffix according to its mode of action: 
….previrs = protease inhibitors 
….asvirs = NS5A inhibitors 
….busvirs = polymerase inhibitors (nucs and non 
nucs) 

 
Fig. (11): shows mode of action of direct acting 
antiviral drugs. 
 

 
Fig. (12): shows different types and mode of action of 
direct acting antiviral drugs 
 
Optimal therapy for patients with hepatitis C virus 
(HCV) genotype 4 

HCV4 infection is changing rapidly, and the 
possibility of a total cure is near. Since the 
introduction of sofosbuvir (SOF), simeprevir (SIM), 
and daclatasvir (DCV), the duration of treatment has 
been significantly shortened and response rates have 
increased. 

The approval of sofosbuvir (SOF) (Lawitz E et 
al., 2013) simeprevir (SIM) (EPAR 2014) and 
daclatasvir (DC) (BMS Press Release. 2014) for the 
treatment of HCV4 led to a significantly improved 
response to therapy. 
DAAs: a rapidly changing scenario 
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The HCV replication complex has several drug 
target sites, and current DAAs include NS3/NS4 PIs, 
NS5A inhibitors and NS5B polymerase inhibitors. 
Although first generation PIs, BOC and TVR were not 
effective in HCV4, they were precursors to the 
development of more effective drugs. 
Grazoprevir 
Grazoprevir (MK-5172) is an experimental drug for 
the treatment of hepatitis C. It is being developed by 
Merck and is currently in Phase III trials, following 
promising results in Phase II when used in 
combination with the NS5A replication complex 
inhibitor elbasvir, either with or without ribavirin) 
Lawitz E et al., 2015). 

Grazoprevir is a second generation hepatitis C 
virus protease inhibitor acting at the NS3/4a protease 
targets.(Harper S et al., 2012) It has good activity 
against a range of HCV genotype variants, including 
some that are resistant to most currently used antiviral 
medications. (Gentile I et al., 2014). 

 

 
Fig. (17): Grazoprevir chemical structure. 

 
Guidelines for treatment of HCV Genotype 4 

According to the American Association for the 
Study of Liver Diseases and the Infectious Diseases 
Society of America guidelines July, 2015 

Three options with similar efficacy in general are 
recommended for treatmentnaive patients with HCV 
genotype 4 infections (listed in alphabetic order). 
Daily fixed-dose combination of ledipasvir (90 
mg)/sofosbuvir (400 mg) for 12 weeks is 
recommended for treatment-naive patients with HCV 
genotype 4 infection. 

Rating: Class IIb, Level B 
Daily fixed-dose combination of paritaprevir (150 
mg)/ritonavir (100 mg)/ombitasvir (25 mg) and 
weight-based RBV (1000 mg [<75 kg] to 1200 mg 
[>75 kg]) for 12 weeks is recommended for 
treatment-naive patients with HCV genotype 4 
infection. 

Rating: Class I, Level B 
Daily sofosbuvir (400 mg) and weight-based RBV 
(1000 mg [<75 kg] to 1200 mg [>75 kg]) for 24 weeks 

is recommended for treatment-naive patients with 
HCV genotype 4 infection. 

Rating: Class IIa, Level B 
The SYNERGY trial was an openlabel study 

evaluating 12 weeks of ledipasvir/sofosbuvir in 21 
HCV genotype 4–infected patients, of whom 60% 
were treatment naive and 43% had advanced fibrosis 
(Metavir stage F3 or F4). (Kohli, 2015) One patient 
took the first dose and then withdrew consent. All of 
the 20 patients who completed treatment achieved an 
SVR12; thus, the SVR12 rate was 95% in the 
intentiontotreat analysis and 100% in the per
protocol analysis. Abergel and colleagues reported 
data from an openlabel singlearm study including 22 
HCV genotype 4–infected, treatmentnaive patients 
(only 1 with cirrhosis) with an SVR12 rate of 95% 
(21/22). (Abergel, 2015) These 2 pilot studies support 
the use of this regimen in patients with HCV genotype 
4 infection. 

PEARLI was an openlabel phase IIb study that 
included a cohort of 86 treatmentnaive patients with 
HCV genotype 4 infection with or without cirrhosis 
who received 12 weeks of the daily fixeddose 
combination of paritaprevir/ritonavir/ombitasvir (PrO) 
with or without weightbased RBV. SVR12 rates were 
100% (42/42) in the group receiving RBV and 90.9% 
(40/44) in the group not receiving RBV. Adverse 
effects were generally mild, with headache, asthenia, 
fatigue, and nausea most commonly reported. There 
were no discontinuations owing to adverse events. 
(Hezode, 2015) 
Alternative regimen for treatment-naive patients 
with HCV genotype 4 infection. 
Daily sofosbuvir (400 mg) and weight-based RBV 
plus weekly PEG-IFN for 12 weeks is an acceptable 
regimen for treatment-naive patients with HCV 
genotype 4 infection. 

Rating: Class II, Level B 
In the phase III NEUTRINO trial, (Lawitz, 

2013a) 28 treatmentnaive patients with HCV 
genotype 4 infection were treated with sofosbuvir (400 
mg daily) plus PEGIFN 2a (180 µg weekly) and 
weightbased RBV for 12 weeks. Of the 28 patients 
with HCV genotype 4 infection, 27 (96%) achieved 
SVR12. The single patient who did not achieve SVR 
had cirrhosis and had a relapse after therapy. The 
adverse event profile was similar to that associated 
with PEGIFN and RBV therapy. There are limited 
clinical data to date to support the use of the 
combination of 12 weeks of daily sofosbuvir (400 mg) 
plus simeprevir (150 mg) with or without weight
based RBV (1000 mg [<75kg] to 1200 mg [≥75mg]) 
in HCV genotype 4–infected patients, although studies 
are planned. Given the demonstrated activity of 
simeprevir in vitro and in vivo against HCV genotype 
4, this combination may be considered as an 
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alternative regimen. The openlabel phase III 
RESTORE trial assessed the efficacy of simeprevir in 
combination with PEGIFN and RBV in 107 patients 
with HCV genotype 4 infection, including 35 
treatmentnaive patients. In these treatmentnaive 
patients, daily simeprevir (150 mg) for 12 weeks in 
combination with PEGIFN and RBV for 24 weeks to 
48 weeks (by responseguided therapy) produced an 
SVR in 83% (29 of 35). (Moreno, 2013a) These 
results are comparable to SVR rates observed with 
similar regimens in patients with HCV genotype 1 
infection, suggesting that efficacy of sofosbuvir plus 
simeprevir for HCV genotype 4 infection may be 
roughly in line with the SVR rates of patients with 
HCV genotype 1 infection shown in the COSMOS 
trial. This combination has been approved in Europe 
for patients with HCV genotype 4 infection but is not 
FDAapproved for use in the United States. 
The following regimens are NOT recommended for 
treatment-naive patients with HCV genotype 4 
infections. 

 PEG-IFN and RBV with or without simeprevir 
for 24 weeks to 48 weeks 

 Rating: Class IIb, Level A 
 Monotherapy with PEG-IFN, RBV, or a direct-

acting antiviral 
 Rating: Class III, Level A 
 Telaprevir- or boceprevir-based regimens 
Rating: Class III, Level A 

HCV Genome and Life Cycle 
Hepatitis C virus is a small (55–65 nm in size), 

enveloped, positivesense singlestranded RNA virus 
of the family Flaviviridae. Hepatitis C virus is the 
cause of hepatitis C in humans. 

The hepatitis C virus belongs to the genus 
Hepacivirus a member of the family Flaviviridae.(Op 
De Beeck A et al., 2003). 
Structure: 

The hepatitis C virus particle consists of a core of 
genetic material (RNA), surrounded by a shell of 
protein, and further encased in a lipid (fatty) envelope 
of cellular origin. Two viral envelope glycoproteins, 
E1 and E2, are embedded in the lipid envelope.(Op De 
Beeck A et al., 2003) 
Genome: 

Hepatitis C virus has a positive sense single
stranded RNA genome. The genome consists of a 
single open reading frame that is 9600 nucleotide 
bases long.(Kato N (2000)) This single open reading 
frame is translated to produce a single protein product, 
which is then further processed to produce smaller 
active proteins. 

At the 5' and 3' ends of the RNA are the UTR, 
that are not translated into proteins but are important 
to translation and replication of the viral RNA. The 5' 
UTR has a ribosome binding site (Jubin R (2001) 

(IRES  Internal ribosome entry site) that starts the 
translation of a very long protein containing about 
3,000 amino acids. The core domain of the hepatitis C 
virus (HCV) IRES contains a fourway helical 
junction that is integrated within a predicted 
pseudoknot. (Berry KE et al., 2011) The conformation 
of this core domain constrains the open reading 
frame's orientation for positioning on the 40S 
ribosomal subunit. The large preprotein is later cut by 
cellular and viral proteases into the 10 smaller proteins 
that allow viral replication within the host cell, or 
assemble into the mature viral particles. (Dubuisson J 
(2007) 

Structural proteins made by the hepatitis C virus 
include Core protein, E1 and E2; nonstructural 
proteins include NS2, NS3, NS4A, NS4B, NS5A, and 
NS5B. 
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Fig. (3): HCV genome 
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Fig. (4): HCV genome, regions coding for structural 
and non structural proteins 

 
Molecular biology 

The proteins of this virus are arranged along the 
genome in the following order: N terminalcore
envelope (E1)–E2–p7nonstructural protein 2 (NS2)–
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NS3–NS4A–NS4B–NS5A–NS5B–C terminal. The 
mature nonstructural proteins (NS2 to NS5B) 
generation relies on the activity of viral proteinases. 
(De Francesco R (1999)  

The core protein has 191 amino acids and can be 
divided into three domains on the basis of 
hydrophobicity: 
Domain 1 (residues 1–117) contains mainly basic 
residues with two short hydrophobic regions; 
Domain 2 (resides 118–174) is less basic and more 
hydrophobic and its Cterminus is at the end of p21; 
Domain 3 (residues 175–191) is highly hydrophobic 
and acts as a signal sequence for E1 envelope protein. 
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Fig. (5): HCV genome, structural and non structural 
Genes 

 
Both envelope proteins (E1 and E2) are highly 

glycosylated and important in cell entry. E1 serves as 
the fusogenic subunit and E2 acts as the receptor 
binding protein. E1 has 4–5 Nlinked glycans and E2 
has 11 Nglycosylation sites. 

The p7 protein is dispensable for viral genome 
replication but plays a critical role in virus 
morphogenesis. This protein is a 63 amino acid 
membrane spanning protein which locates itself in the 
endoplasmic reticulum. Cleavage of p7 is mediated by 
the endoplasmic reticulum's signal peptidases. Two 
transmembrane domains of p7 are connected by a 
cytoplasmic loop and are oriented towards the 
endoplasmic reticulum's lumen. 

NS2 protein is a 21–23 kiloDalton (kDa) 
transmembrane protein with protease activity. 

NS3 is 67 kDa protein whose Nterminal has 
serine protease activity and whose Cterminal has 
NTPase/helicase activity. It is located within the 
endoplasmic reticulum and forms a heterodimeric 
complex with NS4A—a 54 amino acid membrane 
protein that acts as a cofactor of the proteinase. 
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Fig. (6): HCV genome Ribosomal entery site (IRES) 

 
NS4B is a small (27 kDa) hydrophobic integral 

membrane protein with 4 transmembrane domains. It 
is located within the endoplasmic reticulum and plays 
an important role for recruitment of other viral 
proteins. It induces morphological changes to the 
endoplasmic reticulum forming a structure termed the 
membranous web. 
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Fig. (7): HCV protein processing 

 
NS5A is a hydrophilic phosphoprotein which 

plays an important role in viral replication, modulation 
of cell signaling pathways and the interferon response. 
It is known to bind to endoplasmic reticulum anchored 
human VAP proteins.(Gupta Get al., 2012). 

The NS5B protein (65 kDa) is the viral RNA 
dependent RNA polymerase. NS5B has the key 
function of replicating the HCV’s viral RNA by using 
the viral positive RNA strand as its template and 
catalyzes the polymerization of ribonucleoside 
triphosphates (rNTP) during RNA replication. 
(Moradpour D et al., 2007) Several crystal structures 
of NS5B polymerase in several crystalline forms have 
been determined based on the same consensus 
sequence BK (HCVBK, genotype 1). (Biswal BK et 
al., 2005). 
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Fig. (8): HCV genome, structural and non structural 
proteins. 
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Fig. (9): HCV translation 

 
Replication 

Replication of HCV involves several steps. The 
virus replicates mainly in the hepatocytes of the liver, 
where it is estimated that daily each infected cell 
produces approximately fifty virions (virus particles) 
with a calculated total of one trillion virions generated. 
The virus may also replicate in peripheral blood 
mononuclear cells, potentially accounting for the high 
levels of immunological disorders found in chronically 
infected HCV patients. HCV has a wide variety of 
genotypes and mutates rapidly due to a high error rate 
on the part of the virus' RNAdependent RNA 
polymerase. The mutation rate produces so many 
variants of the virus it is considered a quasispecies 
rather than a conventional virus species. 
(Bartenschlager R et al., 2000) Entry into host cells 
occur through complex interactions between virions 
and cellsurface molecules CD81, LDL receptor, SR
BI, DCSIGN, Claudin1, and Occludin.(Zeisel, M et 
al., 2009) 

 
Fig. (10): A simplified diagram of the HCV 
replication cycle. 

 
Once inside the hepatocyte, HCV takes over 

portions of the intracellular machinery to replicate. 
(Lindenbach B et al., 2005) The HCV genome is 
translated to produce a single protein of around 3011 
amino acids. The polyprotein is then proteolytically 
processed by viral and cellular proteases to produce 
three structural (virionassociated) and seven 
nonstructural (NS) proteins. Alternatively, a frame 
shift may occur in the Core region to produce an 
Alternate Reading Frame Protein (ARFP).(Branch, A. 
D et al., 2005) HCV encodes two proteases, the NS2 
cysteine auto protease and the NS34A serine protease. 

The virus replicates on intracellular lipid 
membranes. (Dubuisson J et al., 2002) The 
endoplasmic reticulum in particular are deformed into 
uniquely shaped membrane structures termed 
'membranous webs'. These structures can be induced 
by sole expression of the viral protein NS4B.(Egger D 
et al., 2002) The core protein associates with lipid 
droplets and utilises microtubules and dyneins to alter 
their location to a perinuclear distribution. (Boulant S 
et al., 2008) 

Release from the hepatocyte may involve the 
very low density lipoproteinsecretory pathway. (Syed 
GH et al., 2010) 
Genotypes 

Based on genetic differences between HCV 
isolates, the hepatitis C virus species is classified into 
seven genotypes (1–7) with several subtypes within 
each genotype (represented by lowercased letters). 
(Nakano et al., 2011) Subtypes are further broken 
down into quasispecies based on their genetic 
diversity. Genotypes differ by 30–35% of the 
nucleotide sites over the complete genome. (Ohno O 
et al., 2007) The difference in genomic composition of 
subtypes of a genotype is usually 20–25%. Subtypes 
1a and 1b are found worldwide and cause 60% of all 
cases. 
Clinical importance 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

163 

Genotype is clinically important in determining 
potential response to interferonbased therapy and the 
required duration of such therapy. Genotypes 1 and 4 
are less responsive to interferonbased treatment than 
are the other genotypes (2, 3, 5 and 6). (Simmonds P 
et al., 2005) Duration of standard interferonbased 
therapy for genotypes 1 and 4 is 48 weeks, whereas 
treatment for genotypes 2 and 3 is completed in 24 
weeks. Sustained virological responses occur in 70% 
of genotype 1 cases, ~90% of genotypes 2 and 3, 
~65% of genotype 4 and ~80% of genotype 6 (Yu ML 
et al., 2009) 
Epidemiology 

Hepatitis C virus is predominantly a bloodborne 
virus, with very low risk of sexual or vertical 
transmission. (Shepard et al., 2005) Because of this 
mode of spread the key groups at risk are injecting 
drug users (IDUs), people who are transfused blood, 
recipients of blood products and sometimes patients on 
haemodialysis. Common setting for transmission of 
HCV is also intrahospital (nosocomial) transmission, 
when practices of hygiene and sterilization are not 
correctly followed in the clinic.(Alter et al., 2011) 
HCV manifestations 

Hepatitis C is an infectious disease affecting 
primarily the liver, caused by the hepatitis C virus 
(HCV). (Ryan KJ et al., 2004) The infection is often 
asymptomatic, but chronic infection can lead to 
scarring of the liver and ultimately to cirrhosis, which 
is generally apparent after many years. In some cases, 
those with cirrhosis will go on to develop liver failure, 
liver cancer, or lifethreatening esophageal and gastric 
varices.(Ryan KJ et al., 2004) 

The virus persists in the liver in about 85% of 
those infected. This chronic infection can be treated 
with medication. 
Signs and symptoms 
Acute infection 

Hepatitis C infection causes acute symptoms in 
15% of cases.(Maheshwari et al., 2008) Symptoms 
are generally mild and vague, including a decreased 
appetite, fatigue, nausea, muscle or joint pains, and 
weight loss. (Wilkins et al., 2010) and rarely does 
acute liver failure result. Most cases of acute infection 
are not associated with jaundice (Springer Verlag. 
2011) The infection resolves spontaneously in 10–
50% of cases, which occurs more frequently in 
individuals who are young and female. (Springer 
Verlag. 2011) 
Chronic infection 

About 80% of those exposed to the virus develop 
a chronic infection.(Nelson et al., 2011) This is 
defined as the presence of detectable viral replication 
for at least six months. Most experience minimal or no 
symptoms during the initial few decades of the 
infection. Chronic hepatitis C can be associated with 

fatigue and mild cognitive problems.(Forton et al., 
2005) Chronic infection after several years may cause 
cirrhosis or liver cancer. The liver enzymes are normal 
in 7–53%. Late relapses after apparent cure have been 
reported, but these can be difficult to distinguish from 
reinfection. (Nicot et al., 2004). 

