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Abstract

Introduction: A lack of access to hepatitis C virus (HCV) diagnostics is a significant barrier to achieving the World Health
Organization 2030 global elimination goal. HCV core antigen (HCVcAg) quantification and dried blood spot (DBS) are
appealing alternatives to conventional HCV serology and nucleic acid testing (NAT) for resource-constraint settings, particu-
larly in difficult-to-reach populations. We assessed the accuracy of serum and DBS HCVcAg testing in people who inject drugs
in Tanzania using HCV NAT as a reference.

Method: Between May and July 2015, consecutive HCV-seropositive patients enrolled in the local opioid substitution
treatment centre were invited to participate in the study. All had HCV RNA detection (Roche Molecular Systems,
Pleasanton, CA, USA), genotyping (NS5B gene phylogenetic analysis) and HCVcAg on blood samples and DBS (Architect
assay; Abbott Diagnostics, Chicago, IL, USA).

Results: Out of 153 HCV-seropositive individuals, 65 (42.5%) and 15 (9.8%) were co-infected with HIV (41 (63%) were on anti-
retroviral therapy (ARVs)) and hepatitis B respectively. In total, 116 were viraemic, median viral load of 5.7 (Interquartile
range (IQR); 4.0-6.3) log iU/ml (75 (68.2%) were genotype 1a, 35 (31.8%) genotype 4a). The median alanine transaminase
(ALT) (iU/1), aspartate transaminase (AST) (iU/l) and gamma-glutamyl transferase (GGT) (iU/l) were 35 (IQR; 23-51), 46 (32—
57) and 69 (35-151) respectively. For the quantification of HCV RNA, serum HCVcAg had a sensitivity at 99.1% and a
specificity at 94.1%, with an area under the receiver operating curve (AUROC) at 0.99 (95% Cl 0.98-1.00). DBS HCVcAg had a
sensitivity of 76.1% and a specificity of 97.3%, with an AUROC of 0.87 (95% Cl 0.83-0.92). HCVcAg performance did not differ
by HIV co-infection or HCV genotype.

Conclusions: Our study suggests that HCVcAg testing in serum is an excellent alternative to HCV polymerase chain reaction in
Africa. Although HCVcAg detection and quantification in DBS has a reduced sensitivity, its specificity and accuracy are good
and it could therefore be used for scaling up HCV testing and care in resource-limited African settings.
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Introduction
An estimated 80 million people are chronically infected with
hepatitis C virus (HCV) worldwide and about 700,000 annual
deaths are attributable to HCV [1-3]. The World Health
Organization (WHO) has recently called for HCV elimination
and aimed for a reduction in incidence by 90% and HCV-
related mortality by 65% by 2030 [4]. As part of this mani-
festo the WHO has called for scaling up interventions to
improve HCV screening and linkage-to-care of high-risk popu-
lations, including people who inject drugs (PWIDs) [5].
Achieving these objectives will be extremely challenging
in low-and-middle-income countries (LMICs) where less

than 5% of people are aware of their HCV status and access
to diagnostic tests is very limited [6].

Traditionally diagnosis of HCV infection relies on a two-
step process constituting serology (enzyme immunoassay
(EIA)), followed by a nucleic acid test (NAT) to confirm the
infection and quantify the viral load. However, 40% of LMICs
report no access to NAT which is expensive and requires high-
quality laboratories and well-trained staff [5,7].

HCV core antigen (HCVcAg) quantification using an inex-
pensive commercial chemiluminescent microparticle assay
(CMA) has been shown to be a reliable surrogate for HCV
RNA measurement [8] and therefore might be a good
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alternative to HCV RNA measurement in resource-limited
countries [9,10].

Decentralization of testing and care is critical to scale up
HCV screening and treatment. The use of dried blood spot
(DBS) has proven an important asset in the provision of HIV
care in Africa and a recent review emphasized the value of
HCV DBS testing in high-risk populations. DBS has the
added benefit of being able to be obtained from a finger-
prick, overcoming any challenges of difficult venous access
in PWIDs [11].

