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The diagnosis of HCV infection is hindered by the long
seronegative window period, the high rate of falsepositives and the need to differentiate between current
and cleared infection. Stimmunology™ is a technology by
which antibody production can be stimulated, even in a
whole blood sample, in vitro. Such stimulation leads to
an increase in HCV antibody levels in the blood sample,
enabling the detection of HCV infection prior to seroconversion. This increase in the levels of the HCV antibodies,
which can be achieved within days of infection, practically resolves the window period problem. The detection

of the infection, even at its seronegative stage, translates
to increased diagnostic sensitivity and the concomitant
dilution of ‘noise’ in the sample leads to a >96% reduction in the false-positive rate. The stimulation step acts
upon HCV-primed lymphocytes in the blood sample;
therefore, only in the presence of infection would the
increased antibody levels be detected, thus differentiating between current and cleared infection. Clinical diagnostic data have been collected to provide insight as to
how the diagnosis of HCV infection may be improved
using this technology.

Challenges in the diagnosis of HCV infection
The hepatitis C epidemic is not a new one, yet it has
been ignored for some time. Although HIV has been
the epidemic dealt with on global and national levels,
the silent epidemic of hepatitis C [1–3], which kills
more people than AIDS, is now rising in the public’s
awareness [4–6]. Such awareness is fostered by several factors such as HIV–HCV-coinfection [7–9], the
spread of HCV among HIV-monoinfected people
[10–12] and among other at risk populations, and the
recent availability of new drugs for treating hepatitis
C [13,14]. These drugs, and hopefully others in the
pipeline, have lower toxicity and a shorter duration of
treatment [15,16], thus making the argument for early
treatment [17–19] stronger, thereby offering potential
for, not only a curtailing of the epidemic, but also an
eradication of it. We have gained much insight into
the combat against blood-borne diseases while working with HIV, and the lessons learnt there should be
applicable to HCV with regard to treatment and the
successes achieved, providing impetus to identify carriers of infection with a view to offering them antiviral treatment [20–22]. The HCV epidemic presents us
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with new and different challenges regarding diagnosis,
which in turn affect treatment decisions.

Long seronegative window period
Unlike most infections, antibodies against HCV do
not appear within 7–10 days of the infection. This
seronegative window period can last several months
[20,23,24] and thus a negative antibody test does not
necessarily suggest no HCV infection. Since the virus
resides mainly in the liver, its absence from the blood,
at detectable levels, also does not connote a clean bill
of health [25–27]. In individuals with immune suppression (for example, pregnant women, men who
have sex with men, haemodialysis patients), the window period is even longer [28–30]. The current tests
for HCV antibodies detect only immunoglobulin
G, which delays the diagnosis even further [31,32],
requiring repeat testing several weeks or months later
[33]. Resolving the problem of the long seronegative
window period is important for tracking a potential
HCV outbreak. This seronegative window period
is an immunological enigma as HCV antigens are
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very immunogenic, and antibodies should have been
detectable within days of infection.

High (and variable) rates of false-positive results
Current HCV diagnostic assays have relatively high
rates of false-positivity [34–36], the extent of which
varies from population to population, and from country to country. This is a major concern as it means, on
the epidemiological level, that we would be over-estimating prevalence (and in a varying, unknown degree)
in different populations around the world. On another
level, the low specificity of the antibody assays affects
the blood supply, as it causes a loss of safe blood, with
temporary deferral of the donor leading to additional
potential loss of blood donations.

Lack of differentiation between current and
resolved infection
This is important in HCV infection as 15–25% of new
infections spontaneously resolve [37–41]. Those who
resolve the infection may still test positive in the antibody assays for many years [42,43] following clearance
of the virus [44]. Using molecular assays for the detection of viral genome offers only a partial solution to
identification of resolution [43] as the lack of detection
of the HCV viral genome in measurable levels in the
blood is not a clear indication of the state of the infection in the liver [25,27]. Thus, current assays do not
provide a clear diagnosis of current HCV infection.