Fatty changes to the liver occur in about half of 
those infected and are usually present before cirrhosis 
develops. Usually (80% of the time) this change 
affects less than a third of the liver. (El-Zayadi et al., 
2008) Worldwide hepatitis C is the cause of 27% of 
cirrhosis cases and 25% of hepatocellular carcinoma. 
About 10–30% of those infected develop cirrhosis 
over 30 years. (Wilkins et al., 2010) Cirrhosis is more 
common in those also infected with hepatitis B, 
schistosoma, or HIV, in alcoholics and in those of 
male gender. (Wilkins et al., 2010) In those with 
hepatitis C, excess alcohol increases the risk of 
developing cirrhosis 100fold.(Mueller et al., 2009) 
Those who develop cirrhosis have a 20fold greater 
risk of hepatocellular carcinoma. This transformation 
occurs at a rate of 1–3% per year. (Wilkins et al., 
2010) Being infected with hepatitis B in addition to 
hepatitis C increases this risk further.(Fattovich et al., 
2004) 

Liver cirrhosis may lead to portal hypertension, 
ascites (accumulation of fluid in the abdomen), easy 
bruising or bleeding, varices (enlarged veins, 
especially in the stomach and esophagus), jaundice, 
and a syndrome of cognitive impairment known as 
hepatic encephalopathy. Ascites occurs at some stage 
in more than half of those who have a chronic 
infection.(Zaltron et al., 2012). 
Extrahepatic complications 

The most common problem due to hepatitis C but 
not involving the liver is mixed cryoglobulinemia 
(usually the type II form) an inflammation of small 
and mediumsized blood vessels. (Iannuzzella et al., 
2010) Hepatitis C is also associated with the 
autoimmune disorder Sjögren's syndrome, a low 
platelet count, lichen planus, porphyria cutanea tarda, 
necrolytic acral erythema, insulin resistance, diabetes 
mellitus, diabetic nephropathy, autoimmune 
thyroiditis, and Bcell lymphoproliferative disorders. 
(Ko, HM; Hernandez-Prera et al., 2012) 
Thrombocytopenia is estimated to occur in 0.16% to 
45.4% of people with chronic hepatitis C. (Louie et 
al., 2011) 20–30% of people infected have rheumatoid 
factor a type of antibody. Possible associations 
include Hyde's prurigo nodularis and 
membranoproliferative glomerulonephritis. (Ray et al., 
2009) Cardiomyopathy with associated abnormal heart 
rhythms has also been reported. A variety of central 
nervous system disorders has been reported. Chronic 
infection seems to be associated with an increased risk 
of pancreatic cancer.(Xu, et al., 2013) 
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Occult infection 
Persons who have been infected with hepatitis C 

may appear to clear the virus but remain infected. 
(Sugden et al., 2012) The virus is not detectable with 
conventional testing but can be found with ultra
sensitive tests.(Carreño García et al., 2011) 

Several clinical pictures have been associated 
with this type of infection, it may be found in people 
with antihepatitisC antibodies but with normal serum 
levels of liver enzymes; in antibodynegative people 
with ongoing elevated liver enzymes of unknown 
cause; in healthy populations without evidence of liver 
disease; and in groups at risk for HCV infection 
including those on hemodialysis or family members of 
people with occult HCV. The clinical relevance of this 
form of infection is under investigation.(Carreño et 
al., 2008) The consequences of occult infection appear 
to be less severe than with chronic infection but can 
vary from minimal to hepatocellular carcinoma. 
(Carreño et al., 2008). 
Diagnosis of acute and chronic hepatitis C 

The diagnosis of acute and chronic HCV 
infection is based on the detection of HCV RNA by a 
sensitive molecular method (lower limit of detection 
<15 international units [IU]/ml). AntiHCV antibodies 
are detectable by enzyme immunoassay (EIA) in the 
vast majority of patients with HCV infection, but EIA 
results may be negative in early acute hepatitis C and 
in profoundly immunosuppressed patients. Following 
spontaneous or treatmentinduced viral clearance, anti
HCV antibodies persist in the absence of HCV RNA 
but may decline and finally disappear in some 
individuals (Robinson et al., 2008). 

The diagnosis of acute hepatitis C can be 
confidently made only if seroconversion to antiHCV 
antibodies can be documented, since there is no 
serological marker which proves that HCV infection is 
in the de novo acquired acute phase. Not all patients 
with acute hepatitis C will be antiHCVpositive at 
diagnosis. In these cases, acute hepatitis C can be 
suspected if the clinical signs and symptoms are 
compatible with acute hepatitis C (alanine 
aminotransferase [ALT] >10 times the upper limit of 
normal, jaundice) in the absence of a history of 
chronic liver disease or other causes of acute hepatitis, 
and/or if a likely recent source of transmission is 
identifiable. In all cases, HCV RNA can be detected 
during the acute phase although brief interludes of 
undetectable HCV RNA may occur (Sugden et al., 
2012). 
Ledipasvir 
Ledipasvir: The IUPAC name for ledipasvir is 
Methyl [(2S)1{(6S)6[5(9,9difluoro  7 { 2 [ 
(1R, 3 S, 4S)  2  {(2S)  2 [ (methoxycarbonyl) 
amino] 3 – methylbutanoyl }  2 azabicyclo [2. 2. 1 ] 
hept 3  yl] 1Hbenzimidazol6yl}9Hfluoren2

yl)1Himidazol2yl]5azaspiro[2.4]hept5yl}3
methyl1oxobutan2yl]carbamate.(lawitz et al., 
2012). 

It has a molecular formula of C49H54F2N8O6 
and a molecular weight of 889.00. It has the following 
structural formula: 

 
Fig. (15): ledipasvir chemical structure. 

 
Distribution 

Ledipasvir is >99.8% bound to human plasma 
proteins. After a single 90 mg dose of 14C]ledipasvir 
in healthy subjects, the blood to plasma ratio of 14 C
radioactivity ranged between 0.51 and 0.66. 
Metabolism 

In vitro, no detectable metabolism of ledipasvir 
was observed by human CYP1A2, CYP2C8, CYP2C9, 
CYP2C19, CYP2D6, and CYP3A4. 

Evidence of slow oxidative metabolism via an 
unknown mechanism has been observed. Following a 
single dose of 90 mg [14C]ledipasvir, systemic 
exposure was almost exclusively to the parent drug 
(>98%). Unchanged ledipasvir is the major species 
present in feces(lawitz et al., 2012). 
Elimination 

Following a single 90 mg oral dose of [14C]
ledipasvir, mean total recovery of the [14C]
radioactivity in feces and urine was approximately 
87%, with most of the radioactive dose recovered from 
feces (approximately 86%). Unchanged ledipasvir 
excreted in feces accounted for a mean of 70% of the 
administered dose and the oxidative metabolite M19 
accounted for 2.2% of the dose. These data indicate 
that biliary excretion of unchanged ledipasvir is a 
major route of elimination, with renal excretion being 
a minor pathway (approximately 1%). The median 
terminal halflife of ledipasvir following 
administration was 47 hours.(lawitz et al., 2012). 
Specific Populations 

Patients with Renal Impairment: The 
pharmacokinetics of ledipasvir were studied with a 
single dose of 90 mg ledipasvir in HCV negative 
subjects with severe renal impairment (eGFR <30 
mL/min by CockcroftGault). No clinically relevant 
differences in ledipasvir pharmacokinetics were 
observed between healthy subjects and subjects with 
severe renal impairment. 
Mechanism of Action 

Ledipasvir is an inhibitor of the HCV NS5A 
protein, which is required for viral replication. 
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Resistance selection in cell culture and cross
resistance studies indicate ledipasvir targets NS5A as 
its mode of action. 

Ledipasvir is not used alone, instead it is used as 
drug combination with sofosbuvir as a trade name 
drug called HARVONI. 

HARVONI is a twodrug fixeddose combination 
product that contains 90 mg of ledipasvir and 400 mg 
of sofosbuvir in a single tablet. The recommended 
dosage of HARVONI is one tablet taken orally once 
daily with or without food. 
Adverse Reactions: 

The most common adverse reactions (≥10%) 
were fatigue and headache in subjects treated with 8, 
12, or 24 weeks of HARVONI. 

The proportion of subjects who permanently 
discontinued treatment due to adverse events was 0%, 
<1%, and 1% for subjects receiving HARVONI for 8, 
12, and 24 weeks, respectively. 
Laboratory Abnormalities: 

Bilirubin Elevations: Bilirubin elevations of 
greater than 1.5xULN were observed in 3%, <1%, and 
2% of subjects treated with HARVONI for 8, 12, and 
24 weeks, respectively. 

Lipase Elevations: Transient, asymptomatic 
lipase elevations of greater than 3xULN were 
observed in <1%, 2%, and 3% of subjects treated with 
HARVONI for 8, 12, and 24 weeks, respectively. 

Creatine Kinase: Creatine kinase was not 
assessed in Phase 3 trials of HARVONI. Isolated, 
asymptomatic creatine kinase elevations (Grade 3 or 
4) have been previously reported in subjects treated 
with sofosbuvir in combination with ribavirin or 
peginterferon/ribavirin in other clinical trials. 
Cardiac Disorders 

Serious symptomatic bradycardia has been 
reported in patients taking amiodarone who initiate 
treatment with HARVONI(lawitz et al., 2012). 

 

 
 

Ombitasvir, Paritaprevir, and Ritonavir 
Ombitasvir, Paritaprevir, and Ritonavir, 

Dasabuvir Tablets (Viekira™ Pak). 
The FDA has approved the fourth new product 

for the treatment of chronic hepatitis C (HCV) 
infection since November 2013. The latest is a four 
fixeddrug combination (3DAA) that includes 

paritaprevir, a nonstructure 3/4A protease inhibitor, 
ombitasvir, an inhibitor of the NS5A replication 
complex, and copackaged with dasabuvir, a 
nonnucleoside NS5B polymerase inhibitor. The 
plasma levels of paritaprevir is boosted with ritonavir, 
a CYP3A inhibitor to permit oncedaily dosing. The 
combination is marketed by AbbVie, Inc. as Viekira 
Pak. 
Indications 

3DAA is indicated for the treatment of chronic 
HCV genotype 1 infections, including patients with 
compensated cirrhosis. 1 Coadministration with 
ribavirin may be required based on the genotype of the 
infection and presence of cirrhosis. 
Dosage 

The recommended dose is two tablets 
(ombitasvir, paritaprevir, and ritonavir) once daily in 
the morning and one tablet of dasabuvir twice daily in 
the morning and evening. The duration of treatment is 
12 weeks for genotype 1a without cirrhosis and 
genotype 1b with or without cirrhosis. The duration is 
24 weeks in patients with genotype 1a with cirrhosis. 
Coadministration with ribavirin is recommended for 
genotype 1a patients with and without cirrhosis and 
genotype 1b patients with cirrhosis. The tablets may 
be taken without regard to meals. 

3DAA is available as ombitasvir 12.5 mg, 
paritaprevir 75 mg, and ritonavir 50 mg in one tablet 
and dasabuvir 250 mg in a separate tablet. 
Potential Advantages 

Provides a new effective treatment option for 
treating HCV. 
Potential Disadvantages 

The presence of ritonavir increases the risks of 
drugdrug interactions with CYP3A isoenzyme
metabolized drugs. Drugs that are contraindicated with 
ritonavir include anticonvulsants (carbamazepine), 
statins (simvastatin), and antimycobacterials 
(rifampin). Other drugs may be affected to a lesser 
degree, and may require dose adjustments. The pill 
burden is slightly higher compared to 
sofosbuvir/ledipasvir (one tablet daily). The new 
combination requires ribavirin for genotype 1a and 
genotype 1b with cirrhosis. The most frequently 
reported adverse events were fatigue, nausea, pruritus, 
other skin reactions, insomnia, and asthenia.(Viekira 
Pak 2014) 
Comment 

3DAA was evaluated in six clinical trials.2
6 These include treatmentnaïve genotypes 1a 
infections and 1b without cirrhosis, genotypes 1a and 
1b treatmentexperienced without cirrhosis, and 
treatmentexperienced and treatmentnaïve genotype 
1a and 1b with cirrhosis. The primary efficacy 
endpoint was a sustained virologic response (HCV 
RNA level < 25 IU/mL) at posttreatment week 12 
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sustained virological response (SVR12). 3DAA with 
ribavirin achieved SVR12 of 96% in treatment
experienced (peginterferon/ribavirin) and treatment
naïve subjects without cirrhosis.2,3 In treatmentnaïve 
subjects, SVR12 was similar with or without ribavirin 
for genotype 1b (99%) and slightly more effective 
with ribavirin for 1a (97% vs. 90%).5 In subjects with 
cirrhosis, 3DAA with ribavirin achieved SVR12 of 
92% for 12 weeks and 93% for 24 weeks of treatment 
for type genotype 1a in treatmentnaïve subjects and 
100% for genotype 1b for both durations.6 For those 
previously treated with peginterferon/ribavirin, SVR12 
were 86% and 94% for genotype 1a, and 98% and 
100%, respectively. Previous null responders with 
genotype 1a showed a lower response: 80% for 12 
weeks compared to 93% for 24 weeks. For treatment
experienced genotype 1b without cirrhosis, SVR12 
without ribavirin was noninferior to treatment with 
ribavirin. 4 In two other studies, 3DAA achieved 
SVR12 of 92% in subjects coinfected with HIV1 and 
97% in selected liver transplant subjects. (Viekira Pak 
2014) 
Simeprevir 
Name of the Medicine 

The chemical name of simeprevir is 
(2R,3aR,10Z,11aS,12aR,14aR)N
(cyclopropylsulfonyl)2[[2(4isopropyl1,3thiazol
2yl)7methoxy8methyl4 quinolinyl]oxy]5
methyl4, 14dioxo2, 3, 3a, 4, 5, 6, 7, 8, 9, 11a, 12, 
13, 14, 14a
tetradecahydrocyclopenta[c]cyclopropa[g][1,6]diazacy
clotetradecine12a(1H)carboxamide. 

Simeprevir has the following chemical structure: 
 

 
Fig. (14): Simeprevir chemical structure 
Molecular formula: C38H47N5O7S2 
Molecular weight: 749.94 
 

Pharmacology 
Pharmacodynamics 
Pharmacotherapeutic group: Directacting antiviral 
Mechanism of action 

Simeprevir is an inhibitor of the Hepatitis C 
Virus (HCV) NS3/4A protease which is essential for 
viral replication. (Jacobsen IM et al 2014). In a 
biochemical assay, simeprevir inhibited the proteolytic 
activity of recombinant genotype 1a and 1b HCV 
NS3/4A proteases. 

Class and Mechanism: Simeprevir is a NS3/4A 
hepatitis C virus (HCV) protease inhibitor. 
FDA Status: Simeprevir was approved by the U.S. 
FDA on November 22, 2013 for the treatment of 
individuals with genotype 1 chronic hepatitis C as a 
component of combination therapy with peginterferon
alfa and ribavirin.(FDA 2013) On November 5, 2014, 
the U.S. FDA approved the use of simeprevir in 
combination with sofosbuvir for patients with 
genotype 1 chronic hepatitis C. 
Indications: Simeprevir is indicated as a component 
of combination antiviral treatment for patients with 
chronic hepatitis C genotype 1 infection. Simeprevir is 
approved for use with (a) peginterferonalfa and 
ribavirin or (b) in combination with sofosbuvir. 

Several limitation exist for the use of simeprevir: 

 Simeprevir should not be used as 
monotherapy. 

