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ABSTRACT

AIM. This longitudinal non —interventional study aims to describe the demographics data disease characteristics
and clinical management of a cross-sectional CHB patient population in Poland treated in regional medical centers.
MATERIALAND METHODS. Between March 2008 and December 2010 we observed patients with HBV related
liver disease from 5 medical centers in Poland, both sexes ,>18 years old . At baseline, we used a case report
form to extract data from patient charts, comprising: sociodemographic data; disease characteristics, HBeAg/
antiHBeAg status, genotype HBV; co-morbidities; viral load, liver biopsy and ALT levels in previous 12 months;
treatment history in previous 12 months; current CHB treatment; changes in disease characteristics and CHB
management; time from diagnosis to the therapy and resource utilization and any reasons for termination of
follow-up. Written informed consent was obtained from all participants

RESULTS. The analysis population included 253 patients (94 treated and 159 non-treated at baseline) mostly
male (69.1vs.56.6). Patients in treated group compared with untreated group were: significantly older (mean
42.6 vs. 37.5 years respectively, p<0.001), observed longer since diagnosis(3.9 vs.2.9 years), with higher rate of
HBeAg(+)(42.6% vs.5.1%), lower ALT activity, and higher VL HBV DNA PCR .

Of the 53% of treated patients, the most frequently prescribed anti-HBV drugs were: Lamivudine (53%), Ente-
cavir (23.7%), Pegylated IFN-alfa2a (23.7%), Adefovir(11.1%). During 24 months of follow-up in treated group
13(36.1%) patients underwent a treatment switch to another nucleosi(-ti)de analogue, in one (2.8%) patient
another analogue was added, and in 25 (69.4%)patients the therapy was stopped. The proportion of all patients
treated with monotherapy at the end of follow-up was 99.4%, unfortunately mostly with Lamivudine-49.3%.
SUMMARY. 1.Despite the several methodological limitations usually associated with this type of observation, the col-
lected data does characterize the demographics of polish patients chronically infected with HBV well, provides some
insights into the determinants of treatment initiation and the clinical management of patients in real-word settings.

2. These results indicate that in clinical practice in 5 medical non-academic centers in Poland, European guidelines
regarding the qualification to HBV treatment were followed, but there were discrepancies between the initial
treatment decisions in real-life current clinical practice and guideline recommendations
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INTRODUCTION

The epidemiological situation of HBV infections

in Europe and Poland during the past 30 years has im-

proved considerably. The incidence rate in 2011 was ca.

3.1/100 thousand inhabitants (as compared to 40/100

thousand at the end of the 1970s), but the number of

chronically infected HBV patients is estimated at 320

thousand. Unfortunately, indicators of past HBV infec-

tions are found among ca. 15% of the population (pres-
ence of anti-HBc antibodies, which does not rule out

mini HBV replication, with all of its consequences) (1,

2, 3, 4). Each year, 1.3-5.9% of CHB patients develop

cirrhosis (in total, this applies to 25-40% of infected);

ca. 4%/year of cirrhosis patients develop primary liver
cancer (5,6, 7). Qualification for treatment and available
therapies for HBV-infected patients with chronic liver

disease and/or forms of infection outside the liver is a

complicated process, requiring both extensive knowl-

edge and proper experience, and, above all, access to

current diagnostics and treatment methods (2,8-12).

The primary aim of HBV infection therapy is
improving the patient’s quality of life; increasing surviv-
ability by preventing the progression of the disease into
cirrhosis and hepatic encephalopathy, or the develop-
ment of hepatocellular carcinoma; and minimising the
spread of HBV infections. This goal may be achieved
by long-term suppression of HBV replication.

According to current therapeutic standards in treat-
ing HBV infections, developed by groups of experts in
the field of liver disease [e.g. the European Association
for the Study of the Liver, or Polish HBV Expert Group

(Polska Grupa Ekspertow Leczenia HBV)], children

and adult patients meeting the below criteria should be

subjected to etiotropic treatment (12-14):

1. the HBsAg, with or without the HBeAg are present;

2. the number of HBV DNA copies in the blood plasma
exceeds 2000 IU/ml (10000 copies/ml). With unfor-
tunate exceptions, a lower number of copies in the
blood plasma usually does not carry a serious risk
of the development of cirrhosis or hepatocellular
carcinoma, or any pathology at all;

3. biochemical markers of disease activity — at least a
single, above-average activity spike of aminotrans-
ferase (AspAT, AIAT) in the blood plasma within
the past 3 months;

4. chronic hepatitis in various stages of infection, cir-
rhosis caused by chronic hepatitis, symptoms outside
the liver (regardless of the presence or absence of
symptoms in the liver), and with comorbid HCC;

Two different groups of drugs for treating the causes

of CHB were registered: immunomodulatory drugs, i.e.

interferon alfa, and drugs that directly prevent HBV

replication — nucleoside/ nucleotide analogues.

