Post Eradication Assessment of Hepatic Fibrosis in Hepatitis C
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Histological analysis of liver tissue
gives us insight about a wide varity of
liver diseases starting with acute and

chronic  hepatitis, alcoholic and
nonalcoholic steatosis, metabolic and
storage  diseases and  hepatic

neoplasm. Liver biopsy has 2 main
indications; either to diagnose the
disease or to stage its severity [1].

In chronic hepatitis C (CHC) infected
patient, biopsy is used mainly for
staging. Chronic HCV infection can
induce significant fibrosis, cirrhosis,
and eventually, hepatocellular
carcinoma. Knowing the histologic
stage and grade of the disease is
useful in predicting the short- and
long-term prognosis of the patient.
One decade ago a baseline liver
biopsy prior to treating patients for
chronic hepatitis C with interferon
therapy was mandatory to stage the
fibrosis and  justify  treatment.
Although liver biopsy is the gold
standard to stage the fibrosis and
necroinflammatory changes in chronic
HCV, but it is an invasive procedure,
costly, carry risk of morbidity, and
liable to sampling error due to
heterogeneity in fibrosis distribution.
The misclassification of biopsy due to
observer agreement variability
especially between F2 and F1 was
reported in more than 25% of cases
[2-4].

Moreover, hepatic fibrosis was
formerly thought to be irreversible.
Now, it is recognized as a dynamic
process with the potential for
significant resolution. As liver biopsy
provides only a snapshot of this
dynamic process, which necessitates
repeating the biopsy for follow up, the
need for noninvasive means to
measure changes in fibrosis was

initiated. Increasing attention is paid
to non-invasive tests for detecting
fibrosis in those patients especially in
last decade. This advent of non-
invasive approaches for assessment of
liver  fibrosis, combined  with
evolution of oral direct-acting
antiviral (DAAs) drugs. DAAs with
their high efficacy and much less side
effects has eliminated the need for
liver biopsy to differentiate mild from
significant (>F2) disease prior to
antiviral therapy for CHC. Anyhow,
we still need to trace the dynamic
change in pathology after viral
eradication. Here, the non-invasive
modalities are of great help in follow
up of responders to detect the change
in the pathology [5-6].

The non-invasive approaches for
assessment of liver fibrosis include
two main categories: (1) imaging
modalities able to measure liver
stiffness;  either  shared  wave
elastography, transient elastography
(fibroscan) or MRI elastography [7];
(2) biochemical serum markers which
may be direct or indirect markers.
Direct markers are fragments of the
liver matrix produced by hepatic
stellate cells during the process of
extracellular  matrix ~ remodeling.
Indirect markers are more variable
and include; molecules released due
to liver inflammation such as ALT,
AST, GGT; molecules synthesized,
excreted or regulated by the liver such

as albumin, bilirubin, INR; and
markers of processes commonly
associate liver function impairment,

such as platelet count. Several indices
and scores were developed by
combining some direct or indirect
markers with routine investigations in
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equations. Most popular are fibrotest or
fibrosure, hepascore, APRI, and FIB4 [8-11].

Fibroscan (TE) was found to be more accurate
compared to share wave elastography in
detecting liver fibrosis in relation to pathology
[12]. In an Egyptian study, El Sadaany et
al.,2016 [13] found Fibroscan to correlate with
histopathology in moderate (F2-F3), but not
mild (F1) fibrosis in CHC patients. They also
reported the LSM degree of fibrosis to regresses
significantly in HCV responders on anti-viral
INF based therapy and recommend the use of
fibroscan for follow up of these patients [13].

Fibroscan examination for detection of fibrosis
as surrogate for liver biopsy is accepted and
recommended by many guidelines [14, 6].

Eissa et al., in a study published in the current
issue of the in Afro-Egypt J Infect Endem Dis
entitled "Liver Fibrosis Assessment in Cases of
Chronic Hepatitis C after Direct Acting
Antivirals Therapy using Aspartate
Aminotransferase to Platelet Ratio Index and
Transient Elastography" evaluated changes in
liver fibrosis among chronic HCV patients after
DAAs therapy using fibroscan and APRI. They
compared the scores of each patient before and
one year after a full course of DAAs therapy.
They found that liver stiffness measurement was
markedly decreased from 10.6 to 6 kPa after 12
months of completion of DAAs therapy, with
significant reduction of stage of fibrosis in more
than 76% of their patients. The reduction of
fibrosis stages had occurred in 87.50% of
patients with F2 stage, 87.5% of patients with F3
stage, and 76.5% of patients with F4 stage. A
relevant study on 300 Egyptian HCV patients
showed reduction in fibrosis in; 46.7% and
49.3% of patients with moderate fibrosis, and
89% and 78.7% of patients with advanced
fibrosis after one year of interferon containing
and interferon free DAAs regimens respectively
[15] which emphasize a significant reduction of
LSM after DAAs therapy.

Interestingly, Eissa et al., reported that all of
their patients with liver fibrosis stages (F2 or F3)
did not show the progression of their liver
fibrosis stages after full course of DAAS therapy.
This finding suggest DAAs therapy to prevent
progression of fibrosis; most probably because
eradication of HCV prevent further damage and
subsequent fibrosis.

Authors also reported that the median APRI
value was significantly reduced from 1.12 at the
baseline to 0.42 (range, 0.12-2.00) after 12
months of DAAs therapy. APRI is calculated as
(AST/upper limit of normal range)/platelet count
(109 /L) x 100. A large meta-analysis suggested
APRI to have moderate degree of accuracy to
identify hepatitis C-related fibrosis [16].

The combination of LSM and simple fibrosis
scores, like APRI in this study, has the advantage
of improving the moderate accuracy of these
tests. It can reduce the proportion of patients
with indeterminate results.

To conclude, although liver biopsy is still the
gold standard in staging fibrosis in HCV, it is not
widely accepted now.Non-invasive tests to detect
fibrosis can be adopted in CHC to evaluate and
follow the fibrosis progression after therapy.
Combining two or more non-invasive tests to
evaluate fibrosis is more reliable. The results of
the current study support the idea of liver fibrosis
reversibility after treatment of the underlying
etiology of chronic liver disease especially in
patients with CHC.
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