Stimmunology as proposed solution to the
challenges of hepatitis C diagnosis
We propose a different approach for improving HCVantibody-based diagnosis, so as to meet the challenges
outlined above. The approach is based on examination
of, not only the levels of HCV antibodies in plasma, but
also levels produced in vitro, in a whole blood sample,
thus measuring not only what antibody has been produced sometime in the past but also the current capability and potential for antibody production at the time of
testing. Stimmunology™ is a technology that enables
the production of antibodies, in a whole blood sample, even in the face of peripheral immune suppression.
Overcoming the suppression in a whole blood sample
holds the key for closing the window period of the HCV
infection. The ability to drive forward HCV antibody
production in a whole blood sample is dependent on
the presence of HCV-primed B-cells in the blood sample. Such primed B-cells would be present in the blood
within days of infection, and newly produced HCVnaive B-cells will be primed by HCV viral antigens for
as long as the viral infection will persist [9,45]. Once
the infection is cleared (spontaneously, or following
antiviral treatment), there will be no further priming of
1416
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HCV B-cells (or T-cells). At that time, while the already
produced antibody levels in the blood will remain high
for years, the ability to enhance further antibody production in vitro by newly primed B-cells would be gone
within days.
The application of Stimmunology for the detection
and diagnosis of HCV infection is the SMARTube™.
By incubating a small volume of blood (1 ml) in the
SMARTube, for several days, antibodies could be produced to detectable levels, even prior to seroconversion [46–48]. This means that very early infection can
be detected using currently available diagnostic kits
by using SMARTplasma™ (the plasma-supernatant in
the SMARTube following incubation of blood in the
SMARTube) instead of standard plasma obtained from
unstimulated blood.
In essence, a whole-blood sample is collected in an
anticoagulant, and then sent to the laboratory. A total
of 1 ml of blood is transferred to the SMARTube and
incubated for 3–5 days at 37°C with 5% CO2. During
incubation, the red cells in the blood sample settle at the
bottom of the SMARTube, and the mononuclear cells
settle above them, exposing lymphocytes to the stimulating culture media in the SMARTube. The stimulated
lymphocytes lead to antibody production by the B-cells
which have been primed in vivo. These antibodies are
secreted into the culture supernatant fluid (SMARTplasma), which now contains both the original plasma
antibodies, and additional antibodies produced during incubation. The SMARTplasma is collected from
the top of the SMARTube for testing (and for storage
for future uses). The antibody levels found in SMARTplasma can be high enough to reach detectable levels,
even in samples from infected individuals who are still
in the seronegative window period.
Using the SMARTube as a pre-analytic device can
thus overcome the challenge of the long seronegative
window period during HCV infection. The ability to
detect very early infection, independently from where
the virus is residing at those early stages, and without having to wait for the production of antibodies
in vivo to reach detectable levels, would be important
for curtailing the spread of HCV. A tool which enables
early detection of HCV infection also could provide an
opportunity for early treatment, at stages which might
require, in the future, lower doses, and shorter treatment duration (maybe even with monotherapy).

Field validation of sensitivity and specificity
Clinical laboratory trials have been conducted in several
countries to determine how the seronegative window
period may be shortened through the use of the SMARTube [49]. Among blood samples from 2,722 high-risk
individuals originating from populations representing
©2012 International Medical Press
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different regions of the world, there were 252 people found to be seropositive as determined by regular
serology. All those 252 and 13 additional samples were
antibody-positive using the same diagnostic kits and
confirmation algorithms after pre-treatment in the
SMARTube. Thus, the use of SMARTplasma for testing
increased diagnostic sensitivity by 5.2%. It is important
to note that these additional positive individuals were at
the early stages of infection.
In a diagnostic assay, increased diagnostic sensitivity usually comes at the cost of reduced specificity, and
vice versa. Since the incubation step in the SMARTube
increases the levels of antibodies in the sample and thus
the signal measured/seen in the diagnostic kit, it is necessary to evaluate its effect on the specificity of antiHCV antibody detection. During testing for hepatitis
C in routine settings, 3,840 blood samples were tested
using both plasma and SMARTplasma. Of these, 31
were plasma-positive at initial screening, and only 4 of
them were also positive in their corresponding SMARTplasma. The other 27 tested negative in SMARTplasma;
as their plasma tested negative upon repeat testing, that
is, their reactivity found at initial testing, was falsepositive. Thus, not only was no adverse effect on specificity observed, but increased diagnostic specificity was
achieved, with a 96% reduction in the false-positive
rate when using the SMARTube. This observation is
probably due to the fact that while the SMARTube process increases the levels of the specific HCV antibodies
(and thus the ‘signal’), it reduces the ‘noise’ by the 1:4
dilution of the plasma in the SMARTube. This dilution
of plasma does not affect the ability to detect even early
stages of seroconversion, when the antibody levels in
plasma are low, as there is an increase in antibody levels following the stimulation step. To further support
this point, it has been shown that persons sampled in
the seronegative window period, with antibodies below
detection limits of the assay in the plasma, have detectable levels in the SMARTplasma following the activation of antibody production in vitro.