Therapy is not given to patients who do not grant
written, informed consent, have contraindications
(which are especially numerous in the case of interferon
alfa), are HBV carriers or are infected with HBV in the
immune-tolerant phase. Nevertheless, not every patient
must meet all of the listed criteria for qualification si-
multaneously (3, 8, 9, 14, 15).

AIMS OF THE STUDY

There exists a lack of well-documented, longitudinal
observational studies regarding the modes of qualifica-
tion, therapy and means of monitoring the treatment of
chronically infected HBV patients in clinical practice.
The study was designed and supervised by the Study
Steering Committee: Prof. Stefan Zeuzem (SZ), Prof.
Hakan Leblebicioglu (HL), Prof. Krzysztof Simon (KS),
Prof. Jean-Pierre Zarski (JPZ), Dr. Stefan Arama (SA),
Dr. Mihaela Radulescu (MR), Benedicte Lescrauwaet
(BL), Samuel Gwed (SG), Nathalie Schmidely (NS),
Damien Ponsonnet (DP), Annelore le Maux (ALM),
Valérie Taillieu (VT), Cristina Ivanescu (CV)

The aims of this study were to: describe the demo-
graphics data disease characteristics and clinical man-
agement of a cross-sectional CHB patient population
treated in non-regional medical centres; evaluating the
rules and factors deciding about treatment initiation;
monitoring treatment and reasons for modifying it,
ways of modifying therapy and the probability of this
occurring. This latter point was the subject of a separate
publication. The study comprised patients from: Ger-
many, France, Turkey, Romania and Poland. The results
of the joint research were accepted for publication in
the Journal of Viral Hepatitis. This paper presents the
results of the Polish patient cohort.

MATERIALS AND METHODS

The study took place between March 2008 and
December 2010. The observed patients came from 5
centres in Poland that declared the willingness to par-
ticipate in the study. These were patients of both sexes,
>18 years of age, in which a retrospective analysis of
documentation revealed the presence of the HBsAg
twice within a minimum period of 6 months, as well as
biochemical and histological features of chronic hepa-
titis or hepatitis-induced cirrhosis. The study excluded
patients with HCV and HIV comorbidity, currently in-
cluded in randomised research grants, patients with de-
compensated cirrhosis and primary liver cancer (HCC).

The following data was gathered at baseline, us-
ing case report forms and after obtaining the patients’
written consent: basic demographic data, characteristics
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of the disease, HBeAg/anti-HBeAg status, HBV geno-
types, HBV comorbidities, initial viral load, liver bi-
opsy, ALT levels, CHB treatment in the past 12 months,
and the time elapsed between confirming the diagnosis
and beginning treatment. Subsequently, patients were
subjected to a prospective 24 month observation, ana-
lysing CHB management, resource utilization, reasons
for termination of follow-up, frequency and location of
consultations with physicians. A statistical analysis was
carried out on the achieved results using the t-Student
test, while the probability of changing therapy was
measured with the Kaplan-Meier estimator.

RESULTS

In Poland, 253 patients were observed, of which
94 were undergoing treatment and 159 were untreated
at baseline. The higher number of untreated patients is
particularly conspicuous, although both groups were
dominated by middle-aged men (69.1 vs. 56.6), who
were older in the group of treated patients (42.6 vs.
37.5 years). The group of treated patients was charac-
terised by a longer mean period of observation between
diagnosis and treatment (3.9 vs. 2.9 years), a lower
percentage of patients with negative HBeAg (57.4% vs.
94.9%), lower percentage of normal ALT levels (58.1%
vs. 76.1%) and higher HBV DNA values in the period
leading up to our study. In addition, 12 months before
the baseline visit, seroconversion of HBeAg into anti-
HBeAg was noted in 9 patients. Unfortunately, HBV
genotyping was not performed on any of the patients
(7). A similar percentage of patients in both groups
(25%) had significant comorbidities requiring constant
treatment: hypertension and diabetes.

