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1. SYNOPSIS 

Sponsor University Hospital Aachen 

Pauwelsstraße 30 

D-52074 Aachen 

c/o Prof. Dr. Christian Trautwein 

Medical Clinic III 

Pauwelsstraße 30 

D-52074 Aachen 

Title Induction of Fibrosis Regression regarding Chronic Hepatitis B Infection 

Short title INFIRE 

Sponsor Protocol 

Code 

INFIRE-001 

Information about 

study protocol 

version(s): 

 

First submission: Study protocol version 1.0 of 30.09.2010 

Subsequent substantial amendments: Substantial Amendment 1: Study 

protocol version 2.0 of 17.04.2012 

EudraCT number 2010-019884-12 

LKP 

 

 

 

 

 

Investigator(s) and 

Study centre(s): 

Name(s) and 

address(es)  

 

Prof. Dr. C. Trautwein 

University Hospital Aachen 

Medical Clinic III 

Pauwelsstraße 30 

D-52074 Aachen 

 

Germany: 

Universitätsklinikum Aachen 

Medizinische Klinik III 

Pauwelsstr. 30 

52057 Aachen, Germany 

Prof. Dr. Christian Trautwein (Coordinating Investigator) 

 

Leber- und Studienzentrum am Checkpoint 

Charlottenstr. 81 

10969 Berlin, Germany 

Prof. Dr. Thomas Berg (Principal Investigator) 

 

Universitätsklinikum Bonn 

Medizinische Klinik I 

Sigmund-Freud-Str. 25 

53127 Bonn, Germany 
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Prof. Dr. Ulrich Spengler (Principal Investigator) 

 

Universitätsklinikum Essen 

Klinik für Gastroenterologie und Hepatologie 

Hufelandstr. 55 

45122 Essen, Germany 

Prof. Dr. Guido Gerken (Principal Investigator) 

 

Klinikum der Johann Wolfgang Goethe-Universität 

Medizinische Klinik I 

Theodor-Stern-Kai 7 

60590 Frankfurt, Germany 

Prof. Dr. Stefan Zeuzem (Principal Investigator) 

 

Universitätsklinikum Hamburg Eppendorf 

Medizinische Klinik I 

Martinistr. 52 

20246 Hamburg, Germany 

Prof. Dr. Ansgar Lohse (Prinicpal Investigator) 

 

Medizinische Hochschule Hannover 

Zentrum Innere Medizin 

Carl-Neuber-Str. 1 

30625 Hannover, Germany 

Prof. Dr. Michael Manns (Prinicpal Investigator) 

 

Universitätsklinikum Leipzig 

Klinik für Gastroenterologie und Rheumatologie 

Liebigstr. 20 

04103 Leipzig, Germany 

Prof. Dr. Thomas Berg (Principal Investigator) 

 

Universitätsmedizin Mainz 

I. Medizinische Klinik 

Langenbeckstr. 1 

55131 Mainz, Germany 

Prof. Dr. Peter-Robert Galle (Principal Investigator) 

 

Universitätsklinikum Würzburg 

Medizinische Klinik und Poliklinik II 
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Oberdürrbacher Str. 6 

97080 Würzburg, Germany 

Prof. Dr. Hartwig Kliniker (Principal Investigator) 

 

Romania: 

Life Search SRL 

Infectious diseases 

GH Baritiu 40, SAD1, CORP A 

300167 Timisoara, Romania 

 

Emergency Clinical County Hospital 

Gastroenterology and Hepatology Clinic 

Iosif Bulbuca Steet No. 10 

300736 Timisoara, Romania 

Target population 

(or indication) 

Patients with chronic hepatitis B viral (cHBV) infection and relevant fibrosis 

(histologically ³ F2) 

Study design Multi-centre, prospective, uncontrolled phase IV study 

Study objectives Primary objective 

Prospective evaluation of fibrosis regression for therapy with entecavir 

(Baraclude®) in patients with cHBV infection by means of non-invasive 

markers (FibroScan®, hyaluronic acid value) after 12 months 

Secondary objectives 

Prospective evaluation of fibrosis regression by means of procollagen III N 

peptide, TIMP-1 and YKL-40 after 12 months 

Investigation of diagnostic accuracy (on the basis of sensitivity and 

specificity) of the non-invasive markers (FibroScan®, serum parameters) with 

liver biopsy as gold standard 

Evaluation of the proportional decrease in liver fibrosis after 6, 18, 24 and 36 

months therapy with entecavir by means of FibroScan® and serum 

parameters 

Assessment of the anti-viral efficacy and safety of three years therapy with 

entecavir for fibrosis regression 

Investigation of the relationship between fibrosis regression and the efficacy 

and kinetics of viral suppression with entecavir (Baraclude®) 

therapy 

 