present in the blood, and the newly produced antibodies, in culture, by HCV-primed B-cells. With primed cells
gone from the blood shortly after the clearance of the
virus from the circulation, in vitro production ceases too.
Thus, the decrease of antibody levels in SMARTplasma
precedes the one observed in the plasma. However, if the
HCV infection is chronic, there is a small set of newly
primed B-cells in the blood, which maintains antibody
levels in plasma and, following stimulation in culture,
produces antibody into SMARTplasma. Based on these
two different patterns, the ratio between the antibody
levels in the SMARTplasma and the antibody levels
in the plasma, termed stimulation index (SI), differs
according to the stage of infection. In Figure 1B, arrows
have been added onto the previous graph to highlight
the comparative levels of antibodies in SMARTplasma
and in plasma (and thus the SI values). As can be seen
there are four different possible SI values, and each one
could serve as an indicator of a different stage in the
HCV infection:
SI=∞ indicates very early infection, when antibodies
in the SMARTplasma appear prior to seroconversion.
Dividing a positive reading of the SMARTplasma by
zero, as the plasma is negative for HCV antibodies,
yields an infinitesimal (∞) value.
SI>>1 indicates recent seroconversion due to HCV
infection. The antibody production in vivo has not yet
reached its full capacity, and thus it can be further stimulated in vitro. This leads to higher levels of antibodies
in SMARTplasma than in the concomitant plasma.
SI~=1 indicates long term infection which has not
cleared. The antibody production in vivo is at its full
capacity, and no further stimulation is detected in the
SMARTplasma.
SI<<1 indicates cleared infection. Although there
are still high levels of antibodies in the plasma, there
is no further priming of B-cells, and thus no production of antibodies in vitro. This leads to a decrease in
antibody levels in SMARTplasma following the incubation, when compared to the level in the concomitant plasma.

The stimulation index using the SMARTube
for more informed diagnosis

Clinical laboratory results analysed with SI

Based on the concepts outlined, a model was developed
for distinguishing current infection from a cleared one.
In this model, the levels of antibodies are measured in
both plasma and SMARTplasma. Figure 1A is a heuristic graph depicting the expected change in antibody levels in both types of samples over time during the course
of an HCV infection. As can be seen from this graph, the
reduction in antibody levels in SMARTplasma happens
shortly after clearance of the HCV infection. This is due
to the fact that the level of antibodies in the SMARTplasma is dependent on both the antibodies already

A clinical study with the SMARTube was based on
500 consecutive blood samples referred to the clinical laboratory in Hacettepe University, Ankara, Turkey, for HCV testing [50]. From each sample, 1 ml of
blood was transferred to the SMARTube which was
then incubated. HCV antibodies in the sample plasma
and the post-incubation SMARTplasma were tested
using the same assay for immunoglobulin G anti-HCV
(Diagnostik Bioprobes, Milan, Italy). Plasma in 29 of
the 500 samples was positive. Of these, 22 of their
corresponding SMARTplasma tested positive. Further

Antiviral Therapy 17.7 Pt B

AVT-12-SC-2442_Jehuda-Cohen.indd 1417

1417

06/12/2012 15:06:03

T Jehuda-Cohen & S Unal

Figure 1. A heuristic graph, depicting the expected change in the SI with the SMARTube, over the course of the HCV infection
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(A&B) The SMARTube stimulation index (SI) in different stages of HCV infection. The curves are drawn based on expected SI values. Time, months, estimated to be 4–8
months. Time to loss of HCV antibodies (Ab), following spontaneous clearance of virus, has been reported to be 4–12 years. The arrows in (B) point to the level of Ab in
plasma (bold arrows) and in SMARTplasma (non-bold arrows) at a given time point; the difference in their height represents the SI values at that stage of the infection.
1418

