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Overcoming barriers to hepatitis C elimination
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Recent advances in the treatment of
hepatitis C virus (HCV) infection have
produced highly effective all-oral direct-
acting antivirals (DAA) therapies with
minimal side effects and short treatment
duration. This is encouraging news for
the 71million persons estimated to be
chronically infected with HCV world-
wide.! From a public health perspective,
HCV prevalence shall be eliminated
if available treatment is also targeted
to those who most likely transmit the
virus. Despite this scientific break-
through, a systematic review from the
USA described that of 43% of patients
are aware of their HCV diagnosis, only
16% had begun treatment.” Evidently,
long-standing barriers to treatment need
to be addressed for these effective ther-
apies to be delivered. Therefore, in the
DAA era, where treatment efficacy, side
effects and duration are not a problem,
identification of barriers that prevent
the delivery of HCV care is an important
issue that remains pending. Historically,
multiple-layered barriers related to
a patient, provider and structural factors
may effectively prevent HCV linkage to
care (figure 1):

Patient barriers

Patient-related factors are a common
source of treatment deferral and limited
awareness, poor adherence to physician
recommendations and treatment fears.
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Patient unawareness of HCV infection
represents one of the greatest obstacles
to treatment. Efforts to scale up HCV
diagnosis must include community
education and stigma issues. Confusion
about disease complications and modes
of transmission is also common. Once
HCV diagnosis is established, patients
frequently fail to seek treatment prob-
ably because they may not recognise
the urgency to treat this asymptomatic
infection. In some regions, patients
with HCV are more likely to be unin-
sured when compared with persons
without HCV. Uninsured individuals
are less likely to have regular visits with
healthcare professionals, reducing the
probability of diagnosis and treatment.
Furthermore, patients might feel stigma-
tised because of the association between
HCV and substance abuse or HIV. Fears
of treatment were historically a well-de-
scribed barrier in the interferon era
given the treatment-related side effects.
Providers should educate and counsel
patients about interferon-free regimens
to allay such fears.

Structural barriers

There is a marked regional variation
concerning deficits in provider knowl-
edge. In some countries, physicians may
have limited HCV treatment experi-
ence and do not recognise important
treatment principles. The development
of DAAs has resulted in the need for

significant expansion in the number of
providers who can treat HCV. While
primary care physicians (PCP) have
always have a role in detection and coun-
selling for HCV, their scope of practice
is currently being expanded to include
HCV treatment. Several successful HCV
training programmes have described
equivalent sustained virological response
(SVR) rates whether patients were
treated by specialist physicians or PCP?

Provider barriers

Strategies have been implemented to
increase identification of HCV-infected
individuals who remained undiag-
nosed. In 2012, the Centers for Disease
Control promoted the recommendation
that all individuals born between 1945
and 1965 should have one-time HCV
screening test. In the Americas, there
are >7.2million individual with HCV
viraemia, and 1.2 million persons living
with HCV-related cirrhosis.® At least a
half of whom belong to Latin America
and the Caribbean countries. This is a
region mostly composed by low-income
and middle-income countries, where
access to diagnosis and linkage to care
are worse than the reported in the USA
and Canada.’ To improve access to care,
Pharma companies and World Trade
Organisation (WTO) allowed low-in-
come countries to have access to new
treatments through appropriate transfer
technology (generic) policies. This
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advantage is not available for middle-in-
come countries that remain in a limbo
or purgatory from an access perspec-
tive. This inequity needs to be consid-
ered when discussing WHO goals for
HCV elimination for 2030. WHO goals
will be unachievable if this barrier to
middle-income countries is not modi-
fied. Moreover, Latin America’s hospi-
tal-centred segmented and fragmented
health systems are another structural
barrier. This structural barrier limits
outreach and delivery of an integrated
and systematic response to the disease
burden. According to this PAHO review,
<50% of countries in the Americas have
active Viral Hepatitis Programmes under
the Ministry of Health.