Among the tests qualifying for antiviral treatment,
25% of patients from the treated group and 20.1% of
patients from the non-treated group underwent liver
biopsy and 37% of all the patients under observation had
abdominal USG performed. Before the study, 98.0% of
the treated patients and 88.1% of the untreated patients
were tested for ALAT levels which for the majority of
them were within <Ix the upper-normal limits. Mark-
edly, the treated patients had significantly less detect-
able HBV viraemia and higher HBV DNA at baseline
in comparison to the untreated group.

In the lead-in and observation period, due to being
qualified for therapy or because of the treatment itself:
16.2% of patients from both groups were hospitalised
— the mean period of hospitalisation was 1,812 days
(chiefly due to the lack of possibilities for performing
or settling accounts for certain tests for monitoring
treatment under ambulatory conditions); 50.6% of
patients consulted their doctor (due to the appearance
of symptoms suggesting adverse effects caused by the

Table I. Monotherapies at baseline, treatment modifications
during follow-up and monotherapies at end of

follow-up of Polish HBV-infected patients cohort

Number of patients n=253 T n=94
Monotherapy at baseline, %

Entecavir 23.7%

Lamivudin 51.6%

Adefovir 11.1%

Peg-IFN-a 2a 23.7%

Others -
Every treatment T n=9%4 nT n=159
modification (%) 36 (38.3%) 47 (29.6%)
Type of modification (%)
Beginning . 38/47 (80.9%)
Changing 13/36 9/47 (19.1%)’
Adding a second drug (36.1%)+ ’
Ending treatment 1/36 (2.8%)

25/36 (69.4%)

Monotherapy at follow-up % |T n=116
Entecavir 25.0%
Lamivudin 49.3%
Adefovir 2.1%
Peg-IFN-a 2a 23.6%
Others -

T, treated patients ; nT- patients not treated at baseline *
Treatment modification: beginning, changing, adding a second
drug or ending therapy in treated patients; ' in one case, the
modification consisted of ,,re-initiating therapy”;* cases of re-
initiating treatment that ended several years ago

therapy or a deterioration of their overall health). This
adds up to ca. 3.198 visits per patient, including 1.220
visits to a specialist. Table I shows data about antiviral
treatment before and during the study. More than 13.9%
(31/218, no available data for the others) of patients
from both the treated and untreated groups (although
more often in the former group) declared undergoing
anti-HBV therapy that ended according to the rules of
managing antiviral treatment and the NFZ guidelines
at some point in the past. At baseline, the majority of
the treated patients were prescribed with lamivudine
(51.6%), with entecavir, PEGIFNalfa 2a and adefovir
being less common.

During the 24 month observation, therapy was
modified in 38.3% of the treated patients. In the group
of patients untreated at baseline 29.6% changed therapy.
The overall percentage of patients on monotherapy at
the end of the study was 99.4% (115/116) and for as
many as 49.3% this consisted of lamivudine (the mean
period of therapy during observation was 12 months).
In the period between the baseline visit and the end of
the study, seroconversion of HBeAg into anti-HBeAg
was noted in 7.4% of patients.

DISCUSSION

From the data gathered in this study, it appears
that all of our patients met the criteria for confirmed
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chronic hepatitis connected with HBV (2, 3, 6); most
of the evaluated patients were middle-aged (ca. 40
years old), HBeAg-negative men (with the majority
of them in the untreated group), although patients in
the group undergoing treatment were slightly older
than the untreated patients. All of the patients had a
similar number of comorbidities at the beginning of
treatment. HBeAg is a surrogate marker of increased
HBYV replication, which explains the high percentage of
HBeAg-negative patients in the untreated group. This
data resembles the observations of other authors con-
ducting HBV infection therapy under standard clinical
conditions (4, 5, 10). The low number of patients in the
Polish cohort who underwent liver biopsy is particularly
noticeable, corresponding with general trends around
the world and indicating that the ever-more prevalent
non-invasive liver disease testing methods were used,
or that the qualification for treatment was based on
only two markers (HBV DNA value and ALAT levels).
Nevertheless, while the ALAT levels measured in the
blood plasma were standard for cirrhosis, the reasons for
elevated levels of this enzyme may be varied (e.g. fatty
liver disease, muscle damage and others) (3); therefore,
when doubts arise as to the reasons for, or the stage of
liver pathology, it is always advisable to consider the
validity of performing a biopsy.

