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1  |  SHORT COMMUNIC ATION

In Italy, since the first months of 2020, the COVID-19 pandemic has 
led the government to set a series of strict rules limiting all the non-
essential clinical activities.1 These measures reduced the resources 
for managing potentially curable diseases such as HCV infection. As 
a matter of fact, this negative impact has been demonstrated by a 
recent survey carried out by the Italian Association for the Study 
of the Liver (AISF) where a nearly total interruption of HCV thera-
pies during the first lockdown phase was reported.2 In addition to 
that, the principal barriers to obtaining HCV elimination are related 
to the actual ability to reach all infected patients rather than to the 
effectiveness of the therapy, as it has been reported that only 20% 
of the HCV-infected subjects have been already diagnosed world-
wide.3 In Italy, the latest available data estimate that there is 20% 
of undiagnosed subjects, as well as that 50% of diagnosed patients, 
are still awaiting a cure.4 Moreover, updated data on the real prev-
alence in the Italian general population are scarce and incomplete.4 
Finally, many speculations have been made about the effective num-
ber of SARS-CoV2 asymptomatic carriers and their importance on 
its spreading across the globe.5 However, there is limited evidence 
on this burden, also because universal screening for SARS-CoV2 has 
not been initiated yet. Here we report the results of an associated 
screening program for SARS-CoV2 and HCV infection on the whole 

available population of a small town, to be used as a representative 
cohort of a Southern Italy population, aimed at finding out the real 
prevalence of both diseases.

2  |  PATIENTS AND METHODS

A prospective observational cohort study was set up with the aim 
of testing for both SARS-CoV2 and anti-HCV antibodies using rapid 
blood tests in all the available populations of Casola Di Napoli, a 
small town in the southern province of Naples. This town has been 
specifically chosen because it is in the Campania region, previ-
ously reported as one of the areas with the highest prevalence of 
HCV, but also with the higher treated and untreated patients’ ratio 
in Italy. From a total of 3,845 inhabitants, 3,556 were considered 
eligible, after excluding 225 subjects of age <6 years and 64 who 
were resident abroad at the time. Of them, 2,740 (77.05%) partici-
pated voluntarily after signing informed consent. The other 816 sub-
jects (22.95%) did not respond to the repeated public appeals made 
through advertising on the local media and social networks, by in-
formation posters in commercial activities, meeting places, at GPs 
and pharmacies by the municipal administration throughout the 
screening period. No one refused to give informed consent. The 
study was approved by our local Ethics Committee (Comitato Etico 
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Campania Sud). Each enrolled subject underwent a rapid blood-
spot test for anti-HCV with an Advanced Quality™ Rapid Anti-HCV 
Test (InTec Products, Inc.), and for IgM and IgG anti-SARS-CoV2 
(SARS-CoV-2 IgM/IgG combined antibody rapid test kit, VivaDiag, 
VivaChek Biotech).6 All patients who tested positive to SARS-CoV2 
antibodies underwent a nasopharyngeal swab to perform an Allplex 
2019-nCoV assay (Seegene Inc.) used on a Nimbus IVD and Cfx-96™ 
Real-time PCR automatic extractor(Seegene Inc.).7 All anti-HCV-
positive patients underwent a standard serum sampling for AST 
and ALT, anti-HCV and HCV RNA assaying by PCR (Cobas TaqMan 
v2.0, CAP/CTM HCV v2, Roche Molecular Systems, Pleasanton, CA). 
Moreover, a brief questionnaire was given to all participants, asking 
if they were aware of an HCV infection and, if so, if they ever under-
went any antiviral therapy and what was the known outcome.

3  |  RESULTS

The screening was carried out from June 25 to July 12, 2020. A total 
of 39 patients (1.4% of the total) were positive for either SARS-CoV2 
IgM or IgG. None of these patients were positive for SARS-CoV2-
RNA nor anyone reported symptoms suggesting an actual/previous 
COVID-19 disease. Fifty-four patients (1.97% of the total) were posi-
tive for anti-HCV by a rapid blood test. These patients underwent 
a confirmatory serum anti-HCV test with a commercial ELISA assay. 
Thirteen patients (13/54; 24.07%) were negative in the confirmatory 

test, therefore false-positive with the rapid blood-test (Table 1). In 
only one case a combined positivity for SARS-CoV-2 and HCV was 
found. The only significant difference between anti-HCV-positive 
and anti-HCV-negative subjects was an older age in HCV-positive. 
Of the 41 patients confirmed anti-HCV-positive, 36 (87.8%) reported 
awareness of their status and, in 86.1% (n = 31), reported success-
ful antiviral treatment in the past. Of the remaining four patients 
aware of their positivity, two were HCV RNA-positive (one never 
undergone an antiviral treatment), whereas the other two were spon-
taneously negative. The remaining five anti-HCV-positive patients 
were unaware of their positivity. Of them, two patients were HCV 
RNA-negative and three were positive (Table 1). Antiviral treatment 
received was with IFN containing regimens (45.1%) or IFN-Free DAAs 
(54.8%). Only one patient was unsuccessfully treated with standard 
Interferon in the past, and still HCV RNA positive to date, therefore 
with an overall Sustained Virological Response of 96.87%. The anti-
HCV positivity was only detected in patients 41 years or older. Of 
notice, the most conspicuous number of anti-HCV-positive patients 
was in the 61–80 years age class with a total of 25/41 (60.98%). Also, 
the overall prevalence was higher in older age groups in respect to 
the others, with 32 patients over a total of 904 aged 61–80 (5.3%) and 
4/69 (5.8%) aged >81 years resulting positive with the rapid HCV test 
(Table 1). Therefore, from the data obtained by the present screen-
ing, the seroprevalence of anti-SARS-CoV2 and anti-HCV was 1.4% 
and 1.49%, respectively. No active infections of SARS-CoV2 were 
detected, whereas five patients (0.18%) had an active HCV infection.