AVT-12-SC-2442_Jehuda-Cohen.indd 1418

©2012 International Medical Press

06/12/2012 15:06:09

HCV diagnosis, challenges and the Stimmunology™ model

Table 1. Testing for HCV antibodies using both plasma and SMARTplasma from a field sample
Patient
number

Standard plasma
anti-HCV signal/
cutoff value

SMARTplasma
anti-HCV signal/
cutoff value

Anti-HCV
immunoblot
reactivity

HCV RNA
detectability

Stimulation
index

Stage of HCV infection
as inferred from the
stimulation index

9227
9226
5228
0074
5493
9137
5277
0434
0247
9228
7815
0225
9337
8211
1593
6479
9087
1656
5288
9848
0452
5171

9.53
10.29
14.16
13.35
11.15
9.16
13.58
12.97
15.28
13.27
11.85
11.82
10.37
14.41
13.24
13.47
12.34
12.84
14.09
7.22
12.41
12.36

3.48
4.4
13.97
7.91
8.95
9.16
13.41
13.76
10.11
9.93
6.05
15.47
3.79
14.65
15.93
14.48
14.34
13.93
14.12
13.38
12.14
12.36

+
+
+
NA
NA
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+

+
NA
NA
+
+
+
-a
-a
+
-a
+
-a
-a
NT
+
+
+

0.37
0.43
0.99
0.59
0.80
1.00
0.99
1.06
0.66
0.75
0.51
1.31
0.37
1.02
1.20
1.07
1.16
1.08
1.00
1.85
0.98
1.00

Cleared infection ?
Cleared infection ?
Long-term infection
?
Cleared infection
Long-term infection
Long-term infection
Long-term infection
?
Long-term infection
Cleared infection
Recent infection
Cleared infection
Long-term infection
Recent infection
Long-term infection
Long-term infection
Long-term infection
Long-term infection
Recent infection
Long-term infection
Long-term infection

a

HCV RNA tested positive in a blood sample taken in the past. NA, data not available; NT, not tested; ?, needs further investigation.

testing revealed that anti-HCV reactivity in plasma
of the seven plasma-positive/SMARTplasma-negative
samples were falsely positive. Further examination
of the data, taking into consideration the SI, showed
that the 22 truly-positive samples originated from
people at different stages of HCV infection (Table 1).
Most (12) of the samples had SI=1 (±0.1), connoting chronic infection. Five had values <1, connoting
cleared infection. Two additional samples had virus
detected (marked ‘?’ in the interpretation column of
Table 1); their status needs to be further investigated.
Three of the seropositives had SI values >1, indicating
recent infection.
Overall data from this study are summarized in
Figure 2, which shows how the resolution of hepatitis C endemicity may be refined as antibody-positive
individuals segmented based on SI values. Testing of
SMARTplasma from cultured cells of the whole-blood
sample enabled infections, even prior to seroconversion, to be detectable using a currently available HCV
diagnostic assay. Plasma kept from the unstimulated
blood samples were then tested for HCV antibody. Testing of SMARTplasma and plasma enabled identification of early (seronegative) infections. Thus, using the
SMARTube for early detection of antibodies (and thus
infection), and for calculating the SI value, led to an
Antiviral Therapy 17.7 Pt B
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informative epidemiological picture of the character of
HCV endemicity in the population studied (Figure 2).

The future
Further research using samples from individuals at
known stages of the infection should be carried out to
substantiate further the efficacy of the approach to hepatitis C diagnosis as proposed here. It is important to
note that in order to evaluate the SMARTube’s contribution to hepatitis C diagnosis (including staging), the
SMARTube should be incorporated into existing, running studies in both high-risk groups and in people who
are known to be seropositive with a recorded history of
HCV infection; this is due to the fact that the SMARTube requires a fresh blood sample (within 24 h, kept at
room temperature). With additional data collected and
analysed, the potential role of the SMARTube and the
SI for surveillance of HCV epidemic infection in different high risk populations and for investigating HCV
outbreaks can be realized.
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Figure 2. An epidemiological picture of the HCV epidemic in a clinical hospital setting, as derived by using the pre-analytic step in
the SMARTube for both early HCV diagnosis, and for calculating the SI of HCV antibody levels, using current EIA antibody assays