In sub-Saharan African (SSA) the use of injectable drugs
has been long considered as a minor issue. However, inject-
ing drug use has been recognized as a growing concern in
coastal East Africa, in particular Kenya and Tanzania where
the prevalence of HCV in PWIDs might exceeds 40% [12—
14]. HCVcAg testing using DBS might be an interesting
screening method to scale up HCV screening in Africa, in
particular in difficult-to-reach populations such as PWIDs.
However, the accuracy of HCVcAg detection and quantifica-
tion for HCV viral load measurement has been poorly
assessed in Africa and no data on its performance using
DBS in Africa are currently available [15].

As part of a screening intervention for HCV infection in
PWIDs in Tanzania, Dar-es-Salaam, we assessed the perfor-
mance of HCVcAg detection and quantification in serum
and DBS using conventional HCV RNA NAT as a reference.

Methods

Study population

Between February 2011 and June 2015 routine blood borne
virus screening was offered to all PWIDs registering at the
Methadone clinic at Muhimbili National Hospital (MNH) in
Dar-es-Salaam. Between April and July 2015 all those with
known positive HCV serology were invited to participate in
further virological and clinical evaluation. We collected history
of hepatitis B virus (HBV) and HIV infection (including most
recent CD4 cell count) from the screening database and
obtained blood samples for further virological investigations.

Ethical consideration

The study received clearance from both Muhumibili
University for Health and Allied Sciences and the
Tanzanian National Institute for Medical Research (NIMR)
(NIMR/HQ/R8a/Vol.ix/2298) institutional review board
panels. Participants were enrolled in the study after provid-
ing written consent. The study was performed in accor-
dance with the Helsinki declaration.

Collection of serum and DBS

Immediately after the phlebotomy, whole blood was
applied to DBS filter paper (Whatmann 903; GE
Healthcare Europe, Freiburg, Germany). DBS samples were
left to be dried on a horizontal surface for 1 h and placed in
an individual sealed plastic bag. All serum and DBS samples
were stored at -80°C on the same day of collection. All
samples were transferred, under temperature regulation,
to the virology unit at the Henri Mondor Hospital, Paris,
France.

Serological methods used to detect anti-HCV, anti-HIV Abs
and HBsAg

Serology testing for anti-HCV, anti-HIV Abs and HBsAg were
performed using the Abbott AXSYM system (Abbott
Diagnostics, Chicago, IL, USA) according to the manufac-
turer’s instructions, at the MNH clinical chemistry depart-
ment, Dar-es-Salaam.

HCV RNA detection and quantification

HCV RNA was quantified using the Cobas Ampliprep/Cobas
TagMan HCV version 2 (CAP/CTM; Roche Molecular
Systems Pleasanton, CA, USA), real-time polymerase chain
reaction (PCR) assay. HCV RNA was extracted from 650 ul of
serum by means of Cobas Ampliprep automated extractor
and the Cobas TagMan 96 analyser was used to perform
the PCR amplification and detection according to the man-
ufacturer’s instructions.

DBS samples underwent extraction after elution into
1-1.5 ml of lysis buffer (Cobas Ampliprep/Cobas TagMan
Specimen Pre-Extraction (SPEX)) at 56°C with gentle agita-
tion for 30 min and centrifuges at 220xg for 1 min before
use. Also, 650 pl of pre-extraction supernatant was used to
perform the CAP/CTM HCV 2.0 assay.

HCV core antigen and quantification

HCVcAg detection and quantification assays were per-
formed on both DBS and serum samples using a fully auto-
mated CMA (Architect HCV antigen assay; Abbott
Diagnostics, Chicago, IL, USA) according to the manufac-
turer’s instructions.

HCV genotyping

The genotype and subtype were determined by means of
the reference method, that is, sequencing of the non-struc-
tural 5B region of the HCV genome followed by phyloge-
netic analysis, as previously described [16].

Statistical analysis

Characteristics of the study participants were presented by
median and interquartile range for the continuous variables
and percentage for the categorical variables. The diagnostic
accuracy of the HCVcAg assay to diagnose HCV viraemia
(determined by quantitative PCR (gPCR)) was assessed
using sensitivity and specificity for each of different type
of samples (serum and DBS). Area under the receiver oper-
ating curve (AUROC) was compared between the type of
samples (serum versus DBS). Correlation between quanti-
fied HCVcAg levels and HCV RNA levels was evaluated using
Pearson’s correlation coefficient.

