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Evaluation of antiviral treatment response on liver histopathology
in chronic hepatitis B infection patients

To the Editor,

We read with great interest the recent review article
by Ormeci et al. (1). The authors investigated the effec-
tiveness of tenofovir in terms of virological response.
There are numerous surveys performed to define the
changes in liver histology after antiviral therapy (2). We
have also retrospectively researched histopathological
changes owing to antiviral treatment in patients with
chronic hepatitis B (CHB) infection. Subjects were al-
located into three groups according to antiviral treat-
ment regimen. Pre- and post-treatment liver biopsies
were compared. In our study, 48 patients were enrolled.
Of the 48 cases, all were men; the mean age of the sub-
jects was 24.54+3.73 years, the mean duration of hepa-
titis B surface antigen status knowledge was 2.85+1.35
years, and 26 patients (54.2%) were positive for hepatitis
B e antigen (HbeAg). A comparison between pre- and
post-treatment histological activity index (HAI) and fi-
brosis (F) scores is shown in Table 1. Significant changes
in HAl scores were revealed in all three treatment group.
However, entecavir and tenofovir treatment did not
exhibit good turn in terms of F scores. Antiviral agents
could postpone the progression of fibrosis and forestall
hepatic decompensation in patients with improved fi-
brosis and cirrhosis. Clinical researches have shown that
lamivudine therapy can postpone the progression of
fibrosis. Unfortunately, lamivudine has the high risk of
viral breakthrough. The rate of virological resistance to
lamivudine was reported to be at 30% in the first year
and at 70% after 5 years (2). Chang et al. (3) revealed

that 96% of patients (55/57) had histological recovery
after long-term treatment with entecavir. Marcellin et al.
(4) found that 87% of patients had histological recovery.
They also showed that 51% of patients had fibrosis re-
gression at 240" week after tenofovir treatment. Buti et
al. (5) also reported performing a 5-year treatment with
tenofovir and provided positive virologic, serologic, and
histologic findings, regardless of the baseline cirrhosis
status. Our results were different from those in the lit-
erature. Because of a limited number of patients, further
studies are required to determine the effect of antiviral
treatment on liver histology.
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Table 1. Duration of treatment and HBeAg status and comparison of pre- and post-treatment histological activity index and fibrosis scores

HBeAg Durationof Pre-treatment Post-treatment Pre-treatment Post-treatment
positive  treatment HAI HAI F F
(n, %) (n,%) (mean+SD) (mean+SD) (mean+SD) p (mean+SD) (mean+SD) p
Lamivudine 15(313%) 10(66.7%) 267+163 647+3.11 3934194 0.001 2.204+1.26 1.20+1.37 0017
Entecavir 9(188%) 6(667%)  333+141 6.56+2.55 311417 0.027 2.1140.78 1.56+1.13 0.238
Tenofovir 24.(50%) 10(41.7%) 2.79+1.14 6.134+249 3.92+1.89 0.001 1924097 142+1.18 0.102

HAI: histological activity index; F: fibrosis; HBeAg: hepatitis B e antigen; SD: standard deviation
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Author’s Reply

We read your comments about our paper. We would like to dis-
Cuss some points you have mentioned in your letter and about
your study. We performed the study to assess the effectiveness
of tenofovir in a retrospective manner. It was a multicenter
study, and we have not planned on performing a second liver
biopsy to assess the effectiveness of tenofovir on fibrosis. How-
ever, we agree with you that there are numerous studies about
the effectivity of antivirals in treating chronic hepatitis B. These
studies mostly have reported that antivirals are useful for de-
creasing the fibrosis stage; this issue has been proven in many
studies. We read the results of your study with great interest. In
your study, you could not show a decrease in the fibrosis stage.
We think there are several reasons for obtaining such results.
Firstly, the mean age of your patients is 24.5 years. The associa-
tion between age and fibrosis progression in chronic hepatitis
B remains controversial; however, age has been suggested to
be an important factor that can predict the progression rate
of fibrosis and developing cirrhosis in some studies (1). Fibro-
sis was found to be associated with increased age. The natural
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course of chronic HBV infection also changes with the age at
which infection occurs. Your patients are at a young age; there-
fore, fibrosis stages related to that are supposed to be low.

Secondly, the follow-up period in your study is relatively short.
Hence, you could not observe a significant improvement in
the fibrosis stage. Histological improvement can be achieved
in time. In a large cohort, Buti et al. reported that histological
improvement was achieved in a 5-year follow-up with tenofo-
vir treatment (2).

What are the factors predicting improvement in staging? In a
study conducted by Papachrysos, the patients who have lower
AST and ALT levels at the baseline showed a tendency to im-
prove in fibrosis staging (3), but that result was not statistically
significant. The other factors were not statistically significant.
Therefore, it is difficult to predict improvements in fibrosis stag-
ing before the onset of treatment.

Finally, the small patient group in your study can be a limita-
tion. We think a study involving larger patient groups with lon-
ger treatment durations can reveal histological improvements.

Necati Ormeci’, Sahin Coban’

'Department of Gastroenterology, Ankara University Faculty of Medicine, An-
kara, Turkey

’Department of Gastroenterology, Diskapi Yildirnm Beyazit Education and Re-
search Hospital, Ankara, Turkey

REFERENCES

1. PoynardT, Bedossa P, Opolon P.Natural history of liver fibrosis pro-
gression in patients with chronic hepatitis C. The Obsvirc, Metavir,
Clinivir, and Dosvirc groups. Lancet 1997; 349: 825-32. [CrossRef]

2. ButiM, Fung S, Gane E, et al. Long-term clinical outcomes in cirrhotic
chronic hepatitis B patients treated with tenofovir disoproxil fumarate
for up to 5 years. Hepatol Int 2015; 9: 243-50. [CrossRef]

3. Papachrysos N, Hytiroglou P, Papalavrentios L, Sinakos E, Kouvelis
I, Akriviadis E. Antiviral therapy leads to histological improvement
of HBeAg-negative chronic hepatitis B patients. Annals of Gastro-
enterology 2015; 28: 374-8.

Address for Correspondence: Sahin Coban

E-mail: scoban72@yahoo.com

© Copyright 2016 by The Turkish Society of Gastroenterology « Available online at
www.turkjgastroenterol.org



http://dx.doi.org/10.5152/tjg.2015.0164
http://dx.doi.org/10.1111/liv.12395
http://dx.doi.org/10.1002/hep.23785
http://dx.doi.org/10.1016/S0140-6736(12)61425-1
http://dx.doi.org/10.1007/s12072-015-9614-4
http://dx.doi.org/10.1016/S0140-6736(96)07642-8
http://dx.doi.org/10.1007/s12072-015-9614-4

