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Abstract
The reason(s) why human antibodies raised against hepatitis C virus (HCV) E2 epitopes do not
offer protection against multiple viral infections may be related to either genetic variations among
viral strains particularly within the hypervariable region-1 (HVR-1), low titers of anti E2 antibodies
or interference of non neutralizing antibodies with the function of neutralizing antibodies. This
study was designed to assess the immunogenic properties of genetically conserved peptides derived
from the C-terminal region of HVR-1 as potential therapeutic and/or prophylactic vaccines against
HCV infection. Goats immunized with E2-conserved synthetic peptides termed p36 (a.a 430–446),
p37(a.a 517–531) and p38 (a.a 412–419) generated high titers of anti-p36, anti-p37 and anti-P38
antibody responses of which only anti- p37 and anti- p38 were neutralizing to HCV particles in sera
from patients infected predominantly with genotype 4a. On the other hand anti-p36 exhibited weak
viral neutralization capacity on the same samples. Animals super-immunized with single epitopes
generated 2 to 4.5 fold higher titers than similar antibodies produced in chronic HCV patients. Also
the studied peptides elicited approximately 3 fold increase in cell proliferation of specific antibody-
secreting peripheral blood mononuclear cells (PBMC) from immunized goats. These results
indicate that, besides E1 derived peptide p35 (a.a 315–323) described previously by this laboratory,
E2 conserved peptides p37 and p38 represent essential components of a candidate peptide vaccine
against HCV infection.

Introduction
Hepatitis C virus (HCV) infection is a global blood borne
disease that affects almost 3% of the world's population
with a morbidity and mortality rates that are second only
to HIV among the emerging infections [1]. The highest

estimated prevalence of HCV has been reported in Egypt
[2,3] with 11–14% of the population chronically infected
with the virus. This high prevalence has been attributed to
using the intravenous tartar emetic injections in a series of
well intended countrywide schistosomiasis control cam-
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paigns that occurred from the 1950s until 1980 [2,3] Only
20% or less of initial HCV infections cause acute viral hep-
atitis severe enough for the patient to seek medical care,
however 60–85% of all infections become persistent
[4,5]. Individuals with chronic HCV infection usually
remain asymptomatic and undiagnosed for decades
before chronic hepatitis sometimes leads to severe fibrosis
and cirrhosis, hepatic failure, or hepatocellular carci-
noma. [6-10]. These long-term complications, along with
the large reservoir of infected people, made HCV one of
the leading public-health problems. Continuous
improvements in transmission prevention and chemo-
therapeutic regimens are promising, but on their own are
unlikely to control this premium cause of chronic liver
disease. The current antiviral regimen, a combination of
pegylated interferon α and ribavirin, is curative in about
half of treated patients depending on the viral and/or host
factors. Additionally, this regimen requires prolonged
therapy, sometimes with serious side effects, expensive
and only a fraction of those with chronic HCV infections
meet the criteria for treatment [11]. Intravenous drug
users and certain high-risk groups will continue to have an
increased chance of exposure to the virus and are at risk f
Manns et al., [11] or new infections [12,13]. HCV trans-
mission is likely to persist in areas with limited access to
antiviral drugs and poor needle injection and blood prod-
uct hygiene. Thus, development of a vaccine capable of
preventing chronic HCV infection, if not preventing infec-
tion altogether, is essential for the control of HCV disease.
Vaccine induced antibodies that interfere with viral entry
are the protective correlate of many existing prophylactic
vaccines. However, for highly variable RNA viruses such as
Human immunodeficiency virus (HIV), the genesis of
broadly reactive neutralizing antibody (nAb) responses by
vaccination has been very difficult reviewed in Phogat et
al., [14]. Indeed, HIV has evolved several mechanisms to
evade antibody-mediated neutralization, including the
masking of conserved regions by glycan, quaternary pro-
tein interactions and the presence of immune-dominant
variable elements. Therefore, several investigators have
focused on E2 glycoproteins (gps) for developing HCV
vaccines including purified recombinant glycoproteins
(gps) [15,16], modified viral vectors expressing HCV gps
[17,18], recombinant virus like particles encoding HCV
gp epitopes, and DNA constructs encoding HCV gps [19].
These studies reported that anti-gp responses can be elic-
ited (reviewed in Lechmann and Liang) [20]. However,
they did not report on the neutralizing activity of the
induced antibodies, but rather several of these reports
assessed whether anti-gp responses inhibited the binding
of recombinant E2 to cells [15,19,21]. On the other hand,
several observations support the hypothesis that neutral-
izing antibodies (nAb) may help control HCV replication.
These included (i) immunization of chimpanzees to elicit
gp specific Ab responses induced sterilizing immunity

against challenge with homologous virus [22,23]. (ii)
recombinant gps induce a response that modulates infec-
tion and reduces the rate of progression to chronic disease
in chimpanzees [24,25]. (iii) HCV infected patients with
antibody deficiencies have accelerated rates of disease
progression [26,27]. (iv) passive administration of hyper-
immune sera containing Abs capable of neutralizing
HCVpp reduced HCV viraemia post-liver transplant [28]
and modulated chimpanzee progression rate to chronic
disease [29]. Several studies used synthetic peptides
derived from various regions of HCV proteins as vaccine
candidates proposing that the elicited antibodies would
interfere with the viral life cycle [30,31]. In the present
study we hypothesize that the sequence motifs located at
the amino-terminal region of HVR-1 contains several
genetically conserved sequences which may include con-
formation dependent epitope. The development of anti-
bodies to these motifs may interfere with the mechanisms
involved in viral adherence to cell surface or even to viral
assembly. We designed and synthesized conserved pep-
tides from this domain used them to immunize goats and
purified the goat antibodies for examining their immuno-
genic and neutralizing properties as candidates for further
assessment of HCV peptide vaccine.