Results

Study population

During the study timeframe, 153 consecutive PWIDs with
positive anti-HCV antibody were recruited, of whom 116
(75.8%; 95% Cl 68—82%) were viraemic. Viral quantification
was performed using conventional NAT and HCVcAg. 15
PWIDs (9.8%) were co-infected with HBV and 65 (42.5%)
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were co-infected with HIV with a median CD4 cell count of
553/mm?> (IQR 187-769), of whom 41 (63.1%) were on
antiretroviral therapy. The median HCV RNA was 5.7 log
IU/ml (IQR 4.0-6.3log 1U/ml). The only genotypes identified
were genotypes 1la (68%) and 4a (31%). The characteristics
of the study population are summarized in Table 1.

Performance of HCVcAg assay to detect HCV viraemia
Table 2 shows the diagnostic accuracy of HCVcAg assay in both
serum and DBS for HCV RNA quantification by HIV status.
Overall, the AUROC (0.99; 95% ClI 0.98-1.00), sensitivity
(99.1%) and specificity (94.4%) of HCVcAg in serum to identify
HCV viraemic individuals were excellent. The AUROC of HCVcAg
quantification in DBS was very good but lower (0.87 (95% Cl
0.83-0.92), p < 0.0001) as compared to serum HCVcAg. To
quantify HCV viraemia, HCVcAg assay in DBS had a very high
specificity of 97.1%, but a modest sensitivity (76.7%).

The overall performance of HCVcAg using serum or DBS
did not differ according to HIV co-infection or HCV geno-
type (1a or 4a) (Tables 2 and 3).

Correlation between HCVcAg levels and HCV RNA levels
The correlation between HCVcAg and HCV RNA levels in
serum was very strong (r = 0.80 p < 0.0001, n = 114)
(Figure 1). When HCVcAg levels were measured on DBS
the correlation with HCV RNA in serum remained strong
(r=0.75, p < 0.001, n = 89) (Figure 2).

Table 1. Characteristics of study HCV viraemic participants

Recruited (n = 116)

Median age, years (IQR) 38 (35-41)
Male sex (%) 107 (92.2)
Anti-HIV positive, n (%) 51 (43.9)
CD4 count, cells/mm? (IQR) 551 (275-675)
No ARV, n (%) 20 (39.2)
Efavirienz/emtricitabine/tenofovir, n (%) 17 (33.3)
Lamivudine/zidovudine/efavirenz, n (%) 7 (13.7)
Tenofovir/lamivudine/efavirenz, n (%) 7 (13.7)
HBsAg positive, n (%) 9 (7.8)
Median ALT, IU/I (IQR) 35 (23-51)
Median AST, 1U/I (IQR) 46 (32-57)
Median GGT, 1U/I (IQR) 69 (35-151)
Median total bilirubin, umol/I (IQR) 7 (5-10)
Median platelet count, x10%/I (IQR) 188 (151-252)
Positive HCV RNA, n (%) 116 (75.8)
Genotype (n = 110)

1a 75 (68.2)

4a 35 (31.8)
Median HCV RNA (log iU/ml) 5.7 (4.0-6.3)
Median HCV core Ag using serum (log fmol/l) 2.9 (1.0-3.5)
Median HCV core Ag using DBS (log fmol/l) 0.8 (0.5-1.4)

Discussion

Among PWIDs positive for anti-HCV antibody in Tanzania,
our study reports excellent accuracy of serum HCVcAg
assay for HCV RNA detection and quantification irrespective
of HCV genotype and HIV co-infection. We also found that
the HCVcAg assay performed well using DBS, despite an
inferior sensitivity (76.7%) to detect HCV viraemia. This is
the first study evaluating the accuracy of HCVcAg using DBS
in Africa. Our findings support the development of a sim-
plified HCVcAg-based diagnostic algorithm in PWIDs in SSA
(Figure 3).

To date there has been very limited research focused on
HCV infection in PWIDs in SSA, with the vast majority of
studies focused on HCV seroprevalence [13,17,18]. We
found that more than three-quarters (75.8%) of HCV ser-
opositive PWIDs recruited in this study were viraemic,
which is within the reported range for SSA (61-77%) [19].
Furthermore, only genotypes 1la and 4a were identified in
our study population. This is in line with the sole published
study on HCV genotyping in East African PWIDs [14].