How can we overcome
treatment barriers?
There is a need to improve diagnosis,
access to care and treatment of HCV
infection, especially in resource-lim-
ited settings. Key priorities for scaling
up HCV treatment include developing
models for integrating HCV manage-
ment into primary care, reducing the
cost of care and increasing political
commitment. Many of these obstacles
have been addressed for HIV treatment
and a number of lessons can be drawn to
help improve access to HCV care.*
Historically, specialist physicians (eg,
hepatologists and infectious disease
physicians) have managed patients with
HCV. Lack of access to specialty care
services at community-based health
centres is still a major problem. Fortu-
nately, in recent years, we have experi-
enced the approval of novel technologies
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that can simplify HCV model of care: (i)
provision of easy-to-use assays for sero-
logical and virological analyses (point-
of-care assays) that facilitate screening,
exclude co-infections and allow treat-
ment monitoring.’” Dried blood spots
can be a feasible and reliable test for
viral hepatitis. (ii) Non-invasive assess-
ment of liver fibrosis has also presented
major advances in the last decade. These
range from serological markers such as
aspartate aminotransferase to platelet
ratio index (APRI) and portable tran-
sient elastography (TE) (eg, Fibroscan).®
The implementation of these non-inva-
sive methods can avoid the use of a liver
biopsy for mass screening, a stressful
and invasive procedure. Both APRI and
TE perform well in the identification of
cirrhosis or no fibrosis, but they perform
less well in resolving intermediate
degrees of fibrosis. Patients with fibrosis
grades 3 or 4 should promptly receive
antiviral therapy in order to prevent the
development of liver-related complica-
tions.” Thus, when patients present an
APRI score >2.0or TE >10kPa DAA
therapy is strongly recommended. In
settings where treatment expands outside
of specialty clinics or in low-income
and middle-income countries, APRI is
generally available, cheap and simple,
and the information it provides is reli-
able. However, staging of liver fibrosis
is not relevant for addressing treatment
indication. WHO, European Association
for the Study of the Liver (EASL), Amer-
ican Associacion for the Study of Liver
Diseases (AASLD), Asian-Pacific Associ-
ation for the Study of the Liver (APASL)
and Latin American Association for the

Study of the Liver (ALEH) guidelines
recommend that all patients should be
treated regardless their stage of fibrosis.
Nevertheless, liver fibrosis staging
remains critical to define patient’s length
of therapy and follow-up. (iii) The devel-
opment of new DAAs has greatly helped
to simplify and standardise patient care.
New HCV treatment guidelines which
can be easily accessed online or by
mobile phone applications are a useful
reference tool.

All these advances have facilitated
HCV treatment in some regions, making
HCV elimination a realistic goal. In
this issue of Frontline Gastroenter-
ology, the group of Prof. O Beirne from
the University of the Sunshine Coast
in Australia developed an interesting
and successful HCV model of care
addressing the challenge of providing
treatment to patients in remote areas.®
Australia is a vast country with a strong
political commitment in achieving WHO
goal of HCV elimination. Thus, DAA are
freely available to all Australians with
HCV infection regardless their disease
stage, and all medical practitioners are
able to prescribe DAA. In order to facil-
itate linkage to care the University of
Sunshine Coast developed two models of
HCYV treatment. The first model allowed
a rapid access to HCV clinic for patients
referred by their PCP. A hepatologist and
nurse evaluated patients and a recom-
mendation was made with a check-
list for follow-up. Patients underwent
treatment in primary care facilities and
nurses contacted the patients to ensure
treatment indications and determine
SVR date. The second model consisted
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in two nurses equipped with mobile
Fibroscan providing TE-based assess-
ment in regional healthcare centres,
including a large prison. Following
assessment, patients were discussed at
a weekly multidisciplinary team where
recommendations were made. Inter-
estingly, authors compared APRI with
contemporaneous TE. A total of 327
patients were treated in primary care
and no significant differences in SVR
rates were seen when compared with
those treated in secondary care. Further-
more, they validated APRI (cutoff <1)
to identify patients with very low risk of
cirrhosis. This hepatology partnership
models appears to be highly effective at
providing treatment advice to PCP and
in evaluating liver fibrosis stage.
Australia has laid the foundation for
HCV elimination with a strong polit-
ical commitment based on high levels
of screening and diagnosis, unrestricted
access to DAA therapy and a diverse
range of models of care. However,
expanding access for HCV treatment
in resource-limited settings requires a
continuous effort to overcome prac-
tical and political challenges, a different
WHO and WTO perspective should be

contemplated for middle-income coun-
tries. The biggest challenge remains
for developing countries with scarce
specialist physicians and prohibited
HCV treatment costs.
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