Materials and methods
Design of the E2 conserved peptides
Three synthetic peptides from the region located C-termi-
nal to HVR-1 of the E2 protein were designed and synthe-
sized. This was done commercially by ANASPEC, Inc,
(San Jose CA, USA), in the amide form, using standard
solid phase synthesis involving 9-flurenylmethoxy carbo-
nyl chemistry and purified using HPLC as described in our
previous study [32]. Amino acid sequences of the E2
region among different HCV genotypes/subtypes were
retrieved from the Los Almos hepatitis C sequence data-
base http://hcv.lanl.gov. Three candidate peptides were
selected after alignment using Clustal W multiple
sequence alignment program at http://align.genome.jp/.
(Figure 1). Peptides were selected on the basis of sequence
conservation among E2 sequences recorded on the HCV
data base as in table 1.

Detection of anti E2-peptide immunoglobulin in Chronic 
HCV patients
A hundred serum samples from chronic HCV patients and
25 samples from healthy individuals who tested negative
for anti-HCV antibodies and did not have history of liver
disease were used to test the reactivity of the synthetic pep-
tides. Enzyme linked immunosorbent assay (ELISA) was
established in house. Briefly, polystyrene micro titer
ELISA plates were coated with 50 μl/well of (5 ng/ml) of
synthetic peptides p36, p37 and p38 diluted in carbonate/
bicarbonate buffer (pH 9.6). The plates were incubated
overnight at room temperature and washed three times
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using 0.05% (v/v) PBS-T20 (pH 7.2). Free active sites were
blocked using 0.2% (w/v) nonfat milk in carbonate/bicar-
bonate buffer. After washing, 50 μl/well from each test
sample that was pre-diluted 1:2,000 in PBS were added,
and incubated at 37°C for 2 h. After washing,, 50 μl/well
of anti-human IgG peroxidase conjugate, diluted in 0.2%
(w/v) nonfat milk in PBS-T2 were added and the mixture
was incubated at 37°C for 1 h. The amount of coupled
conjugate was determined by incubation with 50 μl/well
O-Phenylene Diamine (OPD, 0.01%) substrate (Sigma,
USA) for 30 min at 37°C. Finally, the reaction was
stopped using 3 M HCl and the absorbance was read at
450 nm.

Production of Caprine polyclonal-mono-specific 
antibodies
Six Goats were immunized with the synthetic peptides
p36, p37 and p38. Each peptide was injected as conju-
gated to KLH to a pair of goats, 2 goats were injected with
2 ml saline solution at the time intervals of immunization

protocol to serve as controls. Each goat was immunized
with a unified dose containing 1.5 mg/ml. Equal volumes
of diluted KLH – peptide and Freund's complete adjuvant
were emulsified and injected subcutaneously into the goat
in three different sites. On day 15 and 28, each goat was
immunized again with the same protein emulsified with
Incomplete Freund's adjuvant. On day 32, bleeding of the
goats was done to quantify the titer of relevant immu-
noglobulin using ELISA. IgG purification was carried out
in two steps according procedures of McKinney and Par-
kinson [33]. To summarize, the first step involves precip-
itation of albumin and other non IgG proteins with
Caprilyic acid (octanoic acid). While the second step
involves precipitation of IgG fraction was using ammo-
nium sulphate cut.

Alignment of amino acid sequences of the E2 sub-genomic region among various HCV genotypes with special emphasis on sub-type (4a)Figure 1
Alignment of amino acid sequences of the E2 sub-genomic region among various HCV genotypes with special 
emphasis on subtype (4a). Predicted Peptides #38, #36 & #37 in this study are shown on the top of the aligned sequences. 
A hyphen indicates an amino acid residue identical to that of the HCV genotype 4a.EG.ED43.Y11604 sequence

Table 1: Sequence location results of the predicted peptides.