A

B
P-

SP- P-

P+

SP+ PSP+ P+

C
SP- PSP+ P- SI=∞
SP+ P+ SI>1.0
SP+ P+ SI=1.0
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(A) Seroprevalence, based on testing only the plasma for HCV antibodies. (B) Seroprevalence, based on testing the SMARTplasma for HCV antibodies. Those in the
seronegative window period were also antibody-positive, providing a more true measure of prevalence. Testing the plasma of all the antibody-positive samples enables
differentiation between those in the window period and those who have seroconverted already. (C) The distribution of the stimulation index (SI; that is, the ratio of the
HCV antibody levels in SMARTplasma and those in plasma) among those who tested positive for HCV antibodies in the SMARTplasma. Those in the seronegative window
period have SI=∞ as their positive optical density (OD) readings are divided by zero, as the plasma is still negative for antibodies (SP+ P-). Those positive in both
SMARTplasma and plasma (SP+ P+) are divided to three groups according to their SI values. SI>1.0 indicates a recent infection, SI=1.0 indicates a long term chronic
infection, and SI<1.0 indicates a cleared infection. See text for additional information. P-, plasma negative for HCV antibodies; P+, plasma positive for HCV antibodies;
SP-, SMARTplasma negative for HCV antibodies; SP+, SMARTplasma positive for HCV antibodies. Both plasma and SMARTplasma were tested for HCV antibodies using
Ortho HCV antibody test. The ratio of ODs was recorded as the SI.

Disclosure statement
TJ-C has shares in SMART Biotech Ltd. SU declares no
competing interests.

3.
4.
5.

References

6.

1.

Centers for Disease Control and Prevention. Sexually
transmitted diseases; treatment guidelines 2006, hepatitis C.
(Updated 12 April 2007. Accessed 5 September 2012.)
Available from http://www.cdc.gov/std/treatment/2006/
hepatitis-c.htm

7.

2.

Bowen DG, Walker CM. Adaptive immune responses in
acute and chronic hepatitis C virus infection. Nature 2005;
436:946–952.

1420

AVT-12-SC-2442_Jehuda-Cohen.indd 1420

8.

Busch MP, Shafer KA. Acute-phase hepatitis C virus
infection: implications for research, diagnosis, and
treatment. Clin Infect Dis 2005; 40:959–961.
Ward JW, Averhoff FM, Koh HK. World Hepatitis Day: a
new era for hepatitis control. Lancet 2011; 378:552–553.
CDC Viral Hepatitis - HCV Symposium, December 2011.
(Accessed 13 September 2012.) Available from http://www.cdc.
gov/hepatitis/Resources/MtgsConf/HCVSymposium2011.htm
Burki T. World Hepatitis Day to tackle viral hepatitis. Lancet
Infect Dis 2011; 11:589–590.
Stramer SL, Glynn SA, Kleinman SH, et al. Detection of
HIV-1 and HCV infections among antibody-negative blood
donors by nucleic acid-amplification testing. N Engl J Med
2004; 351:760–768.
Soldan K, Davison K, Dow B. Estimates of the frequency of
HBV, HCV, and HIV infectious donations entering the blood
supply in the United Kingdom, 1996 to 2003. Euro Surveill
2005; 10:17–19.
©2012 International Medical Press

06/12/2012 15:06:09

HCV diagnosis, challenges and the Stimmunology™ model

9.
10.

11.

12.

13.
14.
15.

16.
17.

18.

19.

20.
21.

22.
23.
24.

25.
26.
27.

28.