The paucity of HCV virological data in SSA is highly related
to the limited access to HCV molecular testing. Previous
studies performed in high-income countries suggested that
HCVcAg might be an alternative to HCV gPCR and called for
evaluation in resource-constraint settings [8,20-22],

As previously reported, we found a strong correlation
between HCVcAg quantification and HCV RNA levels
(r=0.8, p <0.0001) to the manufacturers limit (equivalent
to 1,000-3,000 iU/ml) [8,15,21].

Using the Abbott ARCHITECT platform we found excellent
performance of serum HCVcAg (AUROC = 0.99, 95% ClI
0.98-1.00, sensitivity = 99.1%, specificity = 94.4%) with
commercial HCV RNA (Roche) as a reference, irrespective
of HCV genotype (1la and 4a). Although we observed a
reduction in specificity (84.6%) of serum HCVcAg assay in
HIV co-infected patients, the sensitivity did not differ (98%
vs. 99.1%) and the AUROC remained excellent (0.99, 95% ClI
0.96-1.00).

Using DBS, HCVcAg assay has a significantly lower AUROC
but still very good (0.87). Soulier et al. had previously
demonstrated a suboptimal performance of HCVcAg in
DBS (sensitivity 64.1% and specificity 100%) [21]. In our
study the sensitivity of DBS HCVcAg was modest (76.7%),
but higher than this reported by Soulier et al. (64%) [21]. In
addition, DBS HCVcAg retained a good performance in HIV
co-infected samples and the correlation with HCV viral load
was sound (r = 0.75, p < 0.0001) in our study. Thus there is
cause for optimism for HCVcAg testing using DBS.

HCVcAg has the benefit of being able to be performed at
a lower cost ($10) [23] compared to combined HCV serol-
ogy and RNA NAT (up to $200) [5], with less sophisticated
equipment and skilled staff. However, it still requires a
laboratory environment using a dedicated unique machine
(Abbott ARCHITECT) [20]. The challenges of performing HCV
virological assessment were highlighted by our study, where
a lack of access to the appropriate laboratory infrastructure
resulted in the shipment of the samples to Europe for
processing. Currently, HCVcAg testing can only be carried
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Table 2. Diagnostic accuracy of (i) HCV core Ag in serum to detect HCV RNA in serum and (ii) HCV core Ag in DBS to detect HCV

RNA in serum, by HIV co-infection

Index test

HCV core Ag in serum (cutoff 15 iU/ml)

HCV core Ag in DBS (cutoff 3.0 fmol/l)

Reference test

HCV RNA in serum
(cutoff 15 iU/ml)

HCV RNA in serum
(cutoff 3.0 fmol/l)

1. All, n = 153
AUROC (95% Cl)
Sensitivity (%)
Specificity (%)
Correctly classified (%)
PPV (%)
NPV (%)
Positive/negative LR
. HIV-infected, n = 65
AUROC (95% ClI)
Sensitivity (%)
Specificity (%)
Correctly classified (%)
PPV (%)
NPV (%)
Positive/negative LR

N

w

AUROC (95% Cl)
Sensitivity (%)
Specificity (%)
Correctly classified (%)
PPV (%)

NPV (%)
Positive/negative LR

HIV non-infected, n = 84

0.99 (0.98-1.00)*
99.1% (114/115)
94.4% (34/36)
98.0% (148/151)
98.3% (114/116)
97.1% (34/35)

17.8/0.009

0.99 (0.96-1.00)
98.0% (50/51)
84.6% (11/13)
95.3% (61/64)
96.2% (50/52)
91.7% (11/12)

6.4/0.02

1.00 (1.00-1.00)
100% (63/63)
100% (20/20)
100% (83/83)
100% (63/63)
100% (20/20)

NA/0.0

0.87 (0.83-0.92)*
76.7% (89/116)
97.3% (36/37)
81.7% (125/153)
98.9% (89/90)
57.1% (36/63)

28.4/0.2

0.88 (0.80-0.96)
82.4% (42/51)
92.9% (13/14)
84.6% (55/65)
97.7% (42/43)
59.1% (13/22)

11.5/0.2

0.87 (0.81-0.92)
73.4% (47/64)
100% (20/20)
80.0% (67/84)
100% (47/47)
54.1% (20/37)

NA/0.3

N/A: not applicable; AUROC: area under the receiver operator curve; PPV: positive predictive value; NPV: negative positive value; LR:

likehood ratio, * p value <0.0001.