Peptide Epitope mapping1 Epitope mapping2 AA sequence No. of AA residues

38 29–36 412–419 QLINTNGS 8 mer

36 47–63 430–446 NDSLNTGFLAFLFYTKK 17 mer

37 134–148 517–531 GTTDHVGVPTYDWGK 15 mer

1st column indicates Peptide designation.
1: Represents AA position relative to protein start in H77.
2: Represents AA position relative to polyprotein start in H77.
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Efficacy of Caprine antibodies to recognize relevant 
epitopes on HCV particles using Immune-Capture-RT-
nested PCR neutralization assay
Thermo well® GOLD PCR tubes (Corning Costar Inc.,
USA) were coated with serial dilutions of purified Caprine
anti-HCV mono-specific IgG. Following a washing step,
using 0.05% (v/v) PBS-T20 (pH 7.2), and non specific
binding sites was blocked by incubation with 0.2%
Bovine serum albumin in PBS at 37°C for 2 hours. Wash-
ing by PBS-T20 (pH 7.2) was repeated after the blocking
step. Antibodies-coated tubes were incubated with HCV
positive serum for 1 hour at 37°C. Serum was aspirated
into a 1.5 ml tubes and PCR tubes were washed 3 times
and the wash-out was collected into clean collection
tubes. Immune-capture RT-PCR was carried out both In-
situ and after extraction of viral RNA from the collected
fraction. PCR products were electrophoresis on ethidium
bromide-stained 1.5% agarose gel. Assessing the specifi-
city of viral binding to anti E2 goat IgG was done through
the use of anti-HBV IgG for cross-reaction with HCV par-
ticles.

Stimulation of goat PBMC proliferation with E2-peptides
Five ml blood from immunized (2 animals per each pep-
tide) and 2 non immunized goats (control) were collected
on heparinized tubes and PBMC were separated from
whole blood using Ficoll separating solution [34]. Cells
were washed with PBS and centrifuged at 1600 rpm for 15
min three times. The washed cell pellets were spun down
and re-suspended in 1 ml RPMI-1640, supplemented with
10% FCS. Cells were counted and adjusted with RPMI
1640 to be 0.75 million cells/ml media. The cells were
plated onto a 24 well plate at 0.5 million cells per well.
Cells were incubated with 0, 5, 10, 25, and 50 μg/ml of
p36, p37 and p38. The same peptide concentrations were
incubated with PBMCs from normal non-immunized
goats as negative controls. Phytoheamaglutinine (PHA)
was added to culture medium at 5 μg/ml, as positive con-
trol for cell stimulation. Cells were cultured in a humidi-
fied atmosphere at 37°C, 5% CO2 for 7 days and media
were changed every 48 hours.

FACS analysis
Cells were washed, permeabilized with 0.1% triton X-100
solution (v/v) for 6 min at 4°C and stained with 50 μg/ml
propidium Iodide (PI) as a DNA-specific fluorochrome
for 30 min at 4°C in a dark place. Cell cycle analysis and
cell proliferation (S+ G2M) were performed on FACS Cal-
iber flow cytometer.

Statistical analysis
All statistical analyses were performed using the SPSS 9.0
statistical software program. The statistical significance of
difference was considered when p ≤ 0.05.

Results
Detection of reactive human IgGs towards the conserved 
E2 peptides in chronic HCV patients
To answer the question whether the selected conserved
E2-peptides were able to recognize specific immunoglob-
ulins in chronic HCV patients, 100 chronic patients and
25 healthy controls were recruited for analysis of specific
IgG titers. Using a cutoff of recognition calculated for each
peptide (mean of the values obtained with HCV negative
sera + 3 × S.D), positive responses were obtained in 100
out of 100 (100%) chronic patients using either of the
three peptides p36, p37 and p38. On the other hand nei-
ther of the healthy controls displayed positive reactivity
towards any of the conserved peptides tested (Figure 2).
These results indicate that the selected epitopes were able
to induce humoral immune responses during the infec-
tion in all the studied patients with genotype 4a.

Goat IgG levels against multiple doses of HCV E2 peptide 
epitopes
To check the sustenance of antibody levels in 2 goats
receiving multiple doses of E2 specific peptide, goats were
immunized subcutaneously with p38-KLH at days 0, 14
and 28 A pair of goats received p35-KLH (E1 specific pep-
tide that was previously shown to be highly immunogenic
and neutralizing, El Awady et al [35] following the same
protocol as p38-KLH for comparison. Two goats receiving
saline were included as controls. Detectable levels of spe-
cific antibodies appeared at the first determination 15
days post immunization, peaked after 30 days and
achieved plateau for the next 4 months of the study (i.e.
96 days after the last injection, Figure 3).

Comparison between titers of anti E2-peptide antibodies 
in chronic HCV patients and super-immunized goats
To check whether immunization with a single E2-epitope
induces specific antibody titers higher than those induced
during natural HCV infection, antibody titers against p36,
p37 and p38 were determined in 100 chronic HCV
patients and in super immunized goats (2 animals/pep-
tide). Mean values of anti p36 and anti p37 were > two
folds higher in super immune animals than infected sub-
jects, while anti p38 antibody had > 4 fold higher titer in
super immune goats than HCV patients (Figure 4).

Viral neutralization by anti E2 peptide goat antibodies
To determine the comparative activities of anti p36, anti
p37 and anti p38 in neutralization of HCV, Thermo well®

GOLD PCR tubes were coated with serial dilutions (300-
1.6 μg/tube) of purified antibodies and allowed to bind
the viral particles from patient's sera. After the necessary
washing steps the Ab-bound viral particles were deter-
mined by RT-nested PCR amplification using HCV spe-
cific primers. As shown in figure 5, anti p37 and anti p38
were able to bind HCV at values as low as 12 and 1.6 μg
Page 4 of 10
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respectively. On the other hand, when anti p36 was used
for viral immune-capture it failed to capture the virus at
concentrations lower than 300 μg/tube. Tubes coated
only with buffer or with anti HBV Ab showed no binding
of virus. These results indicate that epitopes p37 and p38
produce specific immunoglobulines in goats with signifi-
cant viral neutralization capacities, while anti p36 are not
neutralizing (Figure 5).