Worrisome in the data are the results of quantitative
HBYV DNA tests and elevated ALAT levels (in 41.9%
of the treated patients) in the lead-in period — these are
the key elements in evaluating the efficacy of therapy.
This may point to the inefficacy of antiviral nucleo-
tide/nucleoside analogue therapy, but it may also be
connected with a high percentage of patients treated
with pegylated interferon alfa2a, which yields results
several years after treatment ends(11, 17-19). On the
other hand, the high percentage of treated patients
who had quantitative HBV DNA and ALAT level tests
performed, along with the frequency of these tests
points to a proper treatment monitoring in the group
of HBV-infected Poles. What was incomprehensible
for some of the members of the Steering Committee
were the hospitalisations of patients in the Polish cohort
and the frequent interruption of nucleotide/nucleoside
analogue therapy. Unfortunately, this is connected with
the way therapy is initiated, interrupted and funded
in the NFZ programme, as well as the distribution of
drugs through hospitals/medical centres. The gathered
data also indicate that a number of patients undergoing
therapy frequently used hospital/specialist care (every
5.26+ 0.62 months). Additionally, despite undergoing
treatment or having confirmed chronic HBV infection,
almost half of the patients in the period before and
during our observations did not use medical care at all,
for unknown reasons. This may result in a low quality

of treatment or initiating treatment too late (advanced
stages of liver disease, complications).

In accordance to the NFZ programme, which was
already out of date with European standards at the time
of the study, the majority of patients were treated with
only one drug. This was usually lamivudine (51.6%)
or pegylated interferon alfa2a, and rarely the far more
effective entecavir (12-16). None of the patients were
treated with tenofovir. At the time, tenofovir therapy
was not refunded by the NFZ (it is refunded at present,
although only as a second-line drug). The use of lami-
vudine and adefovir as first-line therapy drugs has been
anachronistic for several years, and is not recommended
in most European countries (currently, first-line drugs,
both for HBeAg-positive and HBeAg-negative patients,
include pegylated interferon alfa2a and the powerful
nucleotide/nucleoside analogues, entecavir and tenofo-
vir) (6, 12-19). This publication has its methodological
limitations, stemming from the fact that it was not a
randomised study, which is particularly relevant for
methods of treatment.

SUMMARY

1. Despite some methodological limitations, the gath-
ered data characterises the demographics of Polish
HBV-infected patients that are qualified for anti-
viral therapy, points to the methods of qualifying for
anti-viral treatment and the ways in which therapy
is conducted at a standard infectious diseases ward.

2. Although the criteria for qualifying HBV-infected
patients for anti-viral treatment are generally in line
with European standards, the therapy itself unfortu-
nately does not meet the standards proposed by the
European Association for the Study of the Liver or
the 2010 and 2013 guidelines of the Polska Grupa
Ekspertow HBV (Polish HBV Expert Group).

REFERENCES

1. Stepien M, Czarkowski MP, Wirusowe zapalenie wa-
troby typu B w Polsce w 2011 roku. Przegl Epidemiol
2013;67:2:349-352.

2. Marcelin P. Hepatitis B and hepatitis C. Liv Intl
2009,29(s1)1-8.

3. Perrillo RP, Jacobson IM. Halting the natural history of
hepatitis B viral infection; a paradigm shift. Sem Liv Dis
2007;27:1:3-8.

4. Chen CJ, Yang HI. Natural history of chronic hepa-
titis B REVEALed. J Gastroenterol Hepatol 2011
Apr;26(4):628-638.

5. Fattovich G, Bortolotti F, Donato F. Natural his-
tory of chronic hepatitis B: special emphasis on disease



No 4

Non-interventional study of chronic HBV infection

621

10.

11.

12.

13.

progression and prognostic factors. J Hepatol 2008
Feb;48(2):335-352.

Hatzakis A, Wait S, Bruix J, Buti M, Carballo M, Cavaleri
M, et al. The state of hepatitis B and C in Europe: report
from the hepatitis B and C summit conference®. J Viral
Hepat 2011 Sep;18 Suppl 1:1-16.