Table 3. Performance of HCVcAg in HCV genotypes 1a and

4a

Index test
Reference test

HCV core Ag in serum
HCV RNA in serum

HCV core Ag in DBS
HCV RNA in serum

Genotype 1a
(sensitivity)

Genotype 4a
(sensitivity)

100% (75/75)

100% (34/34)

80.0% (60/75)

80.0% (28/35)

All the samples genotyped were positive for HCV RNA; and thus it
was not possible to calculate specificity by genotype.

out at a central location, requiring patients to travel to
obtain their diagnosis. This is a fundamental limiter to the
scaling up of diagnostic screening in resource-limited set-
tings. DBS testing provides the opportunity to decentralize

screening and reach marginalized populations [24]. Drawing
parallels from the HIV paradigm, the introduction of DBS

HCV core Ag level in serum
with the Architect HCV Ag assay (Log fmol/L)

r=0.80; p<0.0001

0

0

HCV RNA level CAP/CTM HCV v2.0

in serum (LoglU/mL)

Figure 1. Correlation between serum HCVcAg and serum HCV RNA
level.



Mohamed Z et al. Journal of the International AIDS Society 2017, 20:21856

http://www.jiasociety.org/index.php/jias/article/view/21856 | http://dx.doi.org/10.7448/IAS.20.1.21856

<
Pearson’s correlation
g coefficient: r=0.75 (p<0.001)
£ (n=116)
g o o
[)]
o
0 o
£
o
<
o
Q
(5]
>
0
I
o

HCV RNA in serum (log IU/mL)

Figure 2. Correlation between HCVcAg in DBS and HCV RNA
level.

testing for HIV viral load proved to be an important con-
tributor to the expansion of HIV treatment in SSA [25].
Thus, the use of DBS should contribute to the expansion
of HCV care in resource-limited settings. However to date,
only one West African study assessed the validity of HCV
EIA and recombinant immunoblot assay using DBS testing in
Burkina Faso [26], with no African studies existing evaluat-
ing HCV viraemia using DBS.

The current HCV diagnostic algorithm is based on two
separate tests (serology and NAT confirmation). The recent
WHO guidelines on viral hepatitis screening focused on
diagnostic algorithms adapted to resource-constraint set-
tings [5]. Recent work in Cameroon by Duchesne et al.
confirmed the practical utility of HCVcAg testing and we
agree with their proposed one-step HCVcAg testing in
resource-limited settings [15]. In Tanzania there are an
estimated 25,000 PWIDs, the majority of whom currently
are not engaging in care [13]. Although access to serum
HCVcAg assay would be welcome, the use of DBS would
overcome the requirement of difficult venepuncture in

® Liver fibrosis assessment

® Consider access to antiviral therapy

PWIDs
CENTRALISED SCREENING DECENTRALISED SCREENING
(Hospital-based services) (Community programmes)
SERUM HCV CORE ANTIGEN DBS HCV CORE ANTIGEN
OSTICLINIC NEEDLE AND SYRINGE
PROGRAMME
RETEST
Re-attending
defaulters
DBS HCV CORE DBS HCV CORE
ANTIGEN ANTIGEN
+VE -VE
SERUM HCV CORE
ANTIGEN
+VE
+VE SERUM HCV
€ CORE ANTIGEN
-VE
A 4
| No further test |
A 4 v
LINKAGE TO CARE

Figure 3. Proposed diagnostic algorithm for screening PWIDs in Africa using serum and DBS HCVcAg.
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PWIDs and enable assessment as part of rural needle-and-
syringe programmes, maximizing the impact of a HCV
screening initiative. Therefore we propose a diagnostic
algorithm designed to scale up screening among PWIDs in
Africa using HCVcAg serum and DBS testing (Figure 3).

Finally, the validity of HCVcAg in monitoring treatment
response to HCV antiviral drugs deserve to be evaluated in
PWIDs and more broadly in resource-limited settings. The
threshold for viral detection is relatively high in comparison
to conventional NAT (3,000 iU/ml vs. 15 iU/ml); however,
95% of viraemic patients with acute or chronic infection
would still be correctly identified [27].