Effect of E2-peptides on Cell proliferation
To test whether E2-peptides are able to stimulate cellular
response, peripheral blood mononuclear cells (PBMCs)
from p38-KLH immunized goats were cultured for 7 days
and stimulated with p38 at various concentrations (0–50
μg/ml culture medium), dark boxes). Similar experiments
were performed using p35-KLH (E1 peptide that was pre-

viously reported by our laboratory to generate neutraliz-
ing Abs) for goat immunization and p35 for cell
proliferation as positive controls for comparison. PBMC
from non immunized goats were cultured and stimulated
similar to those cells derived from immunized animals to
serve as negative controls (light boxes). Analysis of cell
proliferations by flow cytometry showed that cells at
(S+G2M) were induced > 2 folds upon stimulation with
p38, a proliferative capacity equal to p35 (Figure 6a b, and
6c).

Discussion
Currently, there is no prophylactic or therapeutic vaccine
for HCV; however, there is plenty of evidence supporting
the feasibility of such approaches for HCV infection. It is
known that natural and protective immunity to HCV

Reactivity of human IgGs towards the conserved E2-peptides in chronic HCV genotype 4a patientsFigure 2
Reactivity of human IgGs towards the conserved E2-peptides in chronic HCV genotype 4a patients. The corre-
sponding titers of human IgGs against each tested peptide were determined in 100 HCV patients and 25 healthy control sub-
jects. Levels of antibodies as detected with specific ELISA are depicted as scatter diagram. Cutoff value was calculated from the 
levels obtained from healthy controls (mean of negative values + 3×S.D).
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exists [36]. The fact that 15–25% of HCV infected individ-
uals are able to spontaneously clear their infection impli-
cates the role of the adaptive arm of immune response in
clearance of the virus. Although for reasons that have yet
to be understood, convalescent humans are not protected
against acute HCV infection. However, the majority of
convalescent humans are protected from the progression
of infection to chronic state [37]. Since it is the chronic
state of HCV infection that is associated with pathogenic-
ity of the virus, this argues for the feasibility of a prophy-
lactic vaccine, able to induce HCV specific immune
responses similar to those elicited in convalescent individ-
uals and would be able to protect naïve individuals post
infection. Genetic heterogeneity in HCV [38,39], and
other RNA viruses such as HIV and Influenza, plays an
important role in immune escape and in the establish-
ment of persistent infection. Besides, non neutralizing
antibodies were shown to mask the neutralizing antibod-
ies (nAbs) in chronic HCV infection thus explaining low

rates of viral clearance. Therefore, it is generally assumed
that cross-reactive nAb responses targeting conserved
regions of the viral gps would be better able to neutralize
the viral quasi-species present within an infected individ-
ual. In the present study, we designed and synthesized 3
peptides derived from conserved E2 epitopes on the bases
of sequence data available for genotype 4a quasi-species
as well as alignments with viral subtypes reported in the
HCV database within the NH2-terminal region of the
HVR-1 of E2 protein. The current peptides were selected to
be genetically conserved at least among viral subtypes
infecting the local population, predominantly 4a. The
present experimental data confirmed the conservation of
selected peptides via their ability to react with correspond-
ing Abs in 100% of the studied local cases of HCV infec-
tion. These experiments directed our attention towards
the question why these Abs were not able to clear the virus
and permitted progression to the chronic state. In support
to the hypothesis made by von Hahn et al., [40-42]. We

Goat IgG levels against multiple doses of linear peptide p38 conjugated with KLHFigure 3
Goat IgG levels against multiple doses of linear peptide p38 conjugated with KLH. (P35-KLH and saline treated 
goats served as positive and negative controls respectively.) Antibody titers were followed for a total of 145 days. The results 
shown represent the mean values of two goats at each time interval.
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assume that co-existence of non neutralizing Abs (anti
p36 in this study) side by side with nAbs (anti p37 + anti
p38) may lead to hindrance of neutralizing activity of
nAbs. Recent reports of targeting antibody responses to
the HCV E2 hyper variable region have elicited low level
strain-specific nAb responses [43,44]. These results
encouraged us to hypothesize that the low titers of nAbs,
perhaps due to exhaustion of humoral response to a mul-
tiple epitope vaccination, made them not sufficient for
viral neutralization. The results presented herein suggest
that hyper-immunization with a specific single E2 epitope
elicited higher antibody titers than those generated during
chronic viral infection and further deepen our believe that
the fewer the number of nAbs used the stronger humoral
response and the more chance for viral clearance exists.
Elucidation of the neutralization epitopes on the surface
of E2 gps is of great interest for the development of an effi-
cient vaccine. Several human anti-E2 antibodies have
been reported with cross-reactive neutralizing activity and
the majority appears to recognize conformation depend-
ent epitopes [45,46]. This study demonstrates that immu-
nization of goats with synthetic peptides derived from
HCV E2 gps can elicit polyclonal antibody responses
some of them were capable of neutralizing HCV virions in
infected sera. These data further suggest the presence of an
immunodominant conserved epitopes within the E2 gp
which encompasses motifs from linear epitopes. Since
HCV specific T cell responses are required besides

