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SARS-CoV-2 massive testing: A window of opportunity to catch up
with HCV elimination

To the Editor:
The 69th World Health Organization's assembly approved in 2016
a global strategy for eliminating viral hepatitis, as a threat to
public health, by 2030.1 Since then, great progress has been
made in reducing the impact of viral hepatitis, particularly in
relation to HCV.

The effects of achieving viral cure are countless, at both in-
dividual and population levels. In this regard, we read with great
interest the work published by Calvaruso & Craxi,2 explaining
precisely the present, long-term and expected benefits induced
by direct-acting antivirals (DAAs). Furthermore, as a conse-
quence of the massive treatment with DAAs, Forns' group fore-
sees a very optimistic scenario: cirrhosis related to HCV will be a
marginal cause of hospital admissions in the near future.3

Unfortunately, the pandemic caused by SARS-CoV-2 endangers
these remarkable advances. In fact, the first wave of the COVID-
19 pandemic overwhelmed healthcare systems around the
world, with far-reaching consequences.4 Along this line, Blach
et al.5 modeled the devastating consequences of delaying HCV
elimination programs. This delay will be reflected in an
increase of HCV-related mortality, both as consequence of
cirrhosis complications and hepatocellular carcinoma (HCC)
development. A single-year delay may result in an excess of
70,000 liver-related deaths and 44,000 excess HCC diagnoses.

The COVID-19 crisis has forced the diversion of the majority of
healthcare resources towards the care of infected patients,
impacting the management of those with other conditions. A
clear example is patients infected with HCV.6 Unfortunately, the
closure of harm reduction centers, cancellation of elimination
programs and medical consultations, as well as reduced access
to healthcare centers, is decreasing the rate of HCV diagnoses.
In fact, in a recent survey evaluating the impact of COVID-19
on viral hepatitis, up to 64% of participants reported it being
impossible to access viral testing, with the closure of testing
facilities being the main cause in the United States.7

Consequently, this diagnostic delay will be translated into a
delay in treatment initiation, whose consequences have been
predicted by Blach et al.,5 and have been seen in the past.8

Nowadays, asymptomatic carriers appear to be the most
likely spreaders of the SARS-CoV-2. Thus, massive population-
level testing is warranted, since home confinement – and re-
confinement – cannot be long-lasting measures. Therefore, the
vast majority of people should probably undergo SARS-CoV-2
testing. This provides a golden opportunity to catch up with
HBV control and HCV elimination. Patients that must already
attend healthcare facilities for SARS-CoV-2 testing, could also be
screened for HCV and HBV, in a single visit. Integrating HCV
detection programs9 into SARS-CoV-2 testing will likely have a

very small economic cost, with the potential to be hugely prof-
itable down the line. Since COVID-19 may induce liver damage,
albeit rarely, and the current viral armamentarium includes
multiple potentially hepatotoxic drugs, HBV and HCV screening
could be important in the management of patients with sus-
pected SARS-CoV-2 infection. Furthermore, SARS-CoV-2 and
hepatitis tests could be easily performed at the same time by
means of point-of-care techniques, using saliva assays or dried
blood spots, preventing further redundant analyses. Thus,
establishing integrated diagnostic circuits may prevent unnec-
essary repeat sampling.

We are aware of the enormous resource burden caused by the
pandemic. However, it is our duty to provide adequate care for
non-COVID-19 patients. In fact, if their conditions remain undi-
agnosed as a consequence of the reintroduction of restrictive
policies, their prognosis may be dismal. For this reason, and in
agreement with adapting the cascade-of-care to the new coro-
navirus situation recommended by the EASL-ESCMID in their last
position document,10 we believe that mass and combined
detection of SARS-CoV-2, HBV and HCV would allow us to
respond simultaneously to several public health problems with
minimal cost. As a matter of fact, this policy would keep us on
track for viral elimination by 2030.

Therefore, in accordance with Wingrove et al.,9 we consider
that i) HCV and HBV status should be assessed in every patient
undergoing SARS-CoV-2 testing; 2) HCV elimination programs
should be restarted as soon as possible, especially in vulnerable
populations, where the impact of the interruption of HCV elim-
ination programs will be shocking. This way we will avoid the
direct consequences of the paralysis of HCV elimination pro-
grams and, simultaneously, we send an optimistic message to
people: public health programs can be maintained, even in these
uncertain times.

Finally, we acknowledge that we are facing another SARS-
CoV-2-related wave. However, the upcoming waves will be the
consequences of the delayed diagnosis of other conditions
resulting from the temporary suspension of many health pro-
grams. In the setting of liver diseases, this could be prevented by
population-level anti-HCV and HBV testing in every patient un-
dergoing SARS-CoV-2 testing.
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Hepatic benefits of HCV cure: Don't forget coagulation!

To the Editor:
With great interest we have read the outstanding review by
Calvaruso & Craxì, published recently in the Journal of Hepatol-
ogy.1 In their article, the authors elegantly review the hepatic
benefits of sustained virological response (SVR; i.e. “HCV cure”)
in patients with chronic HCV infection treated with direct-
acting antivirals (DAAs).

On one hand, in patients with mild to moderate fibrosis, the
achievement of SVR prevents progression of liver fibrosis and
improves survival, while on the other hand, in patients with
cirrhosis (both compensated and decompensated), SVR is asso-
ciated with reduced risks of decompensation, liver-related
mortality, and hepatocellular carcinoma (HCC).1

In addition to the aforementioned hepatic benefits of HCV
cure, a further positive effect of SVR in patients with cirrhosis
treated with DAAs is the reversal of the hypercoagulable state.2,3

It is well known that patients with cirrhosis, particularly
those who are decompensated, have complex coagulation
changes that include reduced hepatic synthesis of both pro- and
anticoagulant factors and increased levels of procoagulant fac-
tors synthetized outside the liver.4 Current theory posits that
these changes result in a rebalanced but precarious coagulation

system which may easily tilt towards a hypercoagulable
(prothrombotic) state.5

The clinical implications of cirrhotic coagulopathy have not
yet been thoroughly understood. However, hypercoagulability
may contribute to the occurrence of both macrovascular venous
thrombosis, particularly portal vein thrombosis (PVT), and
microvascular intra-hepatic (sinusoidal) thrombosis. On one
hand, PVT has been correlated with increased risk of death in
decompensated patients6 and, when complete and extended to
the superior mesenteric vein, with higher morbidity and
mortality after liver transplantation.7 On the other hand,
sinusoidal micro-thrombosis could be implicated in paren-
chymal extinction and cirrhosis progression.8 Therefore, by
reverting the hypercoagulable state and preventing the
development of such complications, one could potentially
improve patient outcomes.

In a recent prospective study looking at the effect of DAAs on
coagulopathy in patients with HCV-related cirrhosis, we
demonstrated, by means of thrombomodulin-modified
thrombin generation test, that SVR is associated with a pro-
found reduction of in vitro hypercoagulability. This effect,
which was likely the result of reduced systemic inflammation
and improved hepatic synthesis of both pro- and anti-coagulant
factors, was observed early after the end of antiviral therapy
and persisted up to 1 year, when patients with cirrhosis
demonstrated a thrombin generating capacity that became
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