Our study has some limitations. Firstly, all samples were
collected from the same site and are probably not represen-
tative of the whole population of PWIDs in Tanzania.
Secondly, due to the small number of HBV co-infected
patients, we were unable to perform analysis of HCVcAg
performance according to HBV co-infection status. However,
there are a number of studies that demonstrated good accu-
racy in HCV-HBV co-infected subjects [15,28]. Third, the
number of HCV-HIV confected was limited (n = 65) and the
vast majority of patients were maintained on ARVs with high
CD4 cells count but unknown levels of HIV viral load. Thus, it
will be important to confirm the accuracy of HCVcAg in a
larger cohort of HIV/HCV co-infected patients according to
HIV RNA levels and the HIV/AIDS CDC stage. Fourth, our study
population was infected with only two genotypes (1a and 4a);
we therefore cannot confirm the accuracy of HCVcAg assay in
different HCV genotypes. Finally, DBS samples in this study
were temperature-regulated. A comparison against samples
maintained at ambient temperature is warranted, particularly
as this is critical to its utility in rural settings.

Conclusions

Our study suggests that HCVcAg testing in serum is an
excellent alternative to HCV PCR in Africa. Although
HCVcAg detection and quantification in DBS has a reduced
sensitivity, its specificity and accuracy are good and it could
therefore be used for scaling up HCV testing and care in
resource-limited African settings. Although HCVcAg requires
a laboratory equipped with CMA technology, the use of DBS
may facilitate the decentralization of HCV testing in Africa,
especially in difficult to reach populations.

Authors’ affiliations

!Department of Hepatology, Imperial College London, St Mary’s Hospital,
London, UK; 2Department of Psychiatry, Muhimbili University of Health and
Allied Sciences, Muhimbili National Hospital, Dar es Salaam, Tanzania; 3Unité
d’Epidémiologie des Maladies Emergentes, Institut Pasteur, Paris, France;
“French National Reference Center for Viral Hepatitis B, C and delta;
Department of Virology; Hopital Henri Mondor, Université Paris-Est, Créteil,
France; *Department of Gastroenterology, Muhimbili National Hospital, Dar
es Salaam, Tanzania; ®Department of HIV Medicine and Infectious Diseases,
The Royal Free Hospital, London, UK; ’Department of Haematology,
Muhimbili University of Health and Allied Sciences, Muhimbili National
Hospital, Dar es Salaam, Tanzania

Competing interests
All authors have no competing interests to declare related to this study.

Authors’ contributions

ZM was responsible for sample collection, processing, clinical evaluation and
writing of this manuscript. ML was responsible for the study design, its
supervision and contributed to writing of this manuscript. LP, SC and JMP
were responsible for performing virological testing on samples obtained. YS
provided support with the statistical analysis. SB provided the Fibroscan
equipment, expertise and knowledge in the field. JM and JR provided local
logistical support and aided with patient recruitment for the study. JM
provided local logistical support with data processing and sample storage.
STR and MT provided their expertise in the field and aided with study design.
All authors have read and approved the final version.

Acknowledgements

This study formed part of a Wellcome Trust Institutional Strategic Support
Fund Global Health Fellow grant awarded to ZM. All authors are grateful to
the Wellcome Trust Global Centre and the UK National Institute for Health
Research (NIHR) Biomedical Facility at Imperial College London for funding
and infrastructure support. The authors thank the participants and the team
working at the Methadone clinic at Muhimbili National Hospital.

References

1. Mohd Hanafiah K, Groeger J, Flaxman AD, Wiersma ST. Global epidemiol-
ogy of hepatitis C virus infection: new estimates of age-specific antibody to
HCV seroprevalence. Hepatology. 2013;57(4):1333-42.

2. Mortality GBD, C. Causes of death. Global, regional, and national age-sex
specific all-cause and cause-specific mortality for 240 causes of death,
1990-2013: a systematic analysis for the Global Burden of Disease Study
2013. Lancet. 2015;385(9963):117-71.

3. Gower E, Estes C, Blach S, Razavi-Shearer K, Razavi H. Global epidemiology
and genotype distribution of the hepatitis C virus infection. J Hepatol.
2014;61(1 Suppl):S45-57.