humoral responses to assess the efficacy of peptide vacci-
nation, Klade et al., [30] demonstrated that HCV IC41
peptide vaccine induced T-cell responses in HCV difficult
to treat patients, where the strongest responses were asso-
ciated with HCV RNA decline. In the current study, immu-
nization of goats with KLH conjugated peptides induced
significant HCV specific cellular response. Although
gamma interferon secreting CD+4 and CD+ 8 cells were
not analyzed in goats, we have demonstrated ~3 fold
increase in HCV antigen specific leucocytes proliferation
indicated that our candidate epitope E2 (p38) vaccine was
able to induce cellular immune response, which was crit-
ical in viral clearance. These data are in agreement with
the results of Zhu et al., [47]. The ability of selected pep-
tides to induce strong and specific humoral and cellular
immune responses makes them potential candidates for
designing a prophylactic and therapeutic vaccine against
HCV. Taken together the results of humoral immunity,
viral neutralization and specific cellular responses suggest
that p37 and p38 together with p35 (E1 derived peptide
published earlier, El Awady et al., [32,35] are candidate
vaccine components for further studies.

Comparison between titers of anti E2-peptide antibodies in chronic HCV patients and super-immunized goatsFigure 4
Comparison between titers of anti E2-peptide anti-
bodies in chronic HCV patients and super-immu-
nized goats. ELISA plates coated with p36, p37 or p38 were 
used for determining relevant antibody titers in both chronic 
HCV patients and goats super immunized with p36-KLH, 
p37-KLH or p38-KLH. Bars represent means of Ab titer 
from 100 HCV patients and from 2 goats who received sub-
cutaneous injections of 1.5 mg at days 0, 14 and 28. Cut off 
values were calculated as means of anti p38-KLH in 25 
healthy subjects and in 2 saline injected goats.

Viral neutralization by anti E2 peptide goat antibodiesFigure 5
Viral neutralization by anti E2 peptide goat antibod-
ies. Purified mono-specific polyclonal antibodies against p36–
p38 epitopes were used at 300 to < 12.5 μg/tube to bind 
HCV from infected sera and the immune-capture activity of 
each Ab was assessed by RT-nested PCR amplification. The 
174 bp amplicon denotes the presence of captured virus. The 
immune-capture experiment was repeated 3 times with dif-
ferent serum samples. Each Ab displayed the same immune-
capture activity with different infected sera. Negative control 
and binding specificity were assessed by replacing the anti 
peptide Ab by PBS and anti HBV Ab respectively.
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Effect of p38 epitope on Peripheral blood mononuclear cell proliferation in immunized goatsFigure 6
Effect of p38 epitope on Peripheral blood mononuclear cell proliferation in immunized goats. Goats were immu-
nized with p38 epitope. PBMC derived from immunized (dark column) and from non immunized (light column) were cultured, 
stimulated with increasing concentrations (5–50 ug/ml culture) of p38 and analyzed by FACS for cell proliferation (A and C). 
Results were compared with p35 (B) as a positive control for peptide mediated cell proliferation.



Virology Journal 2009, 6:66 http://www.virologyj.com/content/6/1/66
Competing interests
The authors declare that they have no competing interests.

Authors' contributions
ME conceived the study, participated in its design and
coordination, wrote the final version of the manuscript
and supported partial financing. AT participated as a PI of
the project supporting the study, wrote the draft of  the
manuscript,  and  followed  up  all  technical  steps.  YE
participated  in  designing  the E2  conserved  peptides,
production  of  goat  polyclonal mono-specific  antibodies
and  in  cell  proliferation  assay.  HY  participated  in
immunizing  the  goats  and  in  immunoassays.   MH  car-
ried  out  Immune-Capture-RT nested  PCR.  MR  per-
formed  IgG  purification.  RE and RM carried  out  the
immunoassays.  ND  participated  in  animal  selection
and  antigen  immunization.  NB participated in RT-PCR
for HCV RNA and ms editing. All authors read and
approved the final manuscript

Acknowledgements
The present work was supported by National Research Center, Egypt. 
Project, No: 8041177 to Dr. Ashraf Tabll and project No. E8041129 to 
Prof. Mostafa El-Awady. Authors would like to thank Khaled Atef and Mah-
moud Hefnawy for their kind assistance.

References
1. Lauer GM, Walker BD: Hepatitis C virus infection.  N Engl J Med

2001, 345:41-52.
2. Frank C, Mohamed MK, Strickland GT, Lavanchy D, Arthur RR,

Magder LS, El Khoby T, Abdel-Wahab Y, Aly Ohn ES, Anwar W, Sal-
lam I: The role of parenteral antischistosomal therapy in the
spread of hepatitis C virus in Egypt.  Lancet 2000, 355:887-891.

3. Strickland GT: Liver disease in Egypt: hepatitis C superseded
schistosomiasis as a result of iatrogenic and biological fac-
tors.  Hepatology 2006, 43:915-922.

