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E D I T O R I A L

Opportunistic co- screening for HCV and COVID- 19- related 
services: A creative response with a need for thoughtful 
reflection

At a time when hepatitis C virus clearance can be obtained by DAAs 
in almost all infected patients, global infection burden control is an 
objective within reach, even if achieving the WHO HCV elimination 
targets by 2030 may not be attainable.1 The lowest cost intervention 
is an awareness campaign to bring in those who are recently diag-
nosed and those who were previously diagnosed but not treated. 
Only 30% of all HCV- diagnosed patients are linked- to- care.2 The 
next level of intervention is case- finding for disease control and 
screening. Screening invites people who do not have symptoms to 
undergo testing, whereas health professionals are focused on de-
tecting conditions as early as possible among people with symptoms 
to avoid late clinical presentation.3,4 With continuous efforts for dis-
ease control as a priority, early diagnosis in those with liver disease, 
but unknown HCV status, is the key intervention to avoid further 
disease progression and costs (Figure 1).

To achieve HCV elimination, screening programs in the general 
population, who are unaware of the infection status, are needed, 
focusing on the social and age groups most at risk for viral trans-
mission.5 Universal screening, while theoretically feasible and 
conceivably highly effective in identifying most HCV- infected 
persons, would put major organizational and financial hurdles in 
countries with low- to- moderate prevalence.6– 8 Hence, if appropri-
ately conceived, focused screenings would identify a high rate of 
infected subjects, because of the higher infection rate related to 
risk factors, and simultaneously reduce onward viral transmission 
by allowing to clear HCV from those at higher risk of spreading the 
infection.9– 13

An important step in deciding on a mass screening program is 
to model the number of people with infection and their outcomes 
over time. The challenges in defining the HCV prevalence values 
have been partly covered by modelling exercises which, despite 
not providing the precise values, are useful to understand whether 
the screening is cost- effective and affordable.8,13– 15 In Italy, a cost- 
effectiveness analysis, based on modelling chronic infection burden 
in untreated individuals, focused on persons born in the period 1948– 
1987, graduating the intervention in the first 2 years in key popu-
lations and younger cohort (1968– 1987), to detect those persons 
most exposed to risk factors, specifically, prior or current drug use, 
tattoos and other at- risk cosmetics or nosocomial interventions.8 

These individuals are asymptomatic, because of the short time of 
chronic infection and have a low awareness of their exposure risk 
and disease progression. In light of these considerations and based 
on HCV elimination goals, screening firstly this cohort would be the 
most cost- effective strategy to reduce both the infection prevalence 
and incidence.8,16

One of the models proposed to contain the medical and non- 
medical infrastructure costs and to reach the targeted population is 
HCV screening to be held simultaneously with SARS- CoV- 2 testing 
or COVID- 19 vaccination.17 Two papers published in this issue of 
Liver International address HCV screening during COVID- 19 vacci-
nation in Milan (Italy) and during SARS- CoV- 2 testing and COVID- 19 
vaccination in Salerno (Italy).8,9 The approaches are reported as 
an HCV testing opportunity; however, several concerns on the 
expected HCV prevalence have been raised. The active infection 
prevalence was found to range from 0.07% to 0.1%, less than the 
estimated prevalence.14,18,19 These pilot studies pose a matter of 
debate if the screening program extension to subjects born before 
1969 could lead to improved HCV screening effectiveness.

Pilot testing can be an important preparatory step to scaling up 
the screening, but it should be representative of the average con-
ditions of the target population in which the large- scale screening 
program will function.2,3 The success of any screening program will 
be determined by its coverage, uptake, which is the proportion of 
people who were invited and actually get screened, and linkage to 
care. Both studies did not report sufficient data to evaluate the sam-
ple representativeness versus the target population within a context 
of a refusal rate among different settings ranging from 15 to 70%, 
possibly owing to poor information, disease awareness and several 
potential selection biases acknowledged by the authors. Data from 
the Naples study show the presence of anti- HCV in seven individu-
als, four of them in age 30– 50 years.19 These opportunistic anti- HCV 
testing, a marker of exposure to the virus not necessarily related to 
active infection, yielded a significantly higher anti- HCV positivity 
prevalence among individuals screened for SARS- Cov2 (5.9%) than 
in those undergoing COVID- 19 vaccination (0.2%), strongly sug-
gesting different populations in terms of cultural background, a key 
factor for evaluating the presence of risk factors for acquiring HCV 
infection.
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People with high socioeconomic status and a low risk of hav-
ing severe conditions tend to participate more in vaccination and 
screening programs than socioeconomically deprived people, who 
may have a higher risk of infection/disease. Social and cultural fac-
tors can influence screening participation, with it being lower among 
disadvantaged and underprivileged populations. This can lead to 
increasing health inequalities which should be addressed very care-
fully in a screening program. Moreover, it should be considered 
that, though the adherence of a population tested or vaccinated for 
COVID- 19 would be presumably greater (and with greater aware-
ness of the value of prevention), for the same reasons the expected 
number of persons infected with HCV in the selected population 
could be lower than the general estimates.