 Simeprevir is not recommended for use in 
patients who have previously failed treatment for 
hepatitis C with a regimen that included simeprevir or 
another HCV protease inhibitor. 

 Simeprevir is not recommended for use in 
patients with severe hepatic impairment (ChildPugh 
Class C) because of substantial increases in simeprevir 
levels in this setting. 
Simeprevir in Combination with Peginterferon-alfa 
and Ribavirin: 

 Treatmentnaive and prior relapsers: 12 
weeks of simeprevir in combination with 
peginterferonalfa and ribavirin followed by an 
additional 12 weeks of peginterferonalfa and ribavirin 

 Prior nonresponders (including partial and 
null responders): 12 weeks of simeprevir in 
combination with peginterferonalfa and ribavirin 
followed by an additional 36 weeks of peginterferon
alfa and ribavirin 
Simeprevir in Combination with Sofosbuvir: 

 Treatmentnaive or treatment experienced 
patients without cirrhosis: 12 weeks of simeprevir and 
sofosbuvir 

 Treatmentnaive or treatment experienced 
patients with cirrhosis: 24 weeks of simeprevir and 
sofosbuvir 
Simeprevir in Patients with Renal or Hepatic 
Impairment: 

 The dose of simeprevir does not need 
adjusting in patients with mild, moderate, or severe 
renal insufficiency. 

 Since simeprevir is highly proteinbound, 
dialysis is unlikely to significantly impact simeprevir 
levels. 
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 The dose of simeprevir does not need 
adjusting in patients with mild hepatic impairment 
(ChildPugh Class A). 

 Simeprevir is metabolized primarily in the 
liver and patients with moderate or severe hepatic 
impairment (ChildPugh Class B or C) would be 
expected to have higher levels of simeprevir. No 
dosing recommendation for simeprevir is given for 
patient with moderate to severe hepatic impairment. 
Clinical Use: Simeprevir is FDAapproved only for 
patients with genotype 1 infection. The duration of 
therapy with simeprevir plus peginterferon and 
ribavirin depends on prior treatment experience and 
prior response to treatment (Jacobsen IM et al 2014). 
Duration of therapy is not based on response guided 
therapy, but continuation of therapy assumes the 
patient does not meet stopping rules: 
Adverse Effects: The most common adverse effects 
attributable to simeprevir are rash (including a 
potentially serious photosensitivity reaction), pruritus, 
and nausea. (Forns X et al., 2014) 

 The photosensitivity reaction that can occur 
with simeprevir most often has an onset during the 
first 4 weeks of therapy, but can develop at any time 
on treatment 

 Patients taking simprevir should limit sun 
exposure, use protective sun exposure measures, and 
avoid use of any tanning device. 

 If a photosensitivy rash does occur while 
taking simeprevir, discontinuation of simeprevir 
should be considered and the patient should have close 
monitoring until the rash has resolved. 

 Rash not related to photosensivity can also 
occur and similar to the photosensitivity rash most 
often develops during the first 4 weeks of therapy. 

 Simeprevir contains a sulfonamide moiety, 
but insufficient data exist to know the risk of taking 
simeprevir in persons with a prior "sulfa allergy". 

 Simeprevir is pregnancy category C. 
Clinical study examining QT interval 

The effect of simeprevir 150 mg once daily and 
350 mg once daily for 7 days on the QT interval was 
evaluated in a randomized, doubleblind, placebo and 
positivecontrolled (moxifloxacin 400 mg once daily), 
4way crossover study in 60 healthy participants. No 
meaningful changes in QTc interval were observed 
with either the recommended dose of 150 mg once 
daily or the supratherapeutic dose of 350 mg once 
daily (Moreno C et al., 2013). 
Metabolism 

Simeprevir is metabolized in the liver. In vitro 
experiments with human liver microsomes indicated 
that simeprevir primarily undergoes oxidative 
metabolism by the hepatic CYP3A system. 
Involvement of CYP2C8 and CYP2C19 cannot be 
excluded. 

For information on the effects of CYP inhibitors 
or inducers on the pharmacokinetics of simeprevir and 
information on the inhibition potential of simeprevir 
on CYP enzymes. 

Following a single oral administration of 200 mg 
14Csimeprevir to healthy participants, the majority of 
the radioactivity in plasma (up to 98%) was accounted 
for by unchanged drug and a small part of the 
radioactivity in plasma was related to metabolites 
(none being major metabolites). Metabolites identified 
in faeces were formed via oxidation at the macrocyclic 
moiety or aromatic moiety or both and by 
Odemethylation followed by oxidation. 
Elimination 

Elimination of simeprevir occurs via biliary 
excretion. Renal clearance plays an insignificant role 
in its elimination. Following a single oral 
administration of 200 mg 14Csimeprevir to healthy 
participants, on average 91% of the total radioactivity 
was recovered in faeces. Less than 1% of the 
administered dose was recovered in urine. Unchanged 
simeprevir in faeces accounted for on average 31% of 
the administered dose. 

The terminal elimination halflife of simeprevir 
was 10 to 13 hours in healthy participants and 41 
hours in HCVinfected patients receiving 200 mg 
simeprevir. 
Additional information on special populations 
Paediatrics (below 18 years of age) 

Studies characterising the pharmacokinetics of 
simeprevir in paediatric patients have not been 
performed. 
Elderly (above 65 years of age) 

There is limited data on the use of simeprevir in 
patients older than 65 years. Age (1873 years) had no 
clinically meaningful effect on the pharmacokinetics 
of simeprevir based on a population pharmacokinetic 
analysis of HCVinfected patients treated with 
simeprevir. No dose adjustment of simeprevir is 
required in elderly patients. 
Renal impairment 

Renal elimination of simeprevir is negligible. 
Compared to healthy participants with normal renal 
function (classified using the Modification of Diet in 
Renal Disease [MDRD] eGFR formula; eGFR 
≥ 80 mL/min), the mean steadystate AUC of 
simeprevir was 62% higher in participants with severe 
renal impairment (eGFR below 30 mL/min).  
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Specific Drug Interactions: 

Digoxin 
Increased digoxin levels expected, monitor digoxin levels during concurrent 
therapy 

Antiarrhythmics such as amiodarone, disopyramide, 
flecainide, mexilitine, propafenone, quinidine 

Mild increases in antiarrhythmic concentrations expected. Use with caution, 
monitor levels if available 

Anticonvulsants such as carbamazepine, 
oxcarbazepine, phenobarbital, phenytoin 

Reduced levels of simeprevir expected; do not coadminister 

Erythromycin, clarithromycin, telithromycin Increased macrolide concentrations expected. Do not coadminister 
Antifungals such as itraconazole, Fluconazole, 
ketoconazole, posaconazole, voriconazole 

Increased simeprevir concentrations expected. Do not coadminister 

Antimycobacterials such as rifampin, rifabutin, 
rifapentine 

Reduced simeprevir concentrations expected. Do not coadminister. 

Calcium Channel Blockers such as amlodipine, 
diltiazem, felodipine, nicardipine, nifedipine, 
nisoldipine, verapamil 

Increased calcium channel blocker concentrations expected. Caution when 
used together, monitor closely. 

Corticosteroid, dexamethasone Decreased simeprevir concentrations expected. Do not co administer.‐  
Milk Thistle Increased simeprevir concentrations expected. Do not coadminister. 
St. John’s Wort Decreased simeprevir concentrations expected. Do not coadminister. 
Cobicistat (contained in Stribild) Increased simeprevir concentrations expected. Do not coadminister. 
Efavirenz, etravirine, nevirapine Decreased simeprevir concentrations expected. Do not coadminister. 
Ritonavir boosted and un boosted‐  protease 
inhibitors 

Increased simeprevir concentrations expected. Do not co administer‐  with 
any HIV protease inhibitor, whether boosted with ritonavir or unboosted. 

Atorvastatin Use lowest dose of atorvastatin, but do not to exceed 40mg daily. 
Lovastatin, pitavastatin, pravastatin Use lowest dose of lovastatin, pitavastatin, pravastatin; titrate carefully. 
Rosuvastatin Initiate rosuvastatin with 5mg daily, titrate, but do not exceed 10mg daily. 
Simvastatin Use lowest dose of simvastatin, titrate carefully. 
Immunosuppressants such as cyclosporine, 
tacrolimus, sirolimus 

Routine monitoring of immunosuppressant drug levels recommended. 

PDE 5‐  inhibitors 
No dosage adjustment recommended when used for erectile dysfunction, 
however when used for pulmonary arterial hypertension, consider lowest 
dose and titrate as needed. 

Midazolam (oral administration) 
Increased midazolam concentrations expected, caution when used together, 
monitor for excess sedation 

Triazolam (oral administration) 
Increased triazolam concentrations expected, caution when used together, 
monitor for excess sedation 

 
In a population pharmacokinetic analysis of mild 

or moderate renally impaired HCVinfected patients 
treated with simeprevir 150 mg once daily, creatinine 
clearance was not found to influence the 
pharmacokinetic parameters of simeprevir. It is 
therefore not expected that renal impairment will have 
a clinically relevant effect on the exposure to 
simeprevir, and no dose adjustment of simeprevir is 
needed in patients with mild, moderate or severe renal 
impairment. The safety and efficacy of simeprevir 
have not been studied in HCVinfected patients with 
severe renal impairment or endstage renal disease, 
including patients requiring dialysis.(Moreno C et al., 
2013). 

As simeprevir is highly bound to plasma 
proteins, it is unlikely that it will be significantly 
removed by dialysis 
Hepatic impairment 

Simeprevir is primarily metabolized by the liver. 
Compared to healthy participants with normal 

hepatic function, the mean steadystate AUC of 
simeprevir was 2.4fold higher in participants with 

moderate hepatic impairment (ChildPugh Class B) 
and 5.2fold higher in participants with severe hepatic 
impairment (ChildPugh Class C). In clinical trials, 
higher simeprevir exposures have been associated with 
a higher incidence of adverse reactions, including rash 
(any type), pruritus and increased bilirubin. In 
addition, the safety and efficacy of simeprevir have 
not been studied in HCVinfected patients with 
moderate or severe hepatic impairment (ChildPugh 
Class B or C). 
Major Drug Interactions: Simeprevir is primarily 
metabolized via CYP3A enzymes and thus 
administering simeprevir with medications that have 
moderate or strong induction of CYP3A may 
significantly reduce levels of simeprevir (examples 
include rifampin, St. John's Wort, and most 
anticonvulsants Among patients on a triple therapy, 
simeprevircontaining regimen who failed to achieve a 
sustained virologic response at 12 weeks post
treatment (SVR12), more than 90% developed 
emergent NS3/4 protease mutations. 
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Clinical trials in genotype 4 chronic HCV infection: 
RESTORE: 

The RESTORE trial is a openlabel phase 3 trial 
that addresses the efficacy of simeprevir (150 mg once 
daily) with peginterferon and ribavirin for treatment
naive and treatment experienced patients with 
genotype 4 chronic HCV infection. All patients 
received 12 weeks of simeprevir and all received 24 or 
48 weeks of peginterferon plus ribavirin (Moreno C et 
al., 2013). Patients who were treatmentnaive or who 
failed prior therapy with relapse were eligible to 
receive the shorter (24 week course of peginterferon 
and ribavirin) if they met response guided therapy 
criteria. The interim results for this trial is available 
for 61 of the 106 enrolled patients. Overall, 85% of 
these patients with genotype 4 infected achieved an 
SRV12. The SVR12 rates were excellent with 
treatment naive (88%) and experienced with prior 
relapse (91%). Very small numbers of patients with 
prior partial response (n = 3) or prior null response (n 
= 5) had completed the study(Moreno C et al., 2013).. 

The proportion of patients who discontinued all 
treatment due to an adverse event was 3%. The 
proportion of patients who discontinued simeprevir 
due to an adverse event was 1%. 
Clinical Implications 

The new 3DAA adds a second interferonfree, 
12week, all oral regimen for the treatment of HCV 
genotype 1. The SVR12s are very similar to Gilead’s 
sofosbuvir/ledipasvir (Harvoni) which was approved 
in October 2014. The current The American 
Association for the Study of Liver Diseases (AASLD) 
and the Infectious Diseases Society of America 
(IDSA) recommendations lists 3DAA as alternative 
to sofosbuvir/ledipasvir for genotypes 1a and 1b 
(treatmentnaïve and peginterferon/ribavirin failures), 
and genotype 4. This sets up a potential competition 
between AbbVie and Gilead for this lucrative market. 
Currently the wholesale cost for 3DAA is $27,773 for 
28 days compared to $31,500 or sofosbuvir/ledipasvir. 
However with the exception of genotype 1b without 
cirrhosis, ribavirin is required for 3DAA at an 
additional cost of approximately $200 for 28 days. In 
addition, genotype 1a with cirrhosis requires 24 weeks 
of treatment compared to 12 weeks for 
sofosbuvir/ledipasvir. 
Sofosbuvir 

Sofosbuvir, a NS5B polymerase inhibitor in the 
treatment of hepatitis C: a review of its clinical 
potential. 

Sofosbuvir (GS7977) is a HCV NS5B 
nucleotide polymerase inhibitor that has now been 
evaluated extensively in phase II and III interferon
free clinical trials. Sofosbuvir has a pangenotypic 
effect on HCV, although viral genotypespecific 
differences in sustained virological response (SVR) 

have emerged in phase III clinical trials. Sofosbuvir 
has been studied both as dual therapy with ribavirin 
and also as triple therapy with either NS5A inhibitors 
or a protease inhibitor. High rates of SVR have been 
reported with these interferonfree combinations, 
particularly with genotypes 1 and 2, and the safety 
profile has been very favourable in both cirrhotic and 
noncirrhotic patients, without issues of viral 
resistance. Interferonfree, oncedaily treatment of 
HCV is now becoming a reality. 

Sofosbuvir, also known as GS7977 (and 
previously known as PSI7977), is a nucleotide 
inhibitor of NS5B and this review will consider its 
clinical potential as a promising drug for the treatment 
of HCV infection. 
Pharmacology of sofosubuvir: 

Sofosbuvir is a prodrug of 2’deoxy2’fluoro2’
Cmethyluridine monophosphate that is converted 
within hepatocytes to its active uridine triphosphate 
form, causing chain termination during replication of 
the viral genome (Murakami et al. 2010). In vitro, the 
active triphosphate inhibits recombinant NS5B 
polymerases from HCV genotypes 14 with similar 
half maximum inhibitory concentration values for 
each genotype, indicating broad activity across HCV 
genotypes (Lam et al., 2012). 
The chemistry of sofosbuvir: 

2((5(2,4dioxo3,4dihydro2Hpyrimidin1
yl)4fluoro3hydroxy4 methyltetrahydrofuran2
ylmethoxy)phenoxyphosphorylamino) propionic acid 
isopropyl ester It has a molecular formula of 
C22H29FN3O9P and a molecular weight of 529.45. It 
has the following structural formula: (Herbst and 
Reddy, 2013) 

 
Fig. (13): Sofosbuvir chemical structure. 
 
Sofosbuvir is primarily eliminated from the body 

via the kidney as GS331007 (formerly called PSI
6206), an inactive nucleoside metabolite. Singledose 
pharmacokinetics of sofosbuvir were studied in 
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subjects with normal renal function (estimated 
glomerular filtration rate (eGFR) > 80 ml/min), mild 
(eGFR 50–80 ml/min), moderate (eGFR 30–49 
ml/min) and severe (eGFR < 30 ml/min) renal 
impairment. The area under the curve (AUC) of GS
331007 and, to a lesser extent, sofosbuvir increased 
with decreased renal status. There was a linear 
relationship between GS331007 renal clearance and 
creatinine clearance. 

In a study of hepatic impairment, HCVinfected 
subjects with moderate hepatic impairment were 
administered sofosbuvir 400 mg QD for 7 days; 
sofosbuvir was generally well tolerated and resulted in 
similar systemic exposure to GS331007 as 
noncirrhotic subjects. Significant declines in HCV 
RNA were observed in all subjects over 7 days of 
dosing (Lawitz et al. 2012). Therefore, dose 
modifications are not required in hepatic impairment. 