4. Alter MJ: Epidemiology of hepatitis C.  Hepatology 1997, 26(3
suppl 1):62S-65.

5. Alter H: Discovery of non-A, non-B hepatitis and identifica-
tion of its etiology.  Am J Med 1999, 107:16S-20.

6. Freeman AJ, Dore GJ, Law MG, Thorpe M, Von Overbeck J, Lloyd AR,
Marinos G, Kaldor JM: Estimating progression to cirrhosis in
chronic hepatitis C virus infection.  Hepatology 2001,
34:809-816.

7. Thomas DL, Astemborski J, Rai RM, Anania FA, Schaeffer M, Galai N,
Nolt K, Nelson KE, Strathdee SA, Johnson L, Laeyendecker O, Boit-
nott J, Wilson LE, Vlahov D: The natural history of hepatitis C
virus infection: host, viral, and environmental factors.  JAMA
2000, 284:450-56.

8. Kenny-Walsh E: Clinical outcomes after hepatitis C infection
from contaminated anti-D immune globulin. Irish Hepatol-
ogy Research Group.  N Engl J Med 1999, 340:1228-1233.

9. Wiese M, Grungreiff K, Guthoff W, Lafrenz M, Oesen U, Porst H:
Outcome in a hepatitis C (genotype 1b) single source out-
break in Germany – a 25-year multicenter study.  J Hepatol
2005, 43:590-598.

10. Ferenci P, Ferenci S, Datz C, Rezman I, Oberaigner W, Strauss R:
Morbidity and mortality in paid Austrian plasma donors
infected with hepatitis C at plasma donation in the 1970s.  J
Hepatol 2007, 47:31-36.

11. Manns MP, Wedemeyer H, Cornberg M: Treating viral hepatitis
C: efficacy, side effects, and complications.  Gut 2006,
55:1350-1359.

12. Klenerman P, Kim A: HCV-HIV coinfection: simple messages
from a complex disease.  PLoS Med 2007, 4:e240.

13. Pachiadakis I, Pollara G, Chain BM, Naoumov NV: Is hepatitis C
virus infection of dendritic cells a mechanism facilitating
viral persistence?  Lancet Infect Dis 2005, 5(5):296-304.

14. Phogat S, Wyatt RT, Karlsson GB: Inhibition of HIV-1 entry by
antibodies: potential viral and cellular targets.  J Intern Med
2007, 262:26-43.

15. Heile JM, Fong YL, Rosa D, Berger K, Saletti G, Campagnoli S, Bensi
G, Capo S, Coates S, Crawford K, Dong C, Wininger M, Baker G,
Cousens L, Chien D, Ng P, Archangel P, Grandi G, Houghton M,
Abrignani S: Evaluation of hepatitis C virus glycoprotein E2 for
vaccine design: an endoplasmic reticulum-retained recom-
binant protein is superior to secreted recombinant protein
and DNA-based vaccine candidates.  J Virol 2000, 74:6885-6892.

16. Martínez-Donato G, Capdesuñer Y, Acosta-Rivero N, Rodríguez A,
Morales-Grillo J, Martínez E, González M, Alvarez-Obregon JC,
Dueñas-Carrera S: Multimeric HCV E2 protein obtained from
Pichia pastoris cells induces a strong immune response in
mice.  Mol Biotechnol 2007, 35:225-235.

17. Abraham JD, Himoudi N, Kien F, Berland JL, Codran A, Bartosch B:
Comparative immunogenicity analysis of modified vaccinia
Ankara vectors expressing native or modified forms of hep-
atitis C virus E1 and E2 glycoproteins.  Vaccine 2004,
22:3917-3928.

18. Majid AM, Ezelle H, Shah S, Barber GN: Evaluating replication
defective vesicular stomatitis virus as a vaccine vehicle.  J Virol
2006, 80:6993-7008.

19. Ma X, Forns X, Gutierrez R, Mushahwar IK, Wu T, Payette PJ, Bukh
J, Purcell RH, Davis HL: DNA-based vaccination against hepati-
tis C virus (HCV): effect of expressing different forms of
HCV E2 protein and use of CpGoptimized vectors in mice.
Vaccine 2002, 20:3263-3271.

20. Lechmann M, Liang TJ: Vaccine development for hepatitis C.
Semin Liver Dis 2000, 20:211-226.

21. Fournillier A, Depla E, Karayiannis P, Vidalin O, Maertens G, Trépo C,
Inchauspé G: Expression of noncovalent hepatitis C virus enve-
lope E1–E2 complexes is not required for the induction of
antibodies with neutralizing properties following DNA
immunization.  J Virol 1999, 73:7497-7504.

22. Choo QL, Kuo G, Ralston R, Weiner A, Chien D, Van Nest G, Han J,
Berger K, Thudium K, Kuo C: Vaccination of chimpanzees
against infection by the hepatitis C virus.  Proc Natl Acad Sci USA
1994, 91:1294-1298.

23. Rosa C, Osborne S, Garetto F, Griva S, Rivella A, Calabresi G,
Guaschino R, Bonelli F: Epitope mapping of the NS4 and NS5
gene products of hepatitis C virus and the use of a chimeric
NS4–NS5 synthetic peptide for serodiagnosis.  J Virol Methods
1995, 55:219-232.