4. WHO. Towards the elimination of hepatitis B and C by 2030. 2016 [cited
2016 Nov 23]. Available from: http://www.worldhepatitissummit.org/docs/
default-source/default-document-library/2015/resources/towards-elimina
tion-dr-gottfried-hirnschall.pdf?sfvrsn=6

5. WHO. Guidelines on Heaptitis B and C Testing 2017. Available from:
http://apps.who.int/iris/bitstream/10665/254621/1/9789241549981-eng.
pdf?ua=1

6. WHO. Draft global health sector strategy on viral hepatitis, 2016-2021.
2016. Available from: http://www.who.int/hepatitis/strategy2016-2021/
Draft_global_health_sector_strategy_viral_hepatitis_13nov.pdf

7. Lemoine M, Thursz M. Viral hepatitis: scaling up HCV treatment in
resource-limited countries. Nat Rev Gastroenterol Hepatol. 2015;12
(4):193-94.

8. Chevaliez S, Soulier A, Poiteau L, Bouvier-Alias M, Pawlotsky J-M. Clinical
utility of hepatitis C virus core antigen quantification in patients with chronic
hepatitis C. J Clin Virol. 2014;61(1):145-48.

9. Ticehurst JR, Hamzeh FM, Thomas DL. Factors affecting serum concentra-
tions of hepatitis C virus (HCV) RNA in HCV genotype 1-infected patients with
chronic hepatitis. J Clin Microbiol. 2007;45(8):2426-33.

10. Morrill JA, Shrestha M, Grant RW. Barriers to the treatment of
hepatitis C. Patient, provider, and system factors. J Gen Intern Med.
2005;20(8):754-58.

11. Coats JT, Dillon JF. The effect of introducing point-of-care or dried blood
spot analysis on the uptake of hepatitis C virus testing in high-risk popula-
tions: a systematic review of the literature. Int J Drug Policy. 2015;26
(11):1050-55.

12. UNODC. World drug report 2015. https://www.unodc.org/documents/
wdr2015/World_Drug_Report_2015.pdf

13. Bowring AL, Luhmann N, Pont S, Debaulieu C, Derozier S, Asouab F, et al.
An urgent need to scale-up injecting drug harm reduction services in
Tanzania: prevalence of blood-borne viruses among drug users in Temeke
District, Dar-es-Salaam, 2011. Int J Drug Policy. 2013;24(1):78-81.

14. Muasya T, Lore W, Yano K, Yatsuhashi H, Owiti FR, Fukuda M, et al.
Prevalence of hepatitis C virus and its genotypes among a cohort of drug
users in Kenya. East Afr Med J. 2008;85(7):318-25.

15. Duchesne L, Njouom R, Lissock F, Tamko-Mella GF, Rallier S, Poiteau L,
et al. HCV Ag quantification as a one-step procedure in diagnosing chronic
hepatitis C infection in Cameroon: the ANRS 12336 study. J Int AIDS Soc.
2017;20(1):1-8.


http://www.worldhepatitissummit.org/docs/default-source/default-document-library/2015/resources/towards-elimination-dr-gottfried-hirnschall.pdf?sfvrsn=6
http://www.worldhepatitissummit.org/docs/default-source/default-document-library/2015/resources/towards-elimination-dr-gottfried-hirnschall.pdf?sfvrsn=6
http://www.worldhepatitissummit.org/docs/default-source/default-document-library/2015/resources/towards-elimination-dr-gottfried-hirnschall.pdf?sfvrsn=6
http://apps.who.int/iris/bitstream/10665/254621/1/9789241549981-eng.pdf?ua=1
http://apps.who.int/iris/bitstream/10665/254621/1/9789241549981-eng.pdf?ua=1
http://www.who.int/hepatitis/strategy2016-2021/Draft_global_health_sector_strategy_viral_hepatitis_13nov.pdf
http://www.who.int/hepatitis/strategy2016-2021/Draft_global_health_sector_strategy_viral_hepatitis_13nov.pdf
https://www.unodc.org/documents/wdr2015/World_Drug_Report_2015.pdf
https://www.unodc.org/documents/wdr2015/World_Drug_Report_2015.pdf

Mohamed Z et al. Journal of the International AIDS Society 2017, 20:21856

http://www.jiasociety.org/index.php/jias/article/view/21856 | http://dx.doi.org/10.7448/IAS.20.1.21856

16. Bronowicki J-P, Ouzan D, Asselah T, Desmorat H, Zarski J-P, Foucher J,
et al. Effect of ribavirin in genotype 1 patients with hepatitis C responding to
pegylated interferon alfa-2a plus ribavirin. Gastroenterology. 2006;131
(4):1040-48.