Lin CL, Kao JH. The clinical implications of hepatitis B
virus genotype: Recent advances. J Gastroenterol Hepatol
2011 Jan;26 Suppl 1:123-130.

Liu J.,.Lee M.H.,Batria-Utermann R..et al. A predictive
scoring system for the seroclearance of HBsAg in HBeAg
—seronegative chronic hepatitis B patients with genotype
B or C infection. J.Hepatol.2013,58,853-860

Gane E, Jia J, Han K, Tanwandee T, Chuang WL, Marcel-
lin P, et al. Neptune study: On-treatment HBsAg level
analysis confirms prediction of response observed in
phase 3 study of peginterferon alfa-2a in HBeAg-positive
patients. J Hepatol. 2011;54:S31.

Sonneveld MJ, Rijckborst V, Boucher CA, Hansen BE,
Janssen HL. Prediction of sustained response to pegin-
terferon alfa-2b for hepatitis B e antigen-positive chronic
hepatitis B using on-treatment hepatitis B surface antigen
decline. Hepatology 2010, 52: 1251-1257.

Rijckborst V, Hansen BE, Cakaloglu Y, Ferenci P, Tabak
F, Akdogan M, Simon K, et al. Early on-treatment pre-
diction of response to peginterferon alfa-2a for HBeAg-
negative chronic hepatitis B using HBsAg and HBV DNA
levels. Hepatology 2010; 52: 454-461.

Polska Grupa Ekspertow HBV. Zalecenia terapeutyczne
na rok 2010 rok:Leczenie przeciwwirusowe przewle-
ktego wirusowego zapalenia watroby typu B (Juszczyk
J.,.Boron-Kaczmarska A.,Cianciara J.,Flisiak R., Gladysz
A., Halota W., Kryczka W., Matkowski P., Pawlowska
M., Simon K.), Przegl.Epidmiol.2010,64,81-82.

Polska Grupa Ekspertow HBV. Zalecenia terapeutyczne
na rok 2013 rok:Leczenie przeciwwirusowe przewle-
ktego wirusowego zapalenia watroby typu B (Juszczyk
J.,.Boron-Kaczmarska A.,Cianciara J.,Flisiak R., Gladysz

14.

15.

16.

17.

18.

19.

A., Halota W., Kryczka W., Matkowski P., Pawlowska
M., Simon K.), Przegl.Epidmiol.2013,67,383-391.
European Association For The Study Of The Liver. EASL
Clinical Practice Guidelines: management of chronic
hepatitis B. J Hepatol 2012 Jul;57,1:167,185

Piekarska A. Aktualne standardy leczenia przeciwwiru-
sowego przewleklego wzw B vs mozliwo$ci programow
NFZ. Med. Sci Rev Hepatology 2013,13,50-54
Kucharska M.Simon K. Wspoélczesne zasady indywi-
dualizacji terapi przeciwwirusowej u przewlekle zaka-
zonych wirusem B zapalenia watroby (HBV). Forum
Zakazen 2013,4,1,29-34

Dienstag JL, Goldin RD, Heathcote EJ, Hann HW,
Woessner M, Stephenson SL, et al. Histological outcome
during long-term lamivudine therapy. Gastroenterology
2003 Jan;124(1):105-117.

Hadziyannis SJ, Tassopoulos NC, Heathcote EJ, Chang
TT, Kitis G, Rizzetto M, et al. Long-term therapy
with adefovir dipivoxil for HBeAg-negative chronic
hepatitis B for up to 5 years. Gastroenterology 2006
Dec;131(6):1743-1751

Chang TT, Liaw YF, Wu SS, Schiff E, Han KH, Lai CL,
et al. Long-term entecavir therapy results in the reversal
of fibrosis/cirrhosis and continued histological improve-
ment in patients with chronic hepatitis B. Hepatology
2010 Sep;52(3):886-893.

Received: 7.08.2013
Accepted for publication: 25.10.2013

Address for correspondence:

Prof. zw. dr hab.med. Krzysztof SIMON

Uniwersytet Medyczny im. Piastow Slaskich we Wroctawiu
Kierownik Zaktadu Choréb Zakaznych i Hepatologii
Wydziatu Lekarsko-Stomatologicznego

ul. Koszarowa 5,51-149 Wroclaw

Telefon:/+48/ 71 3957550 ,Fax: /+48/ 713957505

e-mail: krzysimon@gmail.com