There is no clinically significant interaction of 
sofosbuvir with food, or with co administration of 
methadone, cyclosporine or tacrolimus (Denning et 
al. 2011; Mathias et al. 2012) 
Clinical trial data 
Proton 

PROTON was a doubleblind, randomized, 
placebocontrolled, doseranging phase II study that 
demonstrated that sofosbuvir was highly effective 
against genotypes 1, 2 and 3 HCV when used in 
combination with peginterferon and ribavirin as 12
week triple therapy, followed by additional 
peginterferon and ribavirin in the genotype 1 patients, 
with SVR12 results greater than 90% in all sofosbuvir
containing arms of the study (Lawitz et al. 2013c). 
Phase II studies of sofosbuvir: 
Atomic 

The ATOMIC study explored shorter treatment 
durations of sofosbuvirbased triple therapy, and 
randomized 316 treatmentnaïve patients with 
genotype 1 HCV into three treatment arms that 
included sofosbuvir 400 mg plus peginterferon and 
ribavirin therapy of 12 or 24 weeks duration, and one 
arm who received sofosbuvir triple therapy for 12 
weeks, and then subjects were randomized to receive a 
further 12 weeks of sofosbuvir alone or with ribavirin 
(Kowdley et al. 2013). A total of 11 patients with 
genotype 4 and 5 patients with genotype 6 were also 
included in cohort B of the study. SVR rates remained 
greater than 90% in all arms of this study, with 
minimal differences in SVR seen in patients with 
factors traditionally associated with reduced response 
to interferonbased therapy such as high baseline viral 
load, patients with nonCC IL28B genotypes or 
bridging fibrosis on liver biopsy (Kowdley et al. 
2013). The findings also suggested that there was no 
additional benefit from extending sofosbuvir triple 
therapy beyond 12 weeks. 

Electron 
Following on from PROTON and ATOMIC, the 

ELECTRON study evaluated sofosbuvir in interferon
sparing and interferonfree regimens for the treatment 
of HCV infection in noncirrhotic patients. In the initial 
cohort, 40 treatmentnaïve patients with genotype 2 or 
3 HCV were randomized to four groups, all containing 
sofosbuvir 400 mg/day and weightbased ribavirin. 
Three of the groups also received peginterferon for 4, 
8 or 12 weeks. All 40 patients had a SVR at week 24, 
irrespective of whether or not they received 
peginterferon (Gane et al. 2013). Two additional 
cohorts of patients with genotype 2 or 3 infection 
received either sofosbuvir monotherapy for 12 weeks, 
resulting in 60% SVR24, or sofosbuvirbased triple 
therapy for 8 weeks, with 100% SVR24. 

Later cohorts of ELECTRON explored 
sofosbuvir/ribavirin in treatmentexperienced patients 
with genotypes 2 and 3 and also cohorts with shorter 
durations of treatment and lower doses of ribavirin 
(Clinical Trials.gov identifier: NCT01260350), 
although these results have only been partially 
published in abstract form (Gane et al. 2012), and 
weightbased ribavirin dosing has been used for 
ongoing clinical development with sofosbuvirdual 
therapy. Patients with genotype 1 HCV were also 
treated with triple therapy combinations of 
sofosbuvir/ribavirin and additional DAA drugs 
including the NS5A inhibitor ledipasvir (LDV; GS
5885) in a oncedaily fixed dose combination, or the 
HCV NS5B nonnucleoside inhibitor GS9669. With 
both of these triple therapy combinations, excellent 
SVR rates have been reported in both treatmentnaïve 
patients and also null responders who are traditionally 
resistant to other forms of DAA triple therapy with 
firstgeneration protease inhibitors (Gane et al. 
2013a; Gane et al. 2013b). 
Lonestar 

The LONESTAR study continued to evaluate 
different lengths of therapy (8 or 12 weeks) with the 
fixeddose combination of sofosbuvir and ledipasvir 
with or without ribavirin in patients with genotype 1 
HCV. Cohorts included both treatmentnaïve GT1 
patients, and also 40 patients who had previously 
failed therapy with an HCVspecific protease 
inhibitorbased regimen. Half of these patients had 
compensated cirrhosis. SVR4 rates of at least 95% in 
all cohorts have been reported in a recent Gilead press 
release (Gilead Sciences, 2013), and phase III trials 
are planned with the fixeddose combination of 
sofosbuvir and ledipasvir. 
Sofosbuvir in genotype 4: 
Ruaneet al. 2014: 

Drug regimen: Sofosbuvir (400 mg) +weight
based RBV (1000–1200mg) for 12 or 24 weeks in 
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populations Born in Egypt, with both maternal and 
paternal Egyptian ancestry 

Naeive: n=28 
Experienced n=32 

Results: 
Treatmentnaeive: 
12weeks: 79% 
24weeks: 100% 
Treatmentexperienced: 
12weeks: 59% 
24 weeks: 87% 

Esmat et al.,(2014) Sofosbuvir (400 mg) +weight
based RBV (1000–1200mg) 

12or 24 N=103 
Naeive: 48% 
Cirrhosis: 17% 
Treatmentnaeive: 
12weeks: 84% 
24weeks: 92% 
Treatmentexperienced: 
12weeks: 70% 
24weeks: 89% 
Cirrhotics: 
24weeks: 63% 
24weeks: 78% 
Noncirrhotics: 
24weeks: 80% 
24 weeks: 93% 

Everson et al.,(2014) Sofosbuvir 400 mg +GS5816 
(25 or 100 mg)12Naeive, No cirrhosis. 

n=7:7 
87 %for GS5816 25 mg 
for GS5816 100 mg 100% 

Daclatasvir and sofosbuvir 
Two clinical trials have evaluated sofosbuvir in 

combination with the NS5A inhibitor daclatasvir. The 
first trial reported was of treatmentnaïve patients with 
HCV genotypes 1, 2 and 3 who were randomized to 
daclatasvir plus sofosbuvir with or without ribavirin 
for a total treatment duration of 24 weeks although 
some arms had a 1week sofosbuvir leadin phase 
before the daclatasvir was added. SVR12 was 
achieved in 100% of genotype 1 patients and 86–
100% of patients in the genotype 2/3 cohort 
(Sulkowski et al., 2012). 

The combination of daclatasvir and sofosbuvir 
has also been evaluated in 41 HCV genotype 1 
patients who had previously failed proteaseinhibitor
based triple therapy with either telaprevir or 
boceprevir and were treated with 24 weeks of 
sofosbuvir plus daclatasvir, with or without ribavirin 
(Sulkowski et al., 2013).Impressively, SVR12 rates of 
95–100% were obtained, whether or not the 
combination included ribavirin, demonstrating that 
this combination of sofosbuvir with an NS5A inhibitor 

is an effective therapy even in people with NS3A 
protease inhibitor resistance. 
Cosmos 

The COSMOS study is evaluating a oncedaily 
regimen of the NS3/4A protease inhibitor simeprevir 
(TMC435) plus sofosbuvir with or without ribavirin 
for 12 or 24 weeks in HCV genotype 1 patients. 
Cohort 1 consists of patients with prior null response 
to peginterferon with mild to moderate fibrosis, and 
preliminary results from the 12week cohort have been 
recently presented showing SVR4 rates of 96% and 
93% for patients with and without ribavirin, 
respectively (Lawitz et al., 2013b).Cohort 2 includes 
both peginterferon null responders and treatmentnaïve 
patients with advanced fibrosis and a recent press 
release reports SVR4 results of 96–100% in the 12
week group (Medivir, 2013). 
Phase III trials of sofosbuvir 

Four phase III trials of sofosbuvir have been 
published to date, all evaluating sofosbuvir 400 mg 
plus ribavirin (weightbased dosing) for at least 12 
weeks in patients with chronic HCV 

In the FISSION study, 499 treatmentnaïve 
patients with genotype 2 or 3 HCV were randomized 
to sofosbuvir 400 mg plus ribavirin for 12 weeks or 
peginterferon plus ribavirin for 24 weeks in a 
noninferiority trial. In this trial, despite a marked 
difference in the RVR rates (99% versus 67%, 
respectively), the SVR12 rates were identical at 67% 
(Lawitz et al., 2013d). Notably, in this study there 
was a marked difference in response rates between 
patients with genotype 2 (97% SVR 12) and genotype 
3 (56% SVR12) HCV, and between cirrhotic (47% 
SVR12) and noncirrhotic (72% SVR12) patients. 

The NEUTRINO study was a 12week open 
label study of sofosbuvir plus ribavirin in treatment 
naive patients with HCV genotype 1, 4, 5 or 6 (of 
whom 98% had genotype 1 or 4). SVR12 rates of 90% 
were observed overall, with 81% response rates in 
genotype 1 with cirrhosis. These cirrhotic patients also 
had extremely low rates of treatment discontinuation 
of only 2%, suggesting that this combination is safe 
and extremely well tolerated even in cirrhotic patients 
(Lawitz et al., 2013d). 
Potential for sofosbuvir in liver transplantation 

One obvious clinical need is for data regarding 
safety and efficacy of sofosbuvir in patients who have 
decompensated chronic liver disease, are peri
transplant or postlivertransplant. The excellent safety 
data to date and the lack of significant drug 
interactions makes sofosbuvir an appealing choice to 
be studied in these groups. To date there is one case 
report published of a patient with severe recurrent 
cholestatic hepatitis C, 6 months posttransplant, who 
was effectively rescued and achieved SVR with 
treatment with sofosbuvir and daclatasvir in 
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combination (Fontana et al., 2013). This is promising, 
and results of future trials of sofosbuvir in these types 
of patient groups are awaited with interest. 
Adverse events 

Treatment discontinuations because of adverse 
events have been uncommon in these sofosbuvirbased 
interferonfree treatment regimens. In phase III trials, 
treatment discontinuation rates of 1–2% were seen in 
the sofosbuvir plus ribavirin cohorts, as compared 
with 11% among patients receiving peginterferon–
ribavirin for 24 weeks. Adverse events associated with 
ribavirin therapy (fatigue, insomnia and anaemia) were 
commonly reported, and headache was also frequently 
reported. Haematologic abnormalities were more 
common among patients who received interferon than 
among patients who did not in FISSION and 
ELECTRON (Gane et al. 2013c; Lawitz et al., 
2013d). Neutropenia and thrombocytopenia were not 
generally seen in groups who did not receive 
interferon. Depression is a common side effect of 
interferon therapy, and in the FISSION study, 
occurred in 14% of patients receiving peginterferon, as 
compared with 5% of patients receiving sofosbuvir 
plus ribavirin. In a recent analysis of the impact of 
HCV treatment on quality of life, in the FISSION and 
POSITRON trials, sofosbuvir plus ribavirin was 
associated with better healthrelated quality of life 
than peginterferon plus ribavirin, and was similar to 
patients not receiving active treatment. Achieving 
SVR on sofosbuvir plus ribavirin was also associated 
with improvement in healthrelated quality of life 
(Younossi et al., 2013). 
Viral resistance 

Viral mutations in the HCV NS3 and NS5B 
regions have been associated with resistance to 
protease and nonnucleoside inhibitors, and can be 
present even in previously untreated patients with 
HCV infection. The S282T mutation has been 
identified as the common mutation selected in replicon 
studies with sofosbuvir, and this change can confer 
resistance to sofosbuvir (Lam et al., 2012); however, 
this mutation is not generally present in untreated 
patients with HCV, and has very poor replicative 
fitness (Kuntzen et al., 2008).In the initial large phase 
II and III studies involving sofosbuvir the S282T 
mutation was not detected on deepsequencing assays 
in any patient receiving sofosbuvir and is in marked 
contrast with the rapid emergence of viral resistance 
that has been observed with other classes of DAA in 
patients who had breakthrough during treatment or 
relapse after completion of therapy (Gane et al., 
2013c; Jacobson et al., 2013; Lawitz et al., 2013d). 
Conclusions and future directions 

Although sofosbuvir is by no means one of the 
first DAA drugs to reach phase III clinical trials, the 
collective trial data for sofosbuvir do represent a 

significant paradigm shift in the management of HCV 
infection. With sofosbuvirbased regimens, successful 
interferonfree treatment of HCV is now achievable 
across multiple genotypes (Jacobson et al., 2013; 
Lawitz et al., 2013d). 
Sovaprevir 

Sovaprevir (ACH1625) is an experimental drug 
designed to treat the hepatitis C virus. It is under 
development by Achillion Pharmaceuticals. 

Sovaprevir received Fast Track status from the 
U.S. Food and Drug Administration (FDA) in 2012. 

 
Fig. (18): Sovaprevir chemical structure 

 
Sovaprevir (formerly ACH1625) is a potent, 

linear, noncovalent inhibitor of HCV NS3 protease 
that is in phase 2 studies in combination with ACH
3102, an HCV NS5A inhibitor. In vitro, sovaprevir 
binds to NS3 protease slowly and tightly with a steady 
state Ki of ≤ 0.2 nM against GT1a and GT 1b 
enzymes. In phase 1b studies, administration of 
sovaprevir in GT1 HCV patients at doses of 200  600 
mg BID or 400 – 600 mg QD for 5 days resulted in 
3.40  4.25 log10 IU/mL mean maximal reductions in 
plasma HCV RNA (Table 1). In phase 2a studies, co
administration of sovaprevir (200 mg, 400 mg or 800 
mg, QD), PegIFN and ribavirin (RBV) to treatment
naïve GT1 HCV patients for 12 weeks resulted in 
reductions of HCV RNA to below LLOQ (TND, target 
not detected or TD, target detected) from Week 812 
in 100% of patients; no viral breakthrough was seen in 
any dose groups over this same period Sovaprevir is 
administered once daily without "boosting”. Boosting 
is not required as sovaprevir distributes rapidly and 
selectively to the liver (site of infection) (Fabrycki J 
et al., 2015) Sovaprevir has shown low potential for 
drugdrug interactions. In vitro studies have 
demonstrated that sovaprevir does not inhibit or 
induce CYP enzymes. No clinically significant change 
was observed in the PK of either sovaprevir or ACH
3102 when coadministered in either the fed or the 
fasted state (Fabrycki J et al., 2015). 
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Traditional treatment of HCV 
The combination of pegylated interferon alpha 

and ribavirin has improved treatment success rates in 
patients with hepatitis C with sustained response rates 
of just over 50% overall and more than 70% for those 
with genotypes 2 and 3. Acute infection with hepatitis 
C is followed by chronic infection in 5080% of those 
infected. (Somsouk M et al., 2003) Individuals with 
chronic hepatitis C without treatment rarely 
spontaneously clear virus unless there is a change in 
their immune status. (Somsouk M et al., 2003) 

The current standard of care for hepatitis C is 
pegylatedinterferon (PEGIFN) alpha (given once 
weekly) in combination with oral ribavirin (given 
daily). (Kaplan M 3t al., 2005) 

Any evidence of hepatic decompensation 
precludes treatment with IFN alpha combined with 
ribavirin (unless in rare circumstances just prior to a 
liver transplant) (Forns X et al 2003). 

Ribavirin therapy is complicated by varying 
degrees of haemolysis in at least onethird of 
individuals undergoing combination therapy, (Fried 
MW et al., 2002) which may induce a sudden fall in 
haemoglobin. As it is a bone marrow suppressant IFN 
monotherapy is also associated with a more gradual 
fall in haemoglobin. Thus, individuals who are 
anaemic at baseline need correction of their anaemia 
prior to the initiation of therapy. The risk incurred by a 
sudden fall in haemoglobin upon introduction of 
ribavirin means that individuals with ischaemic 
vascular disease (cardiac in particular) are unwise to 
undergo therapy for their chronic hepatitis C, if it 
involves the use of ribavirin. 

Ribavirin is excreted via the kidney, and so any 
renal impairment will promote high blood levels 
(particularly within erythrocytes) and as the usual half 
life of ribavirin is 120 days, the presence of renal 
failure promotes severe ongoing haemolysis, and thus 
its use is contraindicated in renal failure. Very low 
dose ribavirin has been utilized in end stage renal 
disease in a few studies. (Bruchfeld A et al., 2003). 
PEGIFN, because its molecular size is much larger 
than that of standard IFN, has less renal excretion and 
may be better tolerated in patients with end stage renal 
failure. Pharmacokinetic studies conducted in patients 
with varying degrees of impairment indicate that when 
the creatinine clearance is <30 mL/min blood levels of 
IFN when given as PEG IFN alfa 2b become markedly 
elevated, (Gupta SK et al., 2002). Not so with PEG 
IFN alpha 2a (the larger molecular weight form of 
PEG IFN alpha). 

Ribavirin is teratogenic whether the ribavirin is 
taken by the male or the female in a partnership and 
thus it is essential that all treated patients and their 
sexual partners perform safer sex, not only during the 
entire course of therapy, but for at least 6 months after 

the cessation of therapy because of the prolonged half 
life of ribavirin. 

Interferon is a bone marrow depressant, and it 
causes a dose related neutropenia, thrombocytopenia, 
and anaemia. (Bruchfeld A et al., 2003) Adjunctive 
therapy to support blood components and high dose 
IFN therapy, is efficacious in individuals with either a 
low absolute neutrophil count and/or haemoglobin at 
baseline. (Dietrich DT et al., 2003). 