24. Youn JW, Park SH, Lavillette D, Cosset FL, Yang SH, Lee CG, Jin HT,
Kim CM, Shata MT, Lee DH, Pfahler W, Prince AM, Sung YC: Sus-
tained E2 antibody response correlates with reduced peak
viremia after hepatitis C virus infection in the chimpanzee.
Hepatology 2005, 42:1429-1436.

25. Puig M, Major ME, Mihalik K, Feinstone SM: Immunization of chim-
panzees with an envelope protein-based vaccine enhances
specific humoral and cellular immune responses that delay
hepatitis C virus infection.  Vaccine 2007, 22:991-1000.

26. Christie JM, Healey CJ, Watson J, Wong VS, Duddridge M, Snowden
N, Rosenberg WM, Fleming KA, Chapel H, Chapman RW: Clinical
outcome of hypogammaglobulinaemic patients following
outbreak of acute hepatitis C: 2 year follow up.  Clin Exp Immu-
nol 1997, 110:4-8.

27. Chapel HM, Christie JM, Peach V, Chapman RW: Five-year follow-
up of patients with primary antibody deficiencies following
an outbreak of acute hepatitis C.  Clin Immunol 2001, 99:320-324.

28. McKeating JA, Zhang LQ, Logvinoff C, Flint M, Zhang J, Yu J, Butera
D, Ho DD, Dustin LB, Rice CM, Balfe P: Diverse hepatitis C virus
glycoproteins mediate viral infection in a CD81-dependent
manner.  J Virology 2004, 78:8496-8505.

29. Krawczynski K, Alter MJ, Tankersley DL, Beach M, Robertson BH,
Lambert S, Kuo G, Spelbring JE, Meeks E, Sinha S, Carson DA: Effect
of immune globulin on the prevention of experimental hep-
atitis C virus infection.  J Infect Dis 1996, 173:822-828.

30. Klade CS, Wedemeyer H, Berg T, Hinrichsen H, Cholewinska G,
Zeuzem S, Blum H, Buschle M, Jelovcan S, Buerger V, Tauber E, Frisch
J, Manns MP: Therapeutic vaccination of chronic hepatitis C
Page 9 of 10
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11439948
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10752705
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10752705
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16628669
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16628669
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16628669
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9305666
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10653450
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10653450
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11584380
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11584380
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10904508
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10904508
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10210705
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10210705
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10210705
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16237783
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16237783
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16237783
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17335929
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17335929
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17335929
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16905701
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16905701
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17927445
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17927445
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15854885
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15854885
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15854885
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17598813
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17598813
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10888628
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10888628
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10888628
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17652786
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17652786
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15364440
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15364440
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15364440
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16809305
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16809305
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12213395
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12213395
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10946425
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10438839
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10438839
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10438839
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7509068
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7509068
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8537460
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8537460
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8537460
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16317673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16317673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9353141
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9353141
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9353141
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11358426
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11358426
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11358426
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15280458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15280458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15280458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8603959
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8603959
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8603959
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18471515


Virology Journal 2009, 6:66 http://www.virologyj.com/content/6/1/66
Publish with BioMed Central   and  every 
scientist can read your work free of charge

"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."

Sir Paul Nurse, Cancer Research UK

Your research papers will be:

available free of charge to the entire biomedical community

peer reviewed and published immediately upon acceptance

cited in PubMed and archived on PubMed Central 

yours — you keep the copyright

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

BioMedcentral

nonresponder patients with the peptide vaccine IC41.  Gastro-
enterology 2008, 134(5):1385-1395.

31. Firbas C, Jilma B, Tauber E, Buerger V, Jelovcan S, Lingnau K, Buschle
M, Frisch J, Klade CS: Immunogenicity and safety of a novel
therapeutic hepatitis C virus (HCV) peptide vaccine: a rand-
omized, placebo controlled trial for dose optimization in 128
healthy subjects.  Vaccine 2006, 15;24(20):4343-4353.

32. El Awady MK, El-Demellawy MA, Khalil SB, Galal D, Goueli SA: Syn-
thetic peptide-based immunoassay as a supplemental test
for HCV infection.  Clin Chim Acta 2002, 325(1–2):39-46.

33. McKinney MM, Parkinson A: A simple, non-chromatographic
procedure to purify immunoglobulins from serum and
ascites fluid.  J Immunol Methods 1987, 11;96(2):271-278.

34. Nomura LE, deHaro ED, Martin LN, Maecker HT: Optimal prepa-
ration of rhesus macaque blood for cytokine flow cytometric
analysis.  Cytometry A 2003, 53(1):28-38.

35. El-Awady MK, Tabll AA, Atef K, Yousef SS, Omran MH, El-Abd Y,
Bader-Eldin NG, Salem AM, Zohny SF, El-Garf WT: Antibody to E1
peptide of hepatitis C virus genotype 4 inhibits virus binding
and entry to HepG2 cells in vitro.  World J Gastroenterol 2006, 28;
12(16):2530-2535.