17. Lepretre A, Ba |, Lacombe K, Maynart M, Toufik A, Ndiaye O, et al.
Prevalence and behavioural risks for HIV and HCV infections in a population
of drug users of Dakar, Senegal: the ANRS 12243 UDSEN study. J Int AIDS Soc.
2015;18:19888.

18. Al -O-OME. Seroprevalence of HIV, HBC and HCV in injecting drug users
in Nairobi, Kenya: World Health Organization drug injecting study Phase I
findings. 15th International AIDS Conference; 2004; Bangkok.

19. Rao VB, Johari N, Du Cros P, Messina J, Ford N, Cooke GS. Hepatitis C
seroprevalence and HIV co-infection in sub-Saharan Africa: a systematic
review and meta-analysis. Lancet Infect Dis. 2015;15(7):819-24.

20. Freiman JM, Tran TM, Schumacher SG, White LF, Ongarello S, Cohn J,
et al. Hepatitis C core antigen testing for diagnosis of hepatitis C virus
infection: a systematic review and meta-analysis. Ann Intern Med.
2016;165(5):345-55.

21. Soulier A, Poiteau L, Rosa |, Hézode C, Roudot-Thoraval F, Pawlotsky J-M,
et al. Dried blood spots: a tool to ensure broad access to hepatitis C
screening, diagnosis, and treatment monitoring. J Infect Dis. 2016;213
(7):1087-95.

22. Van Tilborg M, Cherepanov GHV, Aquino A, Mazulli T, Kowgier M,
Janssen HL, et al., Can dried blood spots be used for diagnosis of chronic
hepatitis C infection, even when they are stored under non-ideal conditions?
In: EASL. 2017.

23. Roberts T, Simplified HCV diagnostics. In: INHSU. 2016.

24. Thursz M, Lacombe K. Breaking down barriers to care in hepatitis C virus
infection. J Infect Dis. 2016;213(7):1055-56.

25. WHO. Consolidated guidelines on the use of antiretroviral drugs for
treating and preventing HIV infection. 2013. Available from: http://apps.
who.int/iris/bitstream/10665/85321/1/9789241505727_eng.pdf?ua=1

26. Kania D, Bekalé AM, Nagot N, Mondain A-M, Ottomani L, Meda N, et al.
Combining rapid diagnostic tests and dried blood spot assays for point-of-care
testing of human immunodeficiency virus, hepatitis B and hepatitis C infections
in Burkina Faso, West Africa. Clin Microbiol Infect. 2013;19(12):E533-41.

27. Chevaliez S, Feld J, Cheng K, Wedemeyer H, Sarrazin C, Maasoumy B,
et al. Clinical utility of HCV core antigen detection and quantification in the
diagnosis and management of patients with chronic hepatitis C receiving an
all-oral, interferon-free regimen. Antivir Ther. 2016. Available from: https://
www.ncbi.nlm.nih.gov/labs/articles/27115431/

28. Mederacke |, Wedemeyer H, Ciesek S, Steinmann E, Raupach R,
Woursthorn K, et al. Performance and clinical utility of a novel fully auto-
mated quantitative HCV-core antigen assay. J Clin Virol. 2009;46(3):210-15.


http://apps.who.int/iris/bitstream/10665/85321/1/9789241505727_eng.pdf?ua=1
http://apps.who.int/iris/bitstream/10665/85321/1/9789241505727_eng.pdf?ua=1
https://www.ncbi.nlm.nih.gov/labs/articles/27115431/
https://www.ncbi.nlm.nih.gov/labs/articles/27115431/

	Abstract
	Introduction
	Methods
	Study population
	Ethical consideration
	Collection of serum and DBS
	Serological methods used to detect anti-HCV, anti-HIV Abs and HBsAg
	HCV RNA detection and quantification
	HCV core antigen and quantification
	HCV genotyping

	Statistical analysis
	Results
	Study population
	Performance of HCVcAg assay to detect HCV viraemia
	Correlation between HCVcAg levels and HCV RNA levels

	Discussion
	Conclusions
	Authors&#x2019; affiliations
	Competing interests
	Authors&#x2019; contributions
	Acknowledgements
	References