TA B L E  1  Overall characteristics of study population

Variable Overall (% on overall) quick HCV-Ab negative (%) quick HCV-Ab positive (%) p

N (%) 2738 (100%) 2684 (98.03%) 54 (1.97%)

Age mean (SD) 45.57 (19.45) 45.19 (19.34) 64.46 (14.73) <0.0001

Sex % (M/F) 45.5/54.5 45.8/54.2 33.3/66.7 0.074

Not Italian (%) 0.6% (n16) 0.59% 0 0.56

HCV rapid test positive 54 (1.97%) - 54 -

HCVAb confirmation positive 41 (1.49%) - 41 -

HCV Already Known 36/41(87.8%) - 36/54 (66.67%)

HCVRNA positive 5 (0.18%) - 5/54 (9.26%) -

HCVRNA positivity not already known 3 (0.11%) - 3/54 (5.55%)

SARS-COV2 Ab positive 39 (1.4%) 38 (1.41%) 1/54 (1.9%) 0.54

IgM+IgG 17 (0.6%) 16 (0.59%) 1/54 (1.9%) 0.75

IgM 20 (0.7%) 20 (0.74%) 0 0.53

IgG 2 (0.1%) 2 (0.07%) 0 0.17

SARS-Cov2 NS swabs (PCR) 0 0 0 -

Age classes Overall population SARS-Cov2 IgM/IgG rapid 
blood test positive

HCV-Ab quick blood test 
positive

<20 years 348 (12.7%) 0 (0%) 1 (0.3%)

21–40 years 721 (26.3%) 2 (0.3%) 2 (0.3%)

41–60 years 996 (36.4%) 14 (1.4%) 14 (1.4%)

61–80 years 604 (22.1%) 20 (3.3%) 33 (5.5%)

>81 years 69 (2.5%) 3 (1.4%) 4 (5.8%)

Note: No statistically significant differences, other than older age for HCV positive, were found between HCV-Ab positive and negative subjects at 
the blood quick test.
Abbreviations: Ab, antibodies; NS, nasopharyngeal
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4  |  DISCUSSION

Even though the SARS-CoV2 pandemic has profoundly influenced 
the diagnosis and the cure of HCV infection, against all odds, recent 
estimates tell us that Italy could still be on track to reach HCV elimi-
nation by 2030.8 However, the major obstacles to obtain this goal are 
the uncertainty on the data of HCV prevalence, the unawareness of 
infection by a percentage of subjects and the lack of linkage-to-care 
for those aware. On the other hand, little is known about the burden 
of asymptomatic infections by SARS-CoV2 in Italy. Our data suggest 
that anti-HCV prevalence is 1.49% and, in line with the previsions 
of previous reports, in decline in respect to older epidemiological 
data. Moreover, the age distribution of anti-HCV-positive subjects 
further confirms that HCV infection in the general population is an 
almost exclusive prerogative of older subjects. Optimistically, only 
0.18% of the study population had an active HCV infection and, of 
these, three patients were unaware of their infection. This good 
finding was partially due to the fact that the majority (88.6%) of pa-
tients who were aware of their infection had already been treated 
in the past. More than a half of them (53%) has been subjected to 
antiviral treatment in recent times, also thanks to the efforts of 
the nearby Gragnano Hospital Hepatology team, which treated 
more than 2,600 patients with DAA. The other likely cause of such 
a low prevalence is probably to be found in the characteristics of 
the study cohort, which is a close community of residential work-
ers, without any significant exchange and/or drug abuse problem in 
the small town. In this way, the high-risk/high-prevalence popula-
tions are very likely little represented in this cohort. Nevertheless, 
it must be pointed out that those five patients with active infection 
represent the 12.2% of anti-HCV-positive subjects, and the three 
patients unaware of their active infection were the 60% of the total 
active cases, highlighting that the efforts of case-findings cannot be 
reduced. Moreover, during our screening, we found 13 anti-HCV 
false-positives, a very high percentage from 54 subjects (24.07%). 
The most plausible explanation could be that the health workers 
performing the screening were instructed to “consider as positive” 
also the tests that could have been labelled as “uncertain.” However, 
it must be noted that a higher rate of false-positive should very likely 
not impact the sensitivity of the test, which is reported to be as high 
as 99.0% (CI:96.5%–99.7%), the most important parameter to pay at-
tention to for screening purposes. Finally, the SARS-CoV2 screening 
revealed that in a lower incidence period for Covid-19 in Italy, only 
39/2738 subjects(1.4%) showed a previous, asymptomatic contact 
with SARS-CoV2, no one being actively infected at the moment of 
the screening, neither reporting a symptomatic infection in the past. 
This low prevalence can be explained also by the fact that Southern 
Italy was, de facto, partially left untouched by the first wave of the 
epidemic. In conclusion, our study shows that during a low incidence 
period, previous asymptomatic contact with SARS-CoV2 was 1.4%. 
HCV infection was present in 1.49% of the subjects tested, of whom 
12.2% had an active infection which in 60% of cases was not known. 
This study shows that HCV infection is reducing in prevalence, es-
pecially in regards to active infection, thanks to the antiviral therapy 

programs and that, in the general population, it is restricted to the 
older subjects. Finally, it demonstrates that also during the pandemic 
there may be the opportunity to promote prevention, disseminate 
information, and perform screening activities for HCV infection, n 
an attempt to reach the achievable goal of HCV elimination by 2030.
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