Kim AY, Schulze zur Wiesch J, Kuntzen T, et al. Impaired
hepatitis C virus-specific T-cell responses and recurrent
hepatitis C virus in HIV coinfection. PLoS Med 2006; 3:e492.
Zhang L, Chen Z, Cao Y, et al. Molecular characterization
of human immunodeficiency virus type 1 and hepatitis
C virus in paid blood donors and injection drug users in
China. J Virol 2004; 78:13591–13599.
Plamondon M, Labbé AC, Frost E, et al. Hepatitis C
virus infection in Guinea-Bissau: a sexually transmitted
genotype 2 with parenteral amplification? PLoS ONE
2007; 2:e372.
CDC. Sexually transmitted diseases treatment guidelines,
2010. (Updated 13 August 2012. Accessed 5 September
2012.) Available from http://www.cdc.gov/std/
treatment/2010/
Hézode C. Boceprevir and telaprevir for the treatment of
chronic hepatitis C: safety management in clinical practice.
Liver Int 2012; 32 Suppl 1:32–38.
Two protease inhibitors for HCV. Victrelis, Incivek.
Pharmacy and Therapeutics 2011; 36:320–331.
Adiwijaya BS, Kieffer TL, Henshaw J, et al. A viral dynamic
model for treatment regimens with direct-acting antivirals
for chronic hepatitis C infection. PLoS Comput Biol 2012;
8:e1002339.
Vermehren J, Sarrazin C. New hepatitis C therapies in
clinical development. Eur J Med Res 2011; 16:303–314.
Horn T. Telaprevir greatly boosts early hep C treatment
responses in HIV-coinfected patients. 18th Conference on
Retroviruses and Opportunistic Infections (CROI). 27
February – 2 March 2011, Boston, MA, USA.
Dominguez S, Ghosn J, Valantin MA, et al. Efficacy of early
treatment of acute hepatitis C infection with pegylated
interferon and ribavirin in HIV-infected patients. AIDS
2006; 20:1157–1161.
Delwaide J, Bourgeois N, Gérard C, et al. Treatment of
acute hepatitis C with interferon alpha-2b: early initiation of
treatment is the most effective predictive factor of sustained
viral response. Aliment Pharmacol Ther 2004; 20:15–22.
CDC. Recommendations for prevention and control of
hepatitis C virus (HCV) infection and HCV-related chronic
disease. MMWR Recomm Rep 1998; 47 RR-19:1–39.
CDC HIV/AIDS Science Facts. CDC releases revised HIV
testing recommendations in healthcare settings. (Updated
September 2006. Accessed 5 September 2012.) Available
from http://www.cdc.gov/hiv/topics/testing/resources/
factsheets/pdf/healthcare.pdf
Sroczynski G, Esteban E, Conrads-Frank A, et al. Long-term
effectiveness and cost-effectiveness of screening for hepatitis
C virus infection. Eur J Public Health 2009; 19:245–253.
WHO. Hepatitis C virus. (Accessed 6 September 2007.)
Available from http://www.who.int/vaccine_research/diseases/
viral_cancers/en/index2.html
Alter H, Jett B, Polito A. Analysis of the role of hepatitis
C virus in transfusion associated hepatitis. In Hollinger
FB, Margolis H (Editors). Viral hepatitis and liver disease.
Baltimore: Williams & Williams 1991; pp. 396–402.
Delwart EL, Kalmin ND, Jones TS, et al. First report of
human immunodeficiency virus transmission via an RNAscreened blood donation. Vox Sang 2004; 86:171–177.
Roth WK, Weber M, Buhr S, et al. Yield of HCV and HIV-1
NAT after screening of 3.6 million blood donations in
central Europe. Transfusion 2002; 42:862–868.
Kretzschmar E, Chudy M, Nübling CM, et al. First
case of hepatitis C virus transmission by a red blood
cell concentrate after introduction of nucleic acid
amplification technique screening in Germany: a
comparative study with various assays. Vox Sang 2007;
92:297–301.
Kolk DP, Dockter J, Linnen J, et al. Significant closure of the
human immunodeficiency virus type 1 and hepatitis C virus
preseroconversion detection windows with a transcriptionmediated-amplification-driven assay. J Clin Microbiol 2002;
40:1761–1766.