Interferon, a cytokine, causes flu like symptoms, 
malaise and mood changes, and frank depression 
(Horikawa N et al., 2003). Whereas epilepsy may be 
exacerbated by the use of IFN therapy, those 
individuals whose seizure disorder is well controlled 
with drug therapy, can safely be treated for their 
hepatitis C if this is felt necessary. 

Recent data indicates that both the degree of fat 
within hepatocytes and overall body weight, better 
still, body mass index appear to influence treatment 
response (Bressler B et al., 2003). 

It remains unclear whether all PEGIFNs should 
be weight based. Weight based dosing is 
recommended for the 12 kDa PEGIFN alpha 2b, but 
because of the much smaller volume of distribution of 
the larger molecule (limited to the vascular space), the 
40 kDa PEGIFN alpha 2a, this agent should 
theoretically not have to be weight based (Lamb MW 
et al., 2002). 
Real-life data of PEG-RBV therapy: 40–55% 
Sustained virological response: 

In the PROPHESYS worldwide reallife cohort 
of 7163 treatmentnaaive patients with HCV, who 
were treated with PEGIFN/RBV, only 41% of HCV4 
infected patients achieved a sustained virological 
response (SVR). 

The Egyptian national programme for the 
treatment of hepatitis C treated approximately 350000 
patients between 2007 and 2014 (Doss W et al., 2014). 
Although the programme excluded difficult to cure 
patients (those with F4 fibrosis, previous treatment 
failures, high BMI and age over 60), their published 
reallife data showed an SVR rate of 45–55% (Esmat 
Get al., 2014). 
Treatment of hcv – 4 infected persons whom perior 
therapy had failed 

Data are limited to help guide decision making 
for patients infected with HCV genotype 4. 
Nonetheless, for patients in whom treatment is 
required, the following recommendations can be 
made. 

Four options with similar efficacy in general are 
recommended for patients with HCV genotype 4 
infection, in whom prior PEGIFN and RBV treatment 
has failed (listed in alphabetic order; see text). 
Daily fixed-dose combination of ledipasvir (90 mg) 
/sofosbuvir (400 mg) for 12 weeks is an acceptable 
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regimen for patients with HCV genotype 4 infection, 
in whom prior PEG-IFN and RBV treatment has 
failed. 
Rating: Class IIa, Level B 
Daily fixed-dose combination of paritaprevir (150 
mg)/ritonavir (100 mg) /ombitasvir (25 mg) and 
weight-based RBV (1000 mg [<75 kg] to 1200 mg 
[>75 kg]) for 12 weeks is recommended for patients 
with HCV genotype 4 infection, in whom prior PEG-
IFN and RBV treatment has failed. 
Rating: Class IIa, Level B 
Daily sofosbuvir (400 mg) for 12 weeks and daily 
weight-based RBV (1000 mg [<75 kg] to 1200 mg 
[>75 kg]) plus weekly PEG-IFN for 12 weeks is 
recommended for retreatment of IFN-eligible 
patients with HCV genotype 4 infection, in whom 
prior PEG-IFN and RBV treatment has failed. 
Rating: Class IIa, Level B 
Daily sofosbuvir (400 mg) and weight-based RBV 
(1000 mg [<75 kg] to 1200 mg [>75 kg]) for 24 weeks 
is recommended for retreatment of patients with 
HCV genotype 4 infection, in whom prior PEG-IFN 
and RBV treatment has failed. 
Rating: Class IIa, Level B 

PEARLI was an openlabel phase IIb study that 
included a cohort of 49 treatmentexperienced patients 
without cirrhosis with HCV genotype 4 infection who 
received 12 weeks of paritaprevir/ritonavir/ombitasvir 
with or without weightbased RBV (1000 mg [<75 kg] 
to 1200 mg [≥75 kg]). In intentiontotreat analysis, 
SVR12 was achieved in 100% (41/41) of patients. 
This regimen was well tolerated with no serious 
adverse events reported. (Pol, 2014) 

Sofosbuvirbased regimens have also shown 
efficacy in patients infected with HCV genotype 4. 
Sofosbuvir administered with PEGIFN and RBV for 
12 weeks was investigated in the phase III 
NEUTRINO trial. (Lawitz, 2013a) Of the 28 
treatmentnaive patients with HCV genotype 4 
infection, 27 (96%) achieved SVR12. In a pilot study 
of treatmentexperienced patients of Egyptian ancestry 
with HCV genotype 4 infection, patients were 
randomized to receive sofosbuvir and RBV for 12 
weeks or 24 weeks. SVR12 rate was numerically 
higher in the 24week arm (89% [24/27] in the 24
week arm vs 70% [19/27] in the 12week arm), 
supporting the recommendation for longer treatment 
duration with a sofosbuvir and RBV regimen. (Esmat, 
2014) In the SYNERGY trial, 20 patients with HCV 
genotype 4 were treated with ledipasvir/sofosbuvir for 
12 weeks. Of these patients, 40% were treatment 
experienced and 40% had advanced fibrosis. 
Preliminary data support efficacy, with 95% achieving 
SVR12 in an intentiontotreat analysis. (Kapoor, 
2014). 

The following regimens are NOT recommended for 
patients with HCV genotype 4 infection in whom 
prior PEG-IFN and RBV treatment has failed. 
 PEG-IFN and RBV with or without telaprevir or 
boceprevir 
Rating: Class IIb, Level A 
 Monotherapy with PEG-IFN, RBV, or a direct-
acting antiviral 
Rating: Class III, Level A 

PEGIFN and RBV for 48 weeks was previously 
recommended for patients with HCV genotype 4 
infection. (AASLD/IDSA/IAS-USA, 2014) Adding 
sofosbuvir (400 mg daily) to PEGIFN and RBV 
increases response rates and markedly shortens 
therapy with no apparent additional adverse effects. 
The addition of simeprevir to PEGIFN and RBV 
increases response rates but has inferior SVR rates to 
the other available regimens and requires a longer 
duration of PEGIFN and RBV, which increases the 
risk of adverse events and thus is no longer 
recommended. (Moreno, 2013b) 

Because of their limited activity against HCV 
genotype 4 in vitro and in vivo, boceprevir and 
telaprevir should not be used as therapy for patients 
with HCV genotype 4 infection. 

 
References 
1. Abbvie. Abbvie demonstrates 96 percent SVR12 in its phase 

III study of treatment experienced patients with genotype 1 
hepatitis C. Available at: http://abb vie.mediaroom.com 
/20131210AbbVieDemonstrates96percentSVR12in
itsPhaseIIIStudyofTreatmentExperiencedPatientswith
Genotype1HepatitisC. 

2. Abbvie. Abbvie releases first of six phase III results from 
investigational alloral, interferonfree, 12week regimen, 
showing 96 percent SVR12 in genotype 1 hepatitis C patients 
new to therapy. Available at: 
http://abbvie.mediaroom.com/20131118AbbVieReleases
FirstofSixPhaseIIIResultsfromInvestigationalAllOral
InterferonFree12weekRegimenShowing96Percent
SVR12inGenotype1HepatitisCPatientsNewtoTherapy. 
Accessed February 1, 2014. 

3. AbuMouch S, Fireman Z, Jarchovsky J, Zeina AR, Assy N; 
Fireman; Jarchovsky; Zeina; Assy (2011). "Vitamin D 
supplementation improves sustained virologic response in 
chronic hepatitis C (genotype 1)naïve patients". World J 
Gastroenterol 17 (47): 5184–90. doi:10.3748/ wjg.v17. 
i47.5184.PMC 3243885.PMID 22215943. 

4. Alter, MJ (Nov 2011). "HCV routes of transmission: what 
goes around comes around". Semin Liver Dis 31 (4): 340–6. 
doi:10.1055/s00311297923.PMID 22189974. 

5. Anderson KB, Guest JL, Rimland D. Hepatitis C virus 
coinfection increases mortality in HIV infected patients in 
the highly active antiretroviral therapyera: data from the HIV 
Atlanta VA Cohort Study. Clinical infectious diseases: an 
official publication of the Infectious Diseases Society of 
America. 2004;39(10):150713. 

6. Andreone P, et al. ABT450, ritonavir, ombitasvir, and 
dasabuvir achieves 97% and 100% sustained virologic 
response with or without ribavirin in treatmentexperienced 
patients with HCV genotype 1b infection. Gastroenterology 
2014;147:359365. 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

175 

7. Asselah, T. Arevolutionin HCV treatment with directacting 
antivirals: Fromnonresponseto eradication. Journal of 
hepatology, 2012;57(2),455457. 

8. Back D, Else L. The importance of drugdrug interactions in 
the DAA era. Dig Liver Dis 2013; 45 (Suppl. 05) S343S348. 

9. Bacon BR, Gordon SC, Lawitz E, et al; HCV RESPOND2 
Investigators. Boceprevir for previously treated chronic HCV 
genotype 1 infection. N Engl J Med 2011; 364 (13) 1207
1217. 

10. Baghbaniarani F, Roohvand F, Aghasadeghi MR, Eidi A, 
Amini S, Motevalli F, Sadat SM, Memarnejadian A, Khalili 
G et al. (2012). "Expression and characterization of 
Escherichia coli derived hepatitis C virus ARFP/F protein". 
Mol Biol (Mosk)46 (2): 251–9. doi:10.1134/ 
S0026893312020033. PMID22670521. 

11. Bartenschlager R, Lohmann V; Lohmann (July 2000). 
"Replication of hepatitis C virus". J. Gen. Virol. 81 (Pt 7): 
1631–48. PMID 10859368. 

12. Baur K, Mertens JC, Schmitt J et al. (2012). "The vitamin D 
receptor gene bAt (CCA) haplotype impairs the response to 
pegylatedinterferon/ribavirinbased therapy in chronic 
hepatitis C patients". Antivir.Ther.(Lond.)17 (3): 541–7. doi: 
10. 3851/IMP2018.PMID 22300961. 

13. Berry KE, Waghray S, Mortimer SA, Bai Y, Doudna JA; 
Waghray; Mortimer; Bai; Doudna (October 2011). "Crystal 
structure of the HCV IRES central domain reveals strategy 
for startcodon positioning". Structure 19 (10): 1456–66. 
doi:10.1016/j. 
str.2011.08.002.PMC 3209822.PMID 22000514. 

14. Biswal BK, Cherney MM, Wang M et al. (May 2005). 
"Crystal structures of the RNAdependent RNA polymerase 
genotype 2a of hepatitis C virus reveal two conformations and 
suggest mechanisms of inhibition by nonnucleoside 
inhibitors". J. Biol. Chem. 280 (18): 18202–10. 
doi:10.1074/jbc. M4134 10200.PMID 15746101. 

15. Biswal BK, Wang M, Cherney MM et al. (August 2006). 
"Nonnucleoside inhibitors binding to hepatitis C virus NS5B 
polymerase reveal a novel mechanism of inhibition". J. Mol. 
Biol. 361 (1): 33–45.doi:10.1016/j.jmb.2006. 05.074. PMID 
16828488. 

16. Bitetto D, Fabris C, Fornasiere E, Pipan C, Fumolo E, 
Cussigh A, Bignulin S, Cmet S, Fontanini E et al. (2011). 
"Vitamin D supplementation improves response to antiviral 
treatment for recurrent hepatitis C". Transpl Int 24 (1): 43–50. 
doi:10.1111/ j.14322277.2010.01141.x.PMID 20649944. 

17. Bitetto D, Fattovich G, Fabris C, Ceriani E, Falleti E, 
Fornasiere E, Pasino M, Ieluzzi D, Cussigh A et al. (2011). 
"Complementary role of vitamin D deficiency and the 
interleukin28B rs12979860 C/T polymorphism in predicting 
antiviral response in chronic hepatitis C". Hepatology 53 (4): 
1118–26. doi:10.1002/hep.24201.PMID 21480318. 

18. Boulant S, Douglas MW, Moody L, Budkowska A, Targett
Adams P, McLauchlan J; Douglas; Moody; Budkowska; 
TargettAdams; McLauchlan (2008). "Hepatitis C virus core 
protein induces lipid droplet redistribution in a microtubule 
and dyneindependent manner". Traffic 9 (8): 1268–82. doi: 
10.1111/j.16000854.2008.00767.x.PMID 18489704. 

19. Branch AD, Van Natta ML, Vachon ML, Dieterich DT, 
Meinert CL, Jabs DA, et al. Mortalityin hepatitis C virus
infected patients with a diagnosis of AIDS intheera of 
combination antiretroviral therapy. Clinical infectious 
diseases: an official publication of the Infectious Diseases 
Society of America. 2012;55(1):13744. 

20. Branch, A. D.; Stump, D. D.; Gutierrez, J. A.; Eng, F.; 
Walewski, J. L. (2005). "The Hepatitis C Virus Alternate 
Reading Frame (ARF) and Its Family of Novel Products: The 
Alternate Reading Frame Protein/FProtein, the Double
Frameshift Protein, and Others". Seminars in Liver Disease 
25 (1): 105–117. doi:10.1055/s2005
864786. PMID 15732002. edit. 

21. Bristol Meyers Squibb Pharmaceutical Limited. Summary of 
Product Characteristics: Daklinza film coated tablets 
[Online]. Electronic Medicines Compendium (eMC); 2014 
Oct 16 [cited 2014 Nov 24]. Available from: 
https://www.medicines.org.uk/emc/medicine/29129. 

22. Bruno S, Stroffolini T, Colombo M, Bollani S, Benvegnu L, 
Mazzella G, et al. Sustained virological response to 
interferonalphais associated with improved outcome in 
HCVrelated cirrhosis: aretrospective study. Hepatology. 
2007;45(3):57987. 

23. Burbelo PD, Dubovi EJ, Simmonds P et al. (June 2012). 
"Serologyenabled discovery of genetically diverse 
hepaciviruses in a new host". J. Virol. 86 (11): 6171–8. 
doi:10.1128/JVI.0025012. PMC 3372197. PMID 22491452. 

24. Cacopardo B, Camma C, Petta S, Pinzone MR, Cappellani A, 
Zanghi A, Nicolosi A, Nunnari G (2012). "Diagnostic and 
therapeutical role of vitamin D in chronic hepatitis C virus 
infection". Front Biosci (Elite Ed) 1 (4): 1276–1286. 

25. Chayama K, Suzuki F, Suzuki Y, Toyota J, Karino Y, 
Kawakai Y, et al. Alloral dual combination of daclatas 
virplus asunaprevir compared with telaprevirpluspeg 
interferon alfa / ribavirinin treatmentnaive Japanese patients 
chronically infected with HCV genotype1b: Results from a 
phase 3 study. Hepatology. 2014;60(4Suppl.),1135A. 

26. Chayama K, Takahashi S, Toyota J, Karino Y, Ikeda K, 
Ishikawa H, et al. Dual therapy with the nonstructural 
protein5 A inhibitor, daclatasvir, and the nonstructural protein 
3 protease inhibitor, a sunaprevir, in hepatitis C virus 
genotype 1 binfected null responders. Hepatology. 
2012;55(3):742. 

27. Chen J., Florian J., Carter W., Fleischer R., Hammerstrom T., 
Jadhav P., et al. (2013) Earlier sustained virologic response 
end points for regulatory approval and dose selection of 
hepatitis C therapies. Gastroenterology 144: 1450–1455. 

28. Cholongitas E, Theocharidou E, Goulis J, Tsochatzis E, 
Akriviadis E, Burroughs K; Theocharidou; Goulis; 
Tsochatzis; Akriviadis; Burroughs (March 2012). "Review 
article: the extraskeletal effects of vitamin D in chronic 
hepatitis C infection". Aliment. Pharmacol. Ther. 35 (6): 634–
46. doi:10.1111/j.13652036.2012.05000.x.PMID 22316435. 

29. Choo QL, Kuo G, Weiner AJ, Overby LR, Bradley DW, 
Houghton M. Isolation of a cDNA clone derived from a 
bloodborne nonA, nonB viral hepatitis genome. Science 
1989; 244 (4902) 359362. 

30. Chu TW, Kulkarni R, Gane EJ, et al. Effect of IL28B 
genotype on early viral kinetics during interferonfree 
treatment of patients with chronic hepatitis C. 
Gastroenterology 2012; 142 (4) 790795. 

31. Cornpropst M., Denning J., Clemons D., Marbury T., Alcorn 
H., Smith W., et al. (2012) The effect of renal impairment and 
end stage renal disease on the singledose pharmacokinetics 
of PSI7977. J Hepatol 56(Suppl. 2): Abstract 1101. 

32. Dahari H, Guedj J, Perelson AS, Layden TJ. Hepatitis C viral 
kinetics in the era of direct acting antiviral agents and IL28B. 
Curr Hepat Rep 2011; 10 (3) 214227. 

33. De Francesco R (1999). "Molecular virology of the hepatitis 
C virus". J Hepatol 31 (Suppl 1): 47–53. doi:10.1016/S0168
8278(99) 80374 2. PMID 10622560. 

