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Abstract

ABSTRACT

Background: Hepatitis C Virus (HCV) infection is a major global health
challenge; it is estimated that more than 80 million people are chronically
infected worldwide. Egypt has the highest prevalence of HCV in the world
(predominantly genotype 4) secondary to the previous schistosomiasis
eradication campaigns with very high incidence rates among elderly, rural
areas and in lower social classes.

However, several oral anti-HCV drugs (direct acting antivirals; DAAs) have
been developed over the last several years. Now, HCV can be eliminated
from the infected host within 12 wk of DAA combination therapy without
noticeable side effects

Aims: to evaluate the Effect of presence of portal hypertension on the
results of treatment of chronic HCV infected naive patient with direct acting
antivirals

Patients and methods:

200 subjects were divided into 2 groups: group I: including 100 cirrhotic
patients with HCV infection and portal hypertension, group lI: including 100
cirrhotic patients with HCV infection without portal hypertension.

Diagnosis of portal hypertension was confirmed by presence of esophageal
varices in endoscopy.

Both group received combination of IFN-free DAAs.

Results: CK-18 was significantly elevated in patients of group | in comparison
to group Il, with mean +SD: 460 + 279, 167 £ 56 and 149 + 57, respectively,
and P value: 0.001. with mean +SD: 59.6+ 28, when compared with control
group (with 23+8) P value < 0.001. ROC curve between Cases and Control as
regards CK18 with Area Under the Curve (AUC): 0.925. Cutoff > 30 ug/| With
Sensitivity: 86.67% & Specificity: 83.33%.. Ck-18 was found to be correlated
with steatosis and fibrosis assessed by fibroscan with P value< 0.001.
Conclusion: treatment of 200 patients with HCV and compensated cirrhosis,
HCV eradication reduced risk for liver decompensation, regardless of whether
the patients had EVs.

Keywords: Oesophagus, Bleeding; Long-Term Outcome; Portal Pressure,
HCV, cirrhosis.
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Introduction

INTRODUCTION

Worldwide it is estimated that 185 million people are
chronically infected with Hepatitis C virus (HCV), with 3-4
million new infections per year and over 350,000 deaths
due to HCV-related liver disease each year (Gower et al.,
2016). The long term impact of HCV infection is highly
variable, ranging from minimal effects to chronic hepatitis,
advanced fibrosis, cirrhosis, decompensated cirrhosis and
hepatocellular carcinoma. Chronic HCV infection may also
induce severe extra-hepatic complications (Maasoumy and
Wedemeyer, 2016).

The goal of therapy is to eradicate HCV in order to
prevent hepatic and extra-hepatic complications and to
improve overall survival (Lavanchy, 2011). Advances in
the treatment of HCV infection have demonstrated over
90% cure rates, as defined by the sustained virologic
response (SVR), i.e. undetectable HCV RNA 12 weeks
(SVR12) or 24 weeks (SVR24) after the end of therapy, as
assessed by a sensitive molecular method with a lower limit
of detection <15 1U/ml. Both SVR12 and SVR24 have been
accepted as endpoints of therapy by regulators in the USA
and Europe, given that their concordance is 99%. Long-
term follow-up studies have shown that an SVR
corresponds to a definitive cure of HCV infection in more
than 99% of cases (Poiteau et al., 2016).
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This endpoint, which is associated with significant
clinical benefits, was achieved only in 45-55% of patients
who received a 24-48 week course of Pegylated Interferon
(PeglFN) and Ribavirin (RBV) (Chevaliez et al., 2016), but
IS now obtained in 90% of patients treated with direct-
acting antiviral drugs (DAAs), which are designed to target
key steps in the HCV replication (Martinot-Piegnoux et
al., 2015).

DAAs can be divided into 3 classes defined by the
Non Structural (NS) HCV protein they target: NS3 Protease
inhibitors, NS5B Polymerase inhibitors and NS5A protein
inhibitors (Swain et al., 2015). The high efficacy, combined
with the near perfect safety profile of DAAs, has
challenged the need for regular on treatment monitoring of
efficacy and safety, a feature that was one of the mainstays

of PeglFN based
regimens (Asselah et al., 2016).

In light of the advances in HCV therapy,
simplification of diagnosis confirmation, pre-treatment
diagnostic workup and treatment monitoring is required to
ensure broad access to these new therapies. Introduction of
these highly potent therapies has obviated the need for
response-guided therapy and reduced the role of treatment
monitoring with highly sensitive quantitative HCV RNA
tests (Chevaliez et al., 2016).
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Concerning portal hypertension, SVR was associated
with a statistically significant yet modest decrease in
hepatic venous pressure gradient (HVPG) 6 mo after INF-
based therapy. In a small study including 8 patients who
achieved SVR with antiviral triple therapy there was a
significant decrease in both HVPG and liver stiffness 24
wk after therapy (10.3 mmHg vs 6.1 mmHg and 21.3 kPa
vs 6.4 kPa, P< 0.001), with 5 patients (62.5%) achieving an
HVPG < 6 mmHg. Indirect markers of portal hypertension
such as platelet countand spleen size were also shown to
improve after HCV eradication in INF-treated cirrhotic
patients(Lebanio et al., 2017).

Concerning clinical endpoints after HCV eradication,
a prospective study with 12 years follow-up showed a
lower incidence of esophageal varices in Child A cirrhotic
patients with SVR (0% vs 32%-39% in the untreated/non-
SVR group). A lower incidence of de novo esophageal
varices was also reported in cirrhotic patients who achieved
SVR, although the progression of variceal size was not
statistically different in patients with and without SVR,
supporting the concept of the point of no return. Another
prospective study also showed that SVR was associated
with a lower incidence of de novo esophageal varices in
cirrhotic patients treated with PEG-INF and (RBV) (HR =
0.23, 95%CI: 0.11-0.48), although it was not associated
with a decrease in variceal progression or liver