The low prevalence found raises questions on the screening 
value in younger cohorts, as a prioritized screening intervention, 
to reach HCV elimination targets. Could the estimated prevalence 
of HCV active infection in the young population be related only to 
infection in active drug users and inmates, addressed by the free 
of charge screening in Italy16? If so, a public health intervention, 
limiting the action only to micro- elimination programs and harm- 
reduction interventions, is obviously the better choice versus the 
mass screening.5 The HCV infection risk factors are well defined in 
key populations such as drug users; however, previous drug users, 
inapparent nosocomial or aesthetic procedures, and other transmis-
sion routes have been reported and estimated in young asymptom-
atic people.9– 12,14,15 Active screening in the 1969– 1989 cohort, with 
an estimated overall prevalence of 0.3%– 0.6%, means focusing on 
better containing the risk of new infections, responding to the unex-
pressed health needs of an age group that is at risk of infection and 
disease progression, focusing also on a domino effect of screening 
for the entire family groups of those subjects (30– 50 years old) with 
more frequent sexual relations and females of childbearing age.8,13 
Moreover, focusing on this age group entails strengthening and 

replicating the effect of micro- elimination efforts on persons who 
use drugs and inmates (who on average are in the same age range), 
because it provides the opportunity to repeat screening also outside 
prisons and drug dependency centres and to perform it on their clos-
est family and social contacts.

Although free- of- charge screening in Italy, firstly prioritized spe-
cific key populations and the 1969– 1989 cohort as the best cost- 
effectiveness strategy, additional educational and organizational 
planning and dedicated funds are necessary to give access to screen-
ing of the 1948– 1968 cohort and other vulnerable at- risk popula-
tions.8,16 These efforts are indispensable to successfully perform the 
HCV screening program in Italy and to guarantee equity in diagnosis 
and treatment access.

Implementing and sustaining a screening program requires exten-
sive human resources and health system capacity. As a rule of thumb, 
real- life cost evaluations are useful in adapting a screening program. 
In both Italian studies, owing to the low prevalence of active infec-
tion found, the cost per detection of an active infection is shown to 
be high.18,19 The data of both studies could be of help in determining 
the best resources allocation in the different options of screening set-
tings. However, these estimations are not sufficient to query the cost- 
effectiveness of a mass screening which requires Health Technology 
Assessment tools that evaluate the cost versus the long- term efficacy 
of a public health intervention. With specific regard to HCV screening, 
it is evaluated as a cost- effective intervention, including all screening 
and disease costs over time, in different countries and with particular 
regards in Italy, the best cost- effectiveness profile was given by a grad-
uated strategy.6– 8 Each strategy was weighted for the uncertainties on 
the prevalence values of active infection, evaluating the short- mid and 
long- term costs and benefits to the health system in the perspective 
of achieving the elimination by 2030.8 Because a screening program is 
not just a single test but rather a pathway that starts by identifying the 
eligible people and stops when the outcomes are reported, the further 

F I G U R E  1  HCV screening for disease control and infection burden reduction

HCV Screening Type of prevention
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Linkage to Care/Antiviral Therapy
Harm Reduction Measures

Increase awareness in health care professionals
Increase awareness in general population
Empowerment/Counselling
Testing/Diagnosis
Linkage to Care/Antiviral Therapy
Harm Reduction Measures
Monitoring

Antiviral Therapy
Monitoring
Improve Symptoms
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treatment costs of patients diagnosed have shown to be economically 
balanced by the possible expenditure on medical care in Italy.20 A 
POCT for COVID- 19 screening or vaccination should increase the HCV 
screening uptake and reduce the cost of HCV screening by using the 
same resources for both interventions, otherwise, as it has been shown 
in both Italian studies, the increasing costs cannot be justified.18,19

In conclusion, despite the feasibility of this opportunistic ap-
proach, we strongly believe that HCV screening with COVID- 19- 
related services is a chance too good to be missed, but should not be 
a potential generator of chance findings that could distract from the 
main aim of HCV elimination.
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