34. Delang L, Vliegen I, Leyssen P, Neyts J. In vitro selection 
and characterization of HCV replicons resistant to multiple 
nonnucleoside polymerase inhibitors. J Hepatol 2012; 56 (1) 
4148. 

35. Deng LP. Impact of human immunod eficiency virus 
infection on the course of hepatitis Cvirus infection: Ameta
analysis. World J Gastroenterol. 2009;15(8):996. 

36. Denning J., Cornpropst M., Clemons D., Fang L., Sale M., 
Berrey M., et al. (2011) Lack of effect of the nucleoside 
analog polymerase inhibitor PSI7977 on methadone PK and 
PD. Hepatology 54(4): Abstract 372. 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

176 

37. DeufficBurban S, Poynard T, Sulkowski MS, Wong JB. 
Estimating the future health burden of chronic hepatitis Cand 
human immunodeficiency virus infections in the United 
States. J Viral Hepat. 2007 Feb;14(2):107–15. 

38. Dore GJ, Lawitz E, Hezode C, Shafran SD, Ramji A, Tatum 
HA, et al. Daclatas virplus Peg interferon and Ribavirinis 
Noninferior to Peginterferon and Ribavirin Alone, and 
Reduces Duration of Treatment for HCV Genotype 2 or 3 
Infection. Gastroenterology. 2014. 

39. Dubuisson J (2007). "Hepatitis C virus proteins". World J. 
Gastroenterol. 13 (17): 2406–15.PMC 4146758. PMID 
17552023. 

40. Dubuisson J, Penin F, Moradpour D; Penin; Moradpour 
(2002). "Interaction of hepatitis C virus proteins with host cell 
membranes and lipids". Trends Cell Biol 12 (11): 517–523. 
doi:10.1016/S09628924(02)023838. PMID 12446113. 

41. Egger D, Wölk B, Gosert R, Bianchi L, Blum HE, Moradpour 
D, Bienz K; Wölk; Gosert; Bianchi; Blum; Moradpour; Bienz 
(2002). "Expression of hepatitis C virus proteins induces 
distinct membrane alterations including a candidate viral 
replication complex". J Virol 76 (12): 5974–84. 
doi:10.1128/JVI.76.12.59745984. 2002. PMC 
136238.PMID 12021330. 

42. European Association for the Study of the Liver. EASL 
recommendations on treatment of hepatitis C 2014. Journal of 
hepatology. 2014;61(2):37395. 

43. European Medicines Agency Press Office. European 
Medicines Agency adviseson compassionate use of 
daclatasvir [Online]. EMA; 2013 Nov 22 [cited 2014 Nov 
25]. Available from: http://www.ema.europa.eu/ema/ index. 
jsp?curl=pages/news_and_events/news/2013/11/news_detail_
001 971. jsp&mid=WC0b01ac058004d5c1. 

44. Everson GT, Sims KD, RodriguezTorres M, Hezode C, 
Lawitz E, Bourliere M, et al. Efficacyofan interferon 
andribavirinfreeregimen of daclatasvir, asunaprevir, and 
BMS791325 intreatmentnaive patients with HCV genotype 
1 infection. Gastroenterology. 2014;146(2):4209. 

45. Everson GT, Sims KD, Thuluyath PJ, Schwartz H, Hassanein 
T, Lawitz E, et al. Daclatasvirin combination with a 
sunaprevir and BMS791325 for prior null responders with 
chronic HCV genotype1 infection. Hepatology. 2014;60(4 
Suppl.), 1139A1140A. 

46. FDA approves new treatment for hepatitis C virus. Food and 
Drug Administration. Nov 22, 2013. 

47. FDA approves Victrelis for Hepatitis C (press release). FDA. 
May 13, 2011. 

48. Feld JJ, et al. Treatment of HCV with ABT450/rombitasvir 
and dasabuvir with ribavirin. N Engl J Med 2014;370:1594
1601. 

49. Ferenci P, et al. ABT450/rombitasvir and dasabuvir with or 
without ribavirin for HCV. N Engl J Med 2014;370:1983
1992. 

50. Findings from Clinical Virology Studies on Sovaprevir, a 
Phase 2 HCV NS3 Protease Inhibitor, Indicate a High 
Pharmacological Barrier to Viral Resistance Joanne Fabrycki, 
Yongsen Zhao, Dharaben Patel, Guangwei Yang, Steven 
Podos, Wengang Yang, Heather Robison, Lisa Robarge, 
Hetal Kocinsky, Milind Deshpande and Mingjun Huang 
2015: Achillion Pharmaceuticals, Inc., New Haven, CT. 

51. Flisiak R, Horban A, Gallay P, et al. The cyclophilin inhibitor 
Debio025 shows potent antihepatitis C effect in patients 
coinfected with hepatitis C and human immunodeficiency 
virus. Hepatology 2008; 47 (3) 817826. 

52. Fontaine H., Hezode C., Dorival C., Larrey D., Zoulim F., De 
Ledinghen V., et al. (2013) SVR12 rates and safety of triple 
therapy including telaprevir or boceprevir in 221 cirrhotic non 
responders treated in the French early access program (ANRS 
C020CUPIC). J Hepatol 58(S25–S44): A60. 

53. Fontana R., Hughes E., Bifano M., Appelman H., Dimitrova 
D., Hindes R., et al. (2013) Sofosbuvir and daclatasvir 

combination therapy in a liver transplant recipient with severe 
recurrent cholestatic hepatitis C. Am J Transplant 13: 1601–
1605. 

54. Fridell RA, Qiu D, Valera L, Wang C, Rose RE, Gao M. 
Distinct functions of NS5 Ainhepatitis C virus RNA 
replication uncovered by studies with the NS5 Ainhibitor 
BMS790052. Journal of virology. 2011;85(14):731220. 

55. Fried MW, Shiffman ML, Reddy KR, et al. Peginterferon 
alfa2a plus ribavirin for chronic hepatitis C virus infection. N 
Engl J Med 2002; 347 (13) 975982. 

56. GalTanamy M, Bachmetov L, Ravid A, Koren R, Erman A, 
TurKaspa R, Zemel R; Bachmetov; Ravid; Koren; Erman; 
TurKaspa; Zemel (2011). "Vitamin D: an innate antiviral 
agent suppressing hepatitis C virus in human hepatocytes". 
Hepatology 54 (5): 1570–9. doi: 10.1002/hep. 24575. PMID 
21793032. 

57. Gane E, Stedman C, Garg V, George S, Kieffer T, Krop J, et 
al. Andinterferoand ribavirinfree12 week regimen of once
daily VX135 and daclatasvirin treatmentnaïve patients with 
genotype1 HCV infection. Journal of hepatology. 2014; 60 
(P1303), S528S529. 

58. Gane E., Stedman C., Hyland R., Ding X., Svarovskaia E., 
Subramanian G., et al. (2013a) Efficacy of Nucleotide 
Polymerase Inhibitor Sofosbuvir plus the NS5A Inhibitor 
Ledipasvir or the NS5B Nonnucleoside Inhibitor GS9669 
Against HCV Genotype 1 Infection. Gastroenterology. DOI: 
10.1053/j.gastro.2013.11.007. 

59. Gane E., Stedman C., Hyland R., Ding X., Svarovskaia E., 
Symonds W., et al. (2013c) Nucleotide polymerase inhibitor 
sofosbuvir plus ribavirin for hepatitis C. N Engl J Med 368: 
34–44. 

60. Gane E., Stedman C., Hyland R., Pang P., Ding X., Symonds 
W., et al. (2013b) Alloral sofosbuvirbased 12week 
regimens for the treatment of chronic HCV infection: the 
ELECTRON study. J Hepatol 58(S1–S24): A14. 

61. Gane E., Stedman C., Hyland R., Sorensen R., Symonds W., 
Hindes R., et al. (2012) Once daily sofosbuvir (GS7977) plus 
ribavirin in patients with HCV genotypes 1, 2, and 3: the 
ELECTRON trial. Hepatology 56(4 Suppl.): A229. 

62. Ge D, Fellay J, Thompson AJ, et al. Genetic variation in 
IL28B predicts hepatitis C treatmentinduced viral clearance. 
Nature 2009; 461 (7262) 399401 

63. Ge, D; Fellay, J; Thompson, AJ; Simon, SJ; Shianna, KV; 
Urban, TJ; Heinzen, EL; et, al. (2009). "Genetic variation in 
IL28B predicts hepatitis C treatmentinduced viral clearance". 
Nature 461 (7262): 399401.PMID 19684573. 

64. Gentile I, Buonomo AR, Borgia F, Zappulo E, Castaldo G, 
Borgia G. MK5172: a secondgeneration protease inhibitor 
for the treatment of hepatitis C virus infection. Expert 
Opinion on Investigational Drugs. 2014; 23(5):71928. doi: 
10.1517/ 13543784. 2014.902049. PMID 24666106. 

65. Gilead Sciences (2013) Gilead reports interim data from 
phase 2 LONESTAR study. Available at: 
http://www.gilead.com/ news/ pressreleases/2013/5/gilead
reportsinterimdatafromphase2lonestarstudy 

66. Gilead. Gilead announces SVR12 rates from three phase 3 
studies evaluating a once daily fixed dosecombinationof
sofosbuvirandledipasvirforgenotype1hepatitis C patients. 
Available at: http://www.gilead.com/news/press
releases/2013/12/gileadannouncessvr12ratesfromthree
phase3studiesevaluatingaoncedailyfixeddose
combinationofsofosbuvirandledipasvirforgenotype1
hepatitiscpatients?mode=print. Accessed February 1, 2014. 

67. Greub G, Ledergerber B, Battegay M, Grob P, Perrin L, 
Furrer H, et al. Clinical progression, survival, and 
immunerecovery during antiretroviral therapy in patients with 
HIV1 and hepatitis Cvirus coinfection: the Swiss HIV 
Cohort Study. Lancet. 2000;356(9244):18005. 

68. Guedj J, Dahari H, Rong L, et al. Modeling shows that the 
NS5A inhibitor daclatasvir has two modes of action and 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

177 

yields a shorter estimate of the hepatitis C virus halflife. Proc 
Natl Acad Sci U S A 2013; 110 (10) 39913996. 

69. Guedj J, Perelson AS. Secondphase hepatitis C virus RNA 
decline during telaprevirbased therapy increases with drug 
effectiveness: implications for treatment duration. Hepatology 
2011; 53 (6) 18011808. 

70. Gupta G, Qin H, Song J; Qin; Song (2012). "Intrinsically 
unstructured domain 3 of hepatitis C Virus NS5A forms a 
"fuzzy complex" with VAPBMSP domain which carries 
ALScausing mutations". PLoS ONE 7 (6): e39261. doi: 
10.1371/ journal.pone.0039261. PMC 3374797. 
PMID 22720086. 

71. Gutierrez JA, Parikh N, Branch AD; Parikh; Branch (2011). 
"Classical and emerging roles of vitamin d in hepatitis C virus 
infection". Semin Liver Dis 31(4): 387–398. doi: 10.1055/s
00311297927. PMC 4107414.PMID 22189978. 

72. Hadigan C, Kottilil S. Hepatitis C virus infection and 
coinfection with humanimmunodeficiency virus: challenges 
and advancements in management. JAMA. 2011 Jul 
20;306(3):294–301. 

73. HalegouaDe Marzio, Dina; Fenkel, Jonathan (January 27, 
2014). "Alternative medications in Hepatitis Cinfection". 
World Journal of Hepatology. doi:10.4254/wjh.v6.i1.9. 

74. Harper S, McCauley JA, Rudd MT, Ferrara M, DiFilippo M, 
Crescenzi B, Koch U, Petrocchi A, Holloway MK, Butcher 
JW, Romano JJ, Bush KJ, Gilbert KF, McIntyre CJ, Nguyen 
KT, Nizi E, Carroll SS, Ludmerer SW, Burlein C, DiMuzio 
JM, Graham DJ, McHale CM, Stahlhut MW, Olsen DB, 
Monteagudo E, Cianetti S, Giuliano C, Pucci V, Trainor N, 
Fandozzi CM, Rowley M, Coleman PJ, Vacca JP, Summa V, 
Liverton NJ.Discovery of MK5172, a Macrocyclic Hepatitis 
C Virus NS3/4a Protease Inhibitor. ACS Med Chem Lett. 
2012;3(4):3326. doi: 10.1021/ml300017p. PMID 24900473. 

75. Haudecoeur R, Peuchmaur M, AhmedBelkacem A, 
Pawlotsky JM, Boumendjel A. Structureactivity 
relationships in the development of allosteric hepatitis C virus 
RNAdependent RNA polymerase inhibitors: ten years of 
research. Med Res Rev 2013; 33 (5) 934984 

76. HCV developing world strategy [Online]. BristolMeyers 
Squibb; 2014 [2014 Nov 25]. Available from: 
http://www.bms.com/responsibility/accessto
medicines/Pages/HCVdevelopingworldstrategy.aspx. 

77. Herbst D., Jr, Reddy K. (2013) Sofosbuvir, a nucleotide 
polymerase inhibitor, for the treatment of chronic hepatitis C 
virus infection. Expert Opin Investig Drugs 22: 527–
536 [PubMed]. 

78. Herbst DA, Reddy KR. NS5 Ainhibitor, daclatasvir, for the 
treatment of chronichepatitis Cvirus infection. Expert opinion 
on investigational drugs. 2013;22(10):133746. 

79. Hézode C, Fontaine H, Dorival C, et al; CUPIC Study Group. 
Triple therapy in treatmentexperienced patients with HCV
cirrhosis in a multicentre cohort of the French Early Access 
Programme (ANRS CO20CUPIC)  NCT01514890. J 
Hepatol 2013; 59 (3) 434441. 

80. Hezode C, Hirschfield GM, Ghesquiere W, Sievert W, 
RodriguezTorres M, Shafran S, et al. Daclatasvir, an NS5 
Areplication inhibitor, combined with peginterferon alfa2a 
and ribavirin in treatment naïve HCVgenotype1or4 patients: 
Phase 2b COMMAND1SVR 12 results. 63rd annual meeting 
of the American Association for the Study of Liver Diseases; 
2012 Nov 912; Boston, MA. 

81. Hill A, Khoo S, Fortunak J, Simmons B, Ford N. Minimum 
costs for producing hepatitis C direct acting antivirals foruse 
in largescale treatment access programs in developing 
countries. Clinical infectious diseases: an official publication 
of the Infectious Diseases Society of America. 2014; 
58(7):92836. 

82. Hoofnagle JH, Mullen KD, Jones DB, et al. Treatment of 
chronic nonA, nonB hepatitis with recombinant human 

alpha interferon. A preliminary report. N Engl J Med 1986; 
315 (25) 15751578. 

83. Jacobson I, Dore GJ, Foster GR, et al. Simeprevir (TMC435) 
with peginterferon/ribavirin for chronic HCV genotype1 
infection in treatmentnaive patients: results from QUEST1, 
a Phase III trial. J Hepatol 2013; 58 (Suppl. 01) S574. 

84. Jacobson I., Gordon S., Kowdley K., Yoshida E., Rodriguez
Torres M., Sulkowski M., et al. (2013) Sofosbuvir for 
hepatitis C genotype 2 or 3 in patients without treatment 
options. N Engl J Med 368: 1867–1877. 

85. Jacobson I., McHutchison J., Dusheiko G., Di Bisceglie A., 
Reddy K., Bzowej N., et al. (2011) Telaprevir for previously 
untreated chronic hepatitis C virus infection. N Engl J Med 
364: 2405–2416. 

86. Jacobson IM, Ghalib RH, RodriguezTorres M, et al. SVR 
results of a oncedaily regimen of simeprevir (TMC435) plus 
sofosbuvir (GS7977) with or without ribavirin in cirrhotic 
and noncirrhotic HCV genotype 1 treatmentnaïve and prior 
null responder patients: the COSMOS study. Hepatology 
2013; 58 (Suppl. 01) 1379A. 

87. Jacobson IM, Gordon SC, Kowdley KV, et al; POSITRON 
Study; FUSION Study. Sofosbuvir for hepatitis C genotype 2 
or 3 in patients without treatment options. N Engl J Med 
2013; 368 (20) 18671877. 

88. Jacobson IM, McHutchison JG, Dusheiko G, et al; 
ADVANCE Study Team. Telaprevir for previously untreated 
chronic hepatitis C virus infection. N Engl J Med 2011; 364 
(25) 24052416. 

89. Jensen DM, Jacobson IM, Kumada H, Toyota J, Sulkowski 
MS, Manns MP, et al. Safety and efficacy outcomes of all
oraldaclatasvircontainin gregimensin patients with or without 
cirrhosisinphase 2 and 3 studies. Hepatology. 2014;60(4 
Suppl.):1147A1148A. 