Antiviral Therapy 17.7 Pt B

AVT-12-SC-2442_Jehuda-Cohen.indd 1421

29. Icardi G, Ansaldi F, Bruzzone BM, et al. Novel approach
to reduce the hepatitis C virus (HCV) window
period: clinical evaluation of a new enzyme-linked
immunosorbent assay for HCV core antigen. J Clin
Microbiol 2001; 39:3110–3114.
30. Medhi S, Potukuchi SK, Polipalli SK, et al. Diagnostic utility
of hepatitis C virus core antigen in hemodialysis patients.
Clin Biochem 2008; 41:447–452.
31. Netski DM, Mosbruger T, Depla E, et al. Humoral immune
response in acute hepatitis C virus infection. Clin Infect Dis
2005; 41:667–675.
32. Cao J, Chen Q, Zhang H, et al. Novel evolved
immunoglobulin (Ig)-binding molecules enhance the
detection of IgM against hepatitis C virus. PLoS ONE
2011; 6:e18477.
33. CDC. Hemodialysis and Viral Hepatitis. Hepatitis C
Testing. Centers for Disease Control and Prevention.
Recommendations for preventing transmission of infections
among chronic hemodialysis patients. MMWR Recomm
Rep 2001; 50 RR-5:1–63.
34. Contreras AM, Tornero-Romo CM, Toribio JG, et al.
Very low hepatitis C antibody levels predict false-positive
results and avoid supplemental testing. Transfusion 2008;
48:2540–2548.
35. Watterson JM, Stallcup P, Escamilla D, Chernay P, Reyes A,
Trevino SC. Evaluation of the Ortho-Clinical Diagnostics
Vitros ECi Anti-HCV test: comparison with three other
methods. J Clin Lab Anal 2007; 21:162–166.
36. Kita M, Deguchi M, Kagita M, et al. Clinical utility and
characteristics of nine anti-HCV antibody screening
reagents used in Japan. Clin Lab 2009; 55:9–22.
37. Gerlach JT, Diepolder HM, Zachoval R, et al. Acute
hepatitis C: high rate of both spontaneous and treatmentinduced viral clearance. Gastroenterology 2003; 125:80–88.
38. Santantonio T, Fasano M, Sinisi E, et al. Efficacy of a
24-week course of PEG-interferon alpha-2b monotherapy in
patients with acute hepatitis C after failure of spontaneous
clearance. J Hepatol 2005; 42:329–333.
39. Cox AL, Netski DM, Mosbruger T, et al. Prospective
evaluation of community-acquired acute-phase hepatitis C
virus infection. Clin Infect Dis 2005; 40:951–958.
40. Larghi A, Zuin M, Crosignani A, et al. Outcome of an
outbreak of acute hepatitis C among healthy volunteers
participating in pharmacokinetics studies. Hepatology 2002;
36:993–1000.
41. Jauncey M, Micallef J, Gilmour S, et al. Clearance of
hepatitis C virus after newly acquired infection in injection
drug users. J Infect Dis 2004; 190:1270–1274.
42. Takaki A, Wiese M, Maertens G, et al. Cellular immune
responses persist and humoral responses decrease two
decades after recovery from a single-source outbreak of
hepatitis C. Nat Med 2000; 6:578–582.
43. Keating S, Coughlan S, Connell J, Sweeney B, Keenan E.
Hepatitis C viral clearance in an intravenous drug-using
cohort in the Dublin area. Ir J Med Sci 2005; 174:37–41.
44. Heyman B. Regulation of antibody responses via antibodies,
complement and Fc receptors. Annu Rev Immunol 2000;
18:709–737.
45. Ciuffreda D, Kim AY. Update on hepatitis C virus-specific
immunity. Curr Opin HIV AIDS 2011; 6:559–565.
46. Jehuda-Cohen T. The HIV seronegative window period:
diagnostic challenges and solutions. In Tang Y-W (Editor).
Recent translational research in HIV/AIDS. Rijeka, Croatia:
InTech 2011; pp. 179–202.
47. Novikov I, Jehuda-Cohen T. HIV Type 1 infection
among Ethiopian immigrants to Israel: enhanced in
vitro antibody stimulation for estimating the length of
the window period. AIDS Res Hum Retroviruses 2009;
25:165–174.
48. Mumo J, Vansover A, Jehuda-Cohen T. Detecting
seronegative-early HIV infections among adult versus
student Kenyan blood donors, by using Stimmunology. Exp
Biol Med (Maywood) 2009; 234:931–939.
1421

06/12/2012 15:06:09

T Jehuda-Cohen & S Unal

49. Jehuda-Cohen T, Gorodin S. Overcoming, in-vitro, the
specific immune suppression during the window period of
HCV infection enables the detection of currently missed
infected individuals. 13th International Symposium on
Viral Hepatitis and Liver Disease. 20–24 March 2009,
Washington DC, USA.

50. Durmaz N, Sener B, Gumusluoglu B, et al. [Use of
Smartube in determination of antibodies by ELISA
method for the diagnosis of HIV and HCV infections].
Turk HIV/AIDS Dergisi 2006; 9:112–116. Turkish.

Accepted 23 May 2012; published online 7 December 2012

1422

AVT-12-SC-2442_Jehuda-Cohen.indd 1422

©2012 International Medical Press

06/12/2012 15:06:09