36. Lanford RE, Guerra B, Chavez D, Bigger C, Brasky KM, Wang XH,
Ray SC, Thomas DL: Cross-genotype immunity to hepatitis C
virus.  J Virol 2004, 78(3):1575-1581.

37. Houghton M, Abrignani S: Prospects for a vaccine against the
hepatitis C virus.  Nature 2005, 18; 436(7053):961-966.

38. Simmonds P, Bukh J, Combet C, Deléage G, Enomoto N, Feinstone S,
Halfon P, Inchauspé G, Kuiken C, Maertens G, Mizokami M, Murphy
DG, Okamoto H, Pawlotsky JM, Penin F, Sablon E, Shin IT, Stuyver LJ,
Thiel HJ, Viazov S, Weiner AJ, Widell A: Consensus proposals for
a unified system of nomenclature of hepatitis C virus geno-
types.  Hepatology 2005, 42:962-973.

39. Kuiken C, Yusim K, Boykin L, Richardson R: The Los Alamos hep-
atitis C sequence database.  Bioinformatics 2005, 21:379-384.

40. von Hahn T, Yoon JC, Alter H, Rice CM, Rehermann B, Balfe P, McK-
eating JA: Hepatitis C virus continuously escapes from neu-
tralizing antibody and T-cell responses during chronic
infection in vivo.  Gastroenterology 2007, 132(2):667-678.

41. Stamataki Z, Coates S, Evans MJ, Wininger M, Crawford K, Dong C,
Fong YL, Chien D, Abrignani S, Balfe P, Rice CM, McKeating JA,
Houghton M: Hepatitis C virus envelope glycoprotein immu-
nization of rodents elicits cross-reactive neutralizing anti-
bodies.  Vaccine 2007, 25(45):7773-7784.

42. Zhang P, Wu CG, Mihalik K, Virata-Theimer ML, Yu MY, Alter HJ,
Feinstone SM: Hepatitis C virus epitope-specific neutralizing
antibodies in Igs prepared from human plasma.  Proc Natl Acad
Sci USA 2007, 15;104(20):8449-8454.

43. Vietheer PT, Boo I, Drummer HE, Netter HJ: Immunizations with
chimeric hepatitis B virus-like particles to induce potential
antihepatitis C virus neutralizing antibodies.  Antivir Ther 2007,
12:477-487.

44. Torresi J, Stock OM, Fischer AE, Grollo L, Drummer H, Boo I, Zeng
W, Earnest-Silveira L, Jackson DC: A self-adjuvanting multie-
pitope immunogen that induces a broadly cross reactive
antibody to hepatitis C virus.  Hepatology 2007, 45:911-920.

45. Schofield DJ, Bartosch B, Shimizu YK, Allander T, Alter HJ, Emerson
SU, Cosset FL, Purcell RH: Human monoclonal antibodies that
react with the E2 glycoprotein of hepatitis C virus and pos-
sess neutralizing activity.  Hepatology 2005, 42:1055-1062.

46. Eren R, Landstein D, Terkieltaub D, Nussbaum O, Zauberman A,
Ben-Porath J, Gopher J, Buchnick R, Kovjazin R, Rosenthal-Galili Z,
Aviel S, Ilan E, Shoshany Y, Neville L, Waisman T, Ben-Moshe O, Kis-
chitsky A, Foung SK, Keck ZY, Pappo O, Eid A, Jurim O, Zamir G,
Galun E, Dagan S: Preclinical evaluation of two neutralizing
human monoclonal antibodies against hepatitis C virus
(HCV): a potential treatment to prevent HCV reinfection in
liver transplant patients.  J Virol 2006, 80:2654-2664.

47. Zhu LX, Liu J, Ye Y, Xie YH, Kong YY, Li GD, Wang Y: A candidate
DNA vaccine elicits HCV specific humoral and cellular
immune responses.  World J Gastroenterol 2004, 10(17):2488-2492.
Page 10 of 10
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18471515
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12367764
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12367764
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12367764
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12701130
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12701130
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12701130
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14722311
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14722311
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16149085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16149085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16149085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15377502
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15377502
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17258731
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17258731
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17258731
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17919789
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17919789
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17919789
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17668556
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17668556
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17668556
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17393515
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17393515
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17393515
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16250048
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16250048
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16250048
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16501075
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16501075
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16501075
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15300890
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15300890
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15300890
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Introduction
	Materials and methods
	Design of the E2 conserved peptides
	Detection of anti E2-peptide immunoglobulin in Chronic HCV patients
	Production of Caprine polyclonal-mono-specific antibodies
	Efficacy of Caprine antibodies to recognize relevant epitopes on HCV particles using Immune-Capture-RT- nested PCR neutralization assay
	Stimulation of goat PBMC proliferation with E2-peptides
	FACS analysis
	Statistical analysis

	Results
	Detection of reactive human IgGs towards the conserved E2 peptides in chronic HCV patients
	Goat IgG levels against multiple doses of HCV E2 peptide epitopes
	Comparison between titers of anti E2-peptide antibodies in chronic HCV patients and super-immunized goats
	Viral neutralization by anti E2 peptide goat antibodies
	Effect of E2-peptides on Cell proliferation

	Discussion
	Competing interests
	Authors' contributions
	Acknowledgements
	References