90. Jin, Z; Leveque, V; Ma, H; Johnson, K. A.; Klumpp, K 
(2012)."Assembly, purification, and presteadystate kinetic 
analysis of active RNAdependent RNA polymerase 
elongation complex". Journal of Biological Chemistry 287 
(13): 10674–83. 
doi:10.1074/jbc.M111.325530.PMC 3323022.PMID 2230302
2. edit. 

91. Jubin R (2001). "Hepatitis C IRES: translating translation into 
a therapeutic target". Curr.Opin. Mol. Ther. 3 (3): 278–87. 
PMID 11497352. 

92. Kanda T, Yokosuka O, Omata M. Treatment of hepatitis C 
virus infection in the future. Clinical and translational 
medicine. 2013;2(1):9. 

93. Kapoor A, Simmonds P, Gerold G, Qaisar N, Jain K, 
Henriquez JA, Firth C, Hirschberg DL, Rice CM et al. (2011). 
"Characterization of a canine homolog of hepatitis C virus". 
Proc Natl Acad Sci U S A108 (28): 11608–13. Bibcode: 2011 
PNAS. 10811608K. 
doi:10.1073/pnas.1101794108.PMC 3136326.PMID 2161016
5. 

94. Kapoor A, Simmonds P, Scheel TK et al. (2013). 
"Identification of rodent homologs of hepatitis C virus and 
pegiviruses". MBio 4(2): e00216–13. 
doi:10.1128/mBio.0021613.PMC 3622934.PMID 23572554. 

95. Kato N (2000). "Genome of human hepatitis C virus (HCV): 
gene organization, sequence diversity, and variation". Microb. 
Comp. Genomics 5 (3): 129–51. doi: 10.1089/mcg.2000.5. 
129. PMID 11252351. 

96. Kohaar, I.; Ploss, A.; Korol, E.; Mu, K.; Schoggins, J.; 
O'Brien, T.; Rice, C.; ProkuninaOlsson, L. (2010). "Splicing 
diversity of the human OCLN gene and its biological 
significance for hepatitis C virus entry". Journal of Virology 
84 (14): 6987–6994. doi:10.1128/JVI.0019610.PMC 
2898237. PMID 20463075. 

97. Korean Association for the Study of the Liver. KASL clinical 
practice guidelines: management of hepatitis C. Clinical and 
molecular hepatology. 2014; 20(2): 89136. 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

178 

98. Kowdley K., Lawitz E., Crespo I., Hassanein T., Davis M., 
DeMicco M., et al. (2013) Sofosbuvir with pegylated 
interferon alfa2a and ribavirin for treatmentnaive patients 
with hepatitis C genotype1 infection (ATOMIC): an open
label, randomised, multicentre phase 2 trial. Lancet 381: 
2100–2107[PubMed]. 

99. Kumada H, Suzuki Y, Ikeda K, Toyota J, Karino Y, Chayama 
K, et al. Daclatas virplusasunaprevir for chronic HCV 
genotype 1 binfection. Hepatology. 2014;59(6):208391. 

100. Kuntzen T., Timm J., Berical A., Lennon N., Berlin A., 
Young S., et al. (2008) Naturally occurring dominant 
resistance mutations to hepatitis C virus protease and 
polymerase inhibitors in treatmentnaive patients. Hepatology 
48: 1769–1778. 

101. Lam A., Espiritu C., Bansal S., Micolochick Steuer H., Niu 
C., Zennou V., et al. (2012) Genotype and subtype profiling 
of PSI7977 as a nucleotide inhibitor of hepatitis C virus. 
Antimicrob Agents Chemother 56: 3359–3368. 

102. Lam AM, Espiritu C, Bansal S, et al. Genotype and subtype 
profiling of PSI7977 as a nucleotide inhibitor of hepatitis C 
virus. Antimicrob Agents Chemother 2012; 56 (6) 33593368 

103. Lanford RE, Guerra B, Lee H, et al. Antiviral effect and 
virushost interactions in response to alpha interferon, gamma 
interferon, poly(i)poly(c), tumor necrosis factor alpha, and 
ribavirin in hepatitis C virus subgenomic replicons. J Virol 
2003; 77 (2) 10921104. 

104. Lange CM, Bojunga J, RamosLopez E, von Wagner M, 
Hassler A, Vermehren J, Herrmann E, Badenhoop K, Zeuzem 
S et al. (2011). "Vitamin D deficiency and a CYP27B11260 
promoter polymorphism are associated with chronic hepatitis 
C and poor response to interferonalfa based therapy". J 
Hepatol 54 (5): 887–893. doi:10.1016 /j.jhep. 2010.08.036. 
PMID 21145801. 

105. Laskus T, Wang LF, Radkowski M, Vargas H, Nowicki M, 
Wilkinson J, Rakela J.; Wang; Radkowski; Vargas; Nowicki; 
Wilkinson; Rakela (2001). "Exposure of hepatitis C virus 
(HCV) RNApositive recipients to HCV RNApositive blood 
donors results in rapid predominance of a single donor strain 
and exclusion and/or suppression of the recipient strain". 
Journal of Virology 75 (5): 2059–66. 
doi:10.1128/JVI.75.5.20592066.2001. PMC 114790. 
PMID 11160710. 

106. Lawitz E, Gane E, Pearlman B, Tam E, Ghesquiere W, 
Guyader D, Alric L, Bronowicki JP, Lester L, Sievert W, 
Ghalib R, Balart L, Sund F, Lagging M, Dutko F, 
Shaughnessy M, Hwang P, Howe AY, Wahl J, Robertson M, 
Barr E, Haber B. Efficacy and safety of 12 weeks versus 18 
weeks of treatment with grazoprevir (MK5172) and elbasvir 
(MK8742) with or without ribavirin for hepatitis C virus 
genotype 1 infection in previously untreated patients with 
cirrhosis and patients with previous null response with or 
without cirrhosis (CWORTHY): a randomised, openlabel 
phase 2 trial. Lancet. 2015;385(9973):107586. doi: 10.1016/ 
S01406736(14)617955. PMID 25467591. 

107. Lawitz E, Mangia A, Wyles D, et al. Sofosbuvir for 
previously untreated chronic hepatitis C infection. N Engl J 
Med 2013; 368 (20) 18781887. 

108. Lawitz E., Gane E., Lalezari J., Hyland R., Ma J., Symonds 
W. (2013a) High concordance of SVR4, SVR12 and SVR24 
in patients with HCV infection who have received treatment 
with sofosbuvir. J Hepatol 58(S229–S407): Abstract 848. 

109. Lawitz E., Ghalib R., RodriguezTorres M., Younossi Z., 
Corregidor A., Jacobson I., et al. (2013b) COSMOS Study: 
SVR4 results of a once daily regimen of simeprevir 
(TMC435) plus sofosbuvir (GS7977) with or without 
ribavirin in HCV genotype 1 null responders In: Proceedings 
of the CROI: 20th Conference on Retroviruses and 
Opportunistic Infections, Atlanta, GA. 

110. Lawitz E., Lalezari J., Hassanein T., Kowdley K., Poordad F., 
Sheikh A., et al. (2013c) Sofosbuvir in combination with 

peginterferon alfa2a and ribavirin for noncirrhotic, 
treatmentnaive patients with genotypes 1, 2, and 3 hepatitis 
C infection: a randomised, doubleblind, phase 2 trial. Lancet 
Infect Dis13: 401–408. 

111. Lawitz E., Mangia A., Wyles D., RodriguezTorres M., 
Hassanein T., Gordon S., et al. (2013d) Sofosbuvir for 
previously untreated chronic hepatitis C infection. N Engl J 
Med 368: 1878–1887. 

112. Lawitz E., RodriguezTorrez M., Cornpropst M., Denning J., 
Clemons D., McNair L. et al. (2012) The effect of hepatic 
impairment on the pharmacokinetics and antiviral activity of 
PSI7977 in hepatitis C infected subjects treated for seven 
days. J Hepatol 56(Suppl. 2): Abstract 1130. 

113. Limketkai BN, Mehta SH, Sutcliffe CG, Higgins YM, 
Torbenson MS, Brinkley SC, et al. Relationship of liver 
diseases tage and antiviral therapy with liverrelated events 
and death in adults coinfected with HIV/HCV. JAMA. 2012 
Jul 25;308(4):370–8. 

114. Lindenbach B, Rice C; Rice (2005)."Unravelling hepatitis C 
virus replication from genome to function". Nature 
436 (7053): 933–8.Bibcode: 2005 Natur. 436. 933L. 
doi:10.1038 /nature04077. PMID 16107832. 

115. LoRe V, J. Tate MK, et al. Increasd risk of hepatocellular 
carcinoma in HIV/HCV coinfected patients compared to 
HCVmonoinfected patients despite combination 
antiretroviral therapy. Oral abstract number 17867. 19th AIDS 
Conference, Washington DC, USA; 2012. 

116. Lok AS, Gardiner DF, Hezode C, Lawitz EJ, Bourliere M, 
Everson GT, et al. Randomizedtrial of daclatasvir and 
asunaprevir with or without PegIFN/RBV for hepatitis Cvirus 
genotype 1 null responders. Journal of hepatology. 
2014;60(3):4909. 

117. Lok AS, Gardiner DF, Lawitz E, Martorell C, Everson GT, 
Ghalib R, et al. Preliminary study of two antiviral agents for 
hepatitis C genotype 1. The New England journal of 
medicine. 2012;366(3):21624. 

118. Magiorkinis G, Magiorkinis E, Paraskevis D et al. (December 
2009). "The global spread of hepatitis C virus 1a and 1b: a 
phylodynamic and phylogeographic analysis".PLoS Med. 
6 (12): e1000198. doi:10.1371/journal.pmed.1000198. 
PMC 2795363.PMID 20041120. 

119. Manns M, Marcellin P, Poordad FPF, et al. Simeprevir 
(TMC435) with peginterferon/ribavirin for treatment of 
chronic HCV genotype1 infection in treatmentnaive 
patients: results from QUEST2, a Phase III trial. J Hepatol 
2013; 58 (Suppl. 01) S568. 

120. Manns M, PolS, Jacobson IM, Marcellin P, Gordon SC, Peng 
CY, et al. Alloraldaclatas virplus asunaprevir for hepatitis C 
virus genotype 1 b: a multinational, phase 3, multicohort 
study. Lancet. 2014. 

121. Manns MP, Foster GR, Rockstroh JK, Zeuzem S, Zoulim F, 
Houghton M; Foster; Rockstroh; Zeuzem; Zoulim; Houghton 
(December 2007). "The way forward in HCV treatment—
finding the right path". Nat Rev Drug Discov 6 (12): 991–
1000. doi: 10.1038/ nrd2411. PMID 18049473. 

122. Markov PV, Pepin J, Frost E, Deslandes S, Labbé AC, Pybus 
OG; Pepin; Frost; Deslandes; Labbé; Pybus (September 
2009). "Phylogeography and molecular epidemiology of 
hepatitis C virus genotype 2 in Africa". J. Gen. Virol. 90 (Pt 
9): 2086–96. doi:10.1099/vir.0.0115690.PMID 19474244. 

123. Markov PV, van de Laar TJ, Thomas XV, Aronson SJ, 
Weegink CJ, van den Berk GE, Prins M, Pybus OG, Schinkel 
J. Colonial history and contemporary transmission shape the 
genetic diversity of hepatitis C virus genotype 2 in 
Amsterdam. J Virol. (2012); 86(14): 767787. doi: 
10.1128/JVI.0691011. PMID 22573865 

124. Mathias A., Cornpropst M., Clemons D., Dennings J., 
Symonds W. (2012) No clinically significant pharmacokinetic 
drug–drug interactions between sofosbuvir (GS7977) and the 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

179 

immunosuppressants, cyclosporine A or tacrolimus in healthy 
volunteers. Hepatology 56(4 Suppl.): Abstract 1869. 

125. McGivern DR, Masaki T, Ping LF, et al. Kinetic analyses of 
antiviral suppression by NS5A inhibitors reveal early and 
potent inhibition of viral assembly and release of infectious 
virus. Hepatology 2013; 58 (Suppl. 01) 246A 

126. McHutchison JG, Manns MP, Muir AJ, et al; PROVE3 Study 
Team. Telaprevir for previously treated chronic HCV 
infection. N Engl J Med 2010; 362 (14) 12921303 

127. Medivir (2013) Medivir announces interim results from 
cohort 2 of the COSMOS study evaluating Simeprevir and 
Sofosbuvir in HCV patients with METAVIR scores F3–F4, 
Press Release. Available at: 
http://www.medivir.se/v5/en/uptodate/ pressr 
elease.cfm?releaseid=FEBC5055C8C2C046&year=2013. 

128. Medivir: Simeprevir has been approved in Japan for the 
treatment of genotype 1 chronic hepatitis C infection. The 
Wall Street Journal. September 27, 2013. 

129. Meier V, Ramadori G; Ramadori (April 2009). "Hepatitis C 
virus virology and new treatment targets". Expert Rev Anti 
Infect Ther 7 (3): 329–50. 
doi:10.1586/eri.09.12.PMID 19344246.Retrieved 200904
16. 

130. Moradpour D, Penin F, Rice CM; Penin; Rice (June 2007). 
"Replication of hepatitis C virus". Nat. Rev. Microbiol. 5 (6): 
453–63. doi:10.1038/nrmicro1645.PMID 17487147. 

131. Muir, AJ; Bornstein, JD; Killenberg, PG; Atlantic Coast 
Hepatitis Treatment Group (2004). "Peginterferon alfa2b and 
ribavirin for the treatment of chronic hepatitis C in blacks and 
nonHispanic whites." N Engl J Med 351 (12): 1268. 
PMID 15163776. 

132. Murakami E., Tolstykh T., Bao H., Niu C., Steuer H., Bao D., 
et al. (2010) Mechanism of activation of PSI7851 and its 
diastereoisomer PSI7977. J Biol Chem 285: 34337–34347. 

133. Nakano, Tatsunori; Lau, Gillian M. G.; Lau, Grace M. L.; 
Sugiyama, Masaya; Mizokami, Masashi (9 October 2011). 
"An updated analysis of hepatitis C virus genotypes and 
subtypes based on the complete coding region". Liver 
International 32 (2): 339–45. doi:10.1111/j.14783231. 2011. 
02684.x.PMID 22142261. 

134. Nelson DR, Cooper JN, Lalerzari JP, Lawitz E, Pockros PJ, 
Gitlin N, et al. Alloral 12week combination treatment with 
daclatasvir (DCV) ands of osbuvir (SOF) in patients infected 
with HCV genotype (GT)3: ALLY3 phase study. 
Hepatology. 2014 Oct;(60) 1 Suppl. 

135. Neumann AU, Lam NP, Dahari H, et al. Hepatitis C viral 
dynamics in vivo and the antiviral efficacy of interferonalpha 
therapy. Science 1998; 282 (5386) 103107. 

136. O'Farrell D, Trowbridge R, Rowlands D, Jäger J; 
Trowbridge; Rowlands; Jäger (February 2003). "Substrate 
complexes of hepatitis C virus RNA polymerase (HCJ4): 
structural evidence for nucleotide import and denovo 
initiation". J. Mol. Biol. 326 (4): 1025–35.doi:10.1016/s0022
2836(02) 014390.PMID 12589751. 

137. Ohno O, Mizokami M, Wu RR, Saleh MG, Ohba K, Orito E, 
Mukaide M, Williams R, Lau JY et al. (2007). "New hepatitis 
C virus (HCV) genotyping system that allows for 
identification of HCV genotypes 1a, 1b, 2a, 2b, 3a, 3b, 4, 5a, 
and 6a". J Clin Microbiol35 (1): 201–7. PMC 229539. 
PMID 8968908. 

138. Op De Beeck A, Dubuisson J; Dubuisson (2003). "Topology 
of hepatitis C virus envelope glycoproteins". Rev. Med. Virol. 
13(4): 233–41. doi:10.1002/rmv.391.PMID 12820185. 

139. Papatheodoridis G, Hatzakis A. Public health issues of 
hepatitis C virus infection. Bestpractice & research Clinical 
gastroenterology. 2012;26(4):37180. 

140. Pawlotsky JM, Dahari H, Neumann AU, et al. Antiviral 
action of ribavirin in chronic hepatitis C. Gastroenterology 
2004; 126 (3) 703714. 

141. Pawlotsky JM, Sarin SK, Foster GR, et al. Alisporivir plus 
ribavirin achieves high rates of sustained HCV clearance 
(SVR24) as interferon (IFN)free or IFNaddon regimen in 
treatmentnaive patients with HCV GT2 or GT3: final results 
from VITAL1 study. Hepatology 2012; 56: 309A310A. 

142. Pawlotsky JM. NS5A inhibitors in the treatment of hepatitis 
C. J Hepatol 2013; 59 (2) 375382. 

143. Pawlotsky JM. Treatment failure and resistance with direct
acting antiviral drugs against hepatitis C virus. Hepatology 
2011; 53 (5) 17421751. 

144. Pawlotsky JM. Treatment of chronic hepatitis C: current and 
future. Curr Top Microbiol Immunol 2013; 369: 321342. 

145. Pol S, Ghalib RH, Rustgi VK, Martorell C, Everson GT, 
Tatum HA, et al. Daclatasvir for previously untreated chronic 
hepatitis Cgenotype1infection: arandomised, parallelgroup, 
doubleblind, placebo controlled, dosefinding, phase 2 
atrial. The L ancet Infectious diseases. 2012;12(9):6717. 

146. Poordad F, et al. ABT450/rombitasvir and dasabuvir with  
147. ribavirin for hepatitis C with cirrhosis. N Engl J Med 

2014;370:19731982. 
148. Poordad F, Manns MP, Marcellin P, et al. Simeprevir 

(TMC435) with peginterferon/ribavirin for treatment of 
chronic HCV genotype1 infection in treatmentnaive 
patients: results from QUEST2, a Phase III trial. 
Gastroenterology 2013; 144: S151S151 

149. Poordad F, McCone Jr J, Bacon BR, et al; SPRINT2 
Investigators. Boceprevir for untreated chronic HCV 
genotype 1 infection. N Engl J Med 2011; 364 (13) 1195
1206. 

150. Poordad F., McCone J., Jr, Bacon B., Bruno S., Manns M., 
Sulkowski M., et al. (2011) Boceprevir for untreated chronic 
HCV genotype 1 infection. N Engl J Med 364: 1195–1206. 

151. Prati D. Transmission of hepatitis Cvirus by blood 
transfusions and other medical procedures: a global review. J 
Hepatol. 2006 Oct;45(4):607–16. 

152. Press announcement, FDA, December 6 2013. 
153. Pulido F, Hill A, vanDelft Y, Moecklinghoff C. Impact of 

hepatitis C coinfection on response to antiretroviral 
treatment. AIDS reviews. 2012;14(2):12431. 

154. Pybus OG, Barnes E, Taggart R, Lemey P, Markov PV, 
Rasachak B, Syhavong B, Phetsouvanah R, Sheridan I et al. 
(2009). "Genetic history of hepatitis C virus in East Asia". J 
Virol 83 (2): 1071–82. doi:10.1128/JVI.0150108. PMC 
2612398. PMID 18971279. 

155. Pybus, OG; Markov, PV; Wu, A; Tatem, AJ (Jul 2007). 
"Investigating the endemic transmission of the hepatitis C 
virus". Int J Parasitol 37 (8–9): 839–49. 
doi:10.1016/j.ijpara.2007.04.009. PMID 17521655. 

156. Quan PL, Firth C, Conte JM et al. (May 2013). "Bats are a 
major natural reservoir for hepaciviruses and pegiviruses". 
Proc. Natl. Acad. Sci. U.S.A. 110 (20): 8194–9. doi: 10.1073/ 
pnas. 1303037110.PMC 3657805.PMID 23610427. 

157. Ratziu V, Gadano A, Pol S, Hézode C, Ramji A, Cheng W, et 
al. Triple therapy with daclatasvir (DCV; BMS790052), 
peginterferon alfa2 A and ribavirinin HCVinfected priornull 
and partial responders: 12week results of phase 2 B 
command2 trial. Journal of hepatology. 2012;56(1207), 
S478S479. 

158. Rauch, A.; Gaudieri, S.; Thio, C.; Bochud, P. Y. (2009). 
"Host genetic determinants of spontaneous hepatitis C 
clearance". Pharmacogenomics 10 (11): 1819–1837. doi: 10. 
2217 / pgs.09.121.PMID 19891557. 

159. Razavi H et al. Global distribution of HCV genotypes. The 64 
thmeeting of the American Association of the Study of Liver 
Diseases. November 15,2013. Washington DC. 

160. Reddy, R. Longterm followup of patients treated with 
daclatasvirbasedregimens in phase 2 and 3 studies. 
Paperpresentedat: American Association forthe Study of 
Liver Diseases; 2014 Nov 11. Abstract Final ID: 1965. Power 
Point presentation available from: 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

180 

http://liverlearning.aasld.org/aasld/2014/thelivermeeting/6200
9/doctor. rajender. reddy. longterm.follow up.of. patients. 
treated. with. html. 

161. Reichard O, Andersson J, Schvarcz R, Weiland O. Ribavirin 
treatment for chronic hepatitis C. Lancet 1991; 337 (8749) 
10581061. 

162. Rigat K, Wang Y, Hudyma TW et al. (November 2010). 
"Ligandinduced changes in hepatitis C virus NS5B 
polymerase structure". Antiviral Res. 88 (2): 197–206.doi: 
10.1016 /j.antiviral. 2010.08.014. PMID 20813137. 

163. RodriguezTorres M., Lawitz E., Kowdley K., Nelson D., 
Dejesus E., McHutchison J., et al. (2013) Sofosbuvir (GS
7977) plus peginterferon/ribavirin in treatmentnaive patients 
with HCV genotype 1: A randomized, 28day, doseranging 
trial. J Hepatol 58: 663–668. 

164. Rose, R; Markov, PV; Lam, TT; Pybus, OG (2013). "Viral 
evolution explains the associations among hepatitis C virus 
genotype, clinical outcomes, and human genetic variation". 
Infect Genet Evol 20: 41821. PMID 24140473. 

165. Rotman Y, Liang TJ. Coinfection with hepatitis Cvirus and 
humanimmuno deficiency virus: virological, immunological, 
and clinical outcomes. J Virol. 2009 Aug;83(15):7366–74. 

166. Rupp D, Bartenshlager R. Targets for antiviral therapy of 
hepatitis C. Semin Liver Dis 2014; 34: 921. 

167. Salemi M, Vandamme AM; Vandamme (2002). "Hepatitis C 
virus evolutionary patterns studied through analysis of full
genome sequences". J Mol Evol 54 (1): 62–70. 
doi:10.1007/s0023900100189. PMID 11734899. 

168. Sarrazin C, Hézode C, Zeuzem S, Pawlotsky JM; Hézode; 
Zeuzem; Pawlotsky (2012)."Antiviral strategies in hepatitis C 
virus infection". J. Hepatol. 56 (Suppl 1): S88–100. doi: 
10.1016/S01688278(12)600105. PMID 22300469. 

169. Sarwar MT, Kausar H, Ijaz B et al. (2011). Viral Hepat. 
1997;4 Suppl 1:69–74. Investigation of the pattern of 
diversity of hepatitis C virus in relation to times of 
transmission. Simmonds P, Smith DB.//317 "NS4A protein as 
a marker of HCV history suggests that different HCV 
genotypes originally evolved from genotype 1b". Virol. J. 8: 
317. doi:10.1186/1743422X8317. PMC 3145594. 
PMID 21696641. 

170. Shepard, CW; Finelli, L; Alter, MJ (Sep 2005). "Global 
epidemiology of hepatitis C virus infection.". Lancet Infect 
Dis 5(9): 558–67. doi:10.1016/S14733099(05)702164. 
PMID 16122679. 

171. Simmonds P (2001)."Reconstructing the origins of human 
hepatitis viruses". Philos Trans R Soc Lond B Biol 
Sci 356(1411): 1013–26. doi:10.1098/rstb.2001.0890. 
PMC 1088496.PMID 11516379. 

172. Simmonds P (November 2004)."Genetic diversity and 
evolution of hepatitis C virus—15 years on".J. Gen. Virol. 
85 (Pt 11): 3173–88. doi:10.1099/vir.0.804010. 
PMID 15483230. 

173. Simmonds P, Bukh J, Combet C, Deléage G, Enomoto N, 
Feinstone S, Halfon P, Inchauspé G, Kuiken C, Maertens G, 
Mizokami M, Murphy D, Okamoto H, Pawlotsky J, Penin F, 
Sablon E, ShinI T, Stuyver L, Thiel H, Viazov S, Weiner A, 
Widell A; Bukh; Combet; Deléage; Enomoto; Feinstone; 
Halfon; Inchauspé; Kuiken; Maertens; Mizokami; Murphy, 
DG; Okamoto, H; Pawlotsky, JM; Penin, F; Sablon, E; Shin
I, T; Stuyver, LJ; Thiel, HJ; Viazov, S; Weiner, AJ; Widell, A 
(2005). "Consensus proposals for a unified system of 
nomenclature of hepatitis C virus genotypes". Hepatology 
42 (4): 962–73. doi: 10.1002/ hep.20819. PMID 16149085. 

174. Simmonds P, Holmes EC, Cha TA et al. (November 1993). 
"Classification of hepatitis C virus into six major genotypes 
and a series of subtypes by phylogenetic analysis of the NS5 
region". J. Gen. Virol. 74 (Pt 11): 2391–9. doi:10.1099/0022
131774112391. PMID 8245854. 

175. Simmonds P, Smith DB; Smith (1997). "Investigation of the 
pattern of diversity of hepatitis C virus in relation to times of 

transmission". J Viral Hepat 4(Suppl 1): 69–74. doi: 10.1111/ 
j.13652893.1997.tb00163.x.PMID 9097281. 

176. Sofia M., Bao D., Chang W., Du J., Nagarathnam D., 
Rachakonda S., et al. (2010) Discovery of a betad2’deoxy
2’alphafluoro2’betaCmethyluridine nucleotide prodrug 
(PSI7977) for the treatment of hepatitis C virus. J Med Chem 
53: 7202–7218. 

177. Solomon SS, Srikrishnan AK, Mehta SH, Vasudevan CK, 
Murugavel KG, Thamburaj E, et al. High prevalence of HIV, 
HIV/hepatitis C virusco infection, and risk behaviors among 
injection drug user sin Chennai, India: acause for concern. J 
Acquir Immune Defic Syndr. 2008 Nov 1;49(3):327–32. 

178. Song H, Li J, Shi S, Yan L, Zhuang H, Li K; Li; Shi; Yan; 
Zhuang; Li (2010). "Thermal stability and inactivation of 
hepatitis C virus grown in cell culture". Virol. J. 7 (1): 40.doi: 
10.1186 /1743422X740. PMC 2834657.PMID 20167059. 

179. Sulkowski M., Gardiner D., RodriguezTorres M., Reddy K., 
Hassanein T., Jacobson I., et al. (2012) High rate of sustained 
virological response with the alloral combination of 
daclatasvir (NS5A inhibitor) plus sofosbuvir (nucleotide 
NS5B inhibitor), with or without ribavirin, in treatmentnaive 
patients chronically infected with HCV genotypes 1,2, or 3. 
Hepatology 56(6): 1516A. 

180. Sulkowski M., Gardiner D., RodriguezTorres M., Reddy K., 
Hassanein T., Jacobson I., et al. (2013) Sustained virological 
response with daclatasvir, plus sofosbuvir ± ribavirin (RBV) 
in chronic HCV genotype (GT) 1infected patients who 
previously failed telaprevir (TVR) or boceprevir (BOC). J 
Hepatol 58(S567–S577): Abstract 1417. 

181. Sulkowski MS, Jacobson IM, Nelson DR. 
Daclatasvirplussofosbuvir for HCV infection. The New 
England journal of medicine. 2014;370(16):15601. 

182. Summa V, Ludmerer SW, McCauley JA, Fandozzi C, Burlein 
C, Claudio G, Coleman PJ, Dimuzio JM, Ferrara M, Di 
Filippo M, Gates AT, Graham DJ, Harper S, Hazuda DJ, 
Huang Q, McHale C, Monteagudo E, Pucci V, Rowley M, 
Rudd MT, Soriano A, Stahlhut MW, Vacca JP, Olsen DB, 
Liverton NJ, Carroll SS. MK5172, a selective inhibitor of 
hepatitis C virus NS3/4a protease with broad activity across 
genotypes and resistant variants. Antimicrob Agents 
Chemother. 2012; 56(8):41617. doi: 10.1128/AAC.00324
12. PMID 22615282. 

183. Suzuki Y, Ikeda K, Suzuki F, Toyota J, Karino Y, Chayama 
K, et al. Dualoral therapy with daclatas virandasunaprevir for 
patients with HCV genotype 1b infection and limited 
treatment options. Journal of hepatology. 2013;58(4):65562. 

184. Syed GH, Amako Y, Siddiqui A; Amako; Siddiqui (2010). 
"Hepatitis C virus hijacks host lipid metabolism". Trends 
Endocrinol Metab 21 (1): 33–40. doi: 
10.1016/j.tem.2009.07.005.PMC 2818172. PMID 19854061. 

185. The Economist. The Silent PandemicTackling Hepatitis 
Cwith Policy Innovations. Econ Intell UnitEcon. 2012;1–28. 

186. Thomas E, Ghany MG, Liang TJ. The application and 
mechanism of action of ribavirin in therapy of hepatitis C. 
Antivir Chem Chemother 2012; 23 (1) 112. 

187. UNIT AIDS ecretariat. Hepatitis C medicines and diagnostics 
in the context of HIV/HCV co infection: ascoping report. 
WHO; 2013 Oct. 

188. Viekira Pak Prescribing Information. AbbVie Inc. December 
2014. 

189. Vivithanaporn P, Nelles K, DeBlock L, Newman SC, Gill 
MJ, Power C. Hepatitis Cvirusco infectionin creases 
neurocognitive impairment severity and risk of death in 
treated HIV/AIDS. Journal of the neurological sciences. 
2012;312(12):4551. 

190. Walewski JL, Keller TR, Stump DD, Branch AD; Keller; 
Stump; Branch (2001). "Evidence for a new hepatitis C virus 
antigen encoded in an overlapping reading frame". 
RNA 7 (5): 710–721. doi:10.1017/S1355838201010111. 
PMC 1370123. PMID 11350035. 



 Journal of American Science 2016;12(7)           http://www.jofamericanscience.org 

 

181 

191. Wang C, Jia L, Huang H, Qiu D, Valera L, Huang X, et al. 
Invitroactivity of BMS790052 on hepatitis C virus genotype 
4 NS5A. Antimicrobial agents and chemotherapy. 2012; 
56(3): 158890. 

192. Wang C, Valera L, Jia L, Kirk M J, Gao M, Fridell R A. 
Invitroactivity of daclatas viron hepatitis C virusgenotype 3 
NS5A. Antimicrobial agents and chemotherapy. 
2013;57(1):6113. 

193. World Health Organization. Guidelines for the screening, care 
and treatment of persons with hepatitis C infection. France: 
WHO;2014Apr. 

194. www.hcvguidelies.org. Accessed 12/30/14. 
195. Younossi Z., Stepanova M., Mir H., Jacobson I., Gane E., 

Nader F., et al. (2013) Minimal impact of sofosbuvir + 
ribavirin on health related quality of life (HRQL) compared to 
pegylated interferon + ribavirin for chronic hepatitis C: 
results from FISSION + POSITRON trials. J Hepatol 
58(S567–S577): Abstract 1431. 

196. Yu CI, Chiang BL; Chiang (2010). "A new insight into 
hepatitis C vaccine development". J. Biomed. Biotechnol. 
2010: 548280. doi: 10.1155/2010/548280. PMC 2896694. 
PMID 20625493. 

197. Yu ML, Chuang WL; Chuang (2009). "Treatment of chronic 
hepatitis C in Asia: when East meets West". J Gastroenterol 
Hepatol 24 (3): 336–345. doi:10.1111/j.14401746. 2009. 
05789. x.PMID 19335784. 

198. Zeisel, M.; Barth, H.; Schuster, C.; Baumert, T. (2009). 
"Hepatitis C virus entry: molecular mechanisms and targets 
for antiviral therapy". Frontiers in bioscience: a journal and 
virtual library 14 (8): 3274–3285. Bibcode: 2009. 
CNSNS.14.3274H. 
doi:10.1016/j.cnsns.2008.11.006. PMC 3235086.PMID 1927
3272. 

199. Zeuzem S, Dusheiko GM, Salupere R, et al. Sofosbuvir + 
ribavirin for 12 or 24 weeks for patients with HCV genotype 
2 or 3: the VALENCE trial. Hepatology 2013; 58 (Suppl. 01) 
733A. 

200. Zeuzem S, et al. Retreatment of HCV with ABT450/r
ombitasvir and dasabuvir with ribavirin. N Engl J Med 
2014;370:16041614. 

201. Zeuzem S, Soriano V, Asselah T, et al. Faldaprevir and 
deleobuvir for HCV genotype 1 infection. N Engl J Med 
2013; 369 (7) 630639.  

 
 
 
7/24/2016 