Study endpoints 

(targets) 

Co-primary endpoints 

Change in the liver stiffness measurement (LSM) value measured with the 

FibroScan and the hyaluronic acid value after 12 months therapy with 

entecavir (Baraclude) 
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Secondary endpoints 

· Change in the serum parameters procollagen III N peptide, TIMP-1 

     and YKL-40 after 12 months 

· Sensitivity and specificity of the FibroScan and the serum parame- 

ters compared with baseline with the result of the liver biopsy as gold 

standard  

· Change in the LSM value (from the FibroScan®) values and the serum 

parameters 6, 18, 24 and 36 months 

· Reduction of HBV-DNA and the fraction of patients with non-

detectable HBV-DNA at the different study visits (6, 12, 18, 24 and 36 

months) 

· Fraction of patients with ALT normalisation at the different study 

visits (6, 12, 18, 24 and 36 months) 

· Fraction of patients with HBeAg loss, anti-HBe sero-conversion, HBsAg 

loss and anti-HBs sero-conversion at the different study visits 6, 12, 

18, 24 and 36 months) 

Safety endpoint 

Frequency of adverse reactions 

Number of patients 100 (in approx. 14 centres) 

Time Schedule With regard to the overall study 

 Recruitment: approx. 3 years 

 Total: approx. 6 years 

With regard to the patients 

 Duration of treatment:  3 years 

Inclusion criteria  · Patients aged 18 to 75 years at the time of inclusion in the study 

· Written informed consent of the patient 

· Chronic hepatitis B infection (cHBV) with detectable HBV-DNA at study 

start 

· Availability of results from a recent liver biopsy. The date of the liver 

biopsy may not be more than 6 months before the day of the screening 

visit. 

· Evidence for relevant liver fibrosis in the liver histology after 

percutaneous or laparoscopic puncture (histologically ³ F2) according to 

the assessment of an experienced pathologist and sufficient evaluability 

of the biopsy material (as a rule, evaluation of at least eight portal fields) 

or clinical evidence of a liver cirrhosis (on the basis of unequivocal 

endoscopic or sonographic indications). The number of patients included 

with clinical evidence for a liver cirrhosis may not exceed 40%. After 

inclusion of 40 patients (= 40%) with clinical evidence for a liver cirrhosis 

all study centres will be notified not to include more patients from this 

subgroup 

· Therapy indication according to the current guidelines for the cHBV 

infection (i.e. every virus replication in patients with liver cirrhosis or 

detection of an HBV-DNA ³ 2000 IU/ml and/or liver histology with 

inflammation ³ degree 2/ fibrosis ³ stage 2 and ALT < 5 x ULN) 

· Non-pregnant (verified by a negative pregnancy test) and non-breast 
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feeding women fulfilling at least one of the following criteria: 

- post-menopausal (12 months natural amenorrhea or six months 

amenorrhea with serum FSH > 40mlU/ml) 

- 6 weeks after operative sterilisation by bilateral tubal ligation or 

bilateral ovarectomy with or without hysterectomy 

- Correct use of two methods for reliable contraception. This includes 

any combination of a hormonal contraceptive (pill, intra-uterine 

spiral, depot injection, hormone implant, hormone patch or vaginal 

ring) or an intra-uterine device with spermicidal barrier 

contraceptive agent (diaphragm, cervical cap, lea contraceptivum, 

femidom or condom) or a spermacide 

- Sexual abstinence from two weeks before the first administration of 

the investigational medicinal product (IMP), during the entire 

duration of the study, and 30 days following the study, covering the 

elimination of the IMP 

- Patients with only female sexual partners 

- Male partner of a patient who is sterile before inclusion of the 

female patient in the study and is the only sexual partner of the 

female patient 

Exclusion criteria  · Anamnestically known hypersensitivity to Baraclude® or its components 

or to medication with a similar chemical structure 

· Participation of the patient in another clinical study within the last four 

weeks before inclusion or simultaneous participation in another clinical 

study  

· Anamnestically known addictive or other disorders, which do not allow 

the person to assess the nature, impact and possible consequences of 

the clinical study 

· Indications that the patient will probably not comply with the study 

protocol (e.g. lack of willingness to co-operate)  

· Anamnestically known co-infection with hepatitis C, hepatitis D or HIV 

· Evidence for a hepatocellular carcinoma  

· Severe chronic disease with an estimated survival prognosis of less than 

three years 

· Any previous therapy with lamivudine or telbivudine or previous therapy 

within the last six months before inclusion in the clinical study with 

another active anti-viral drug 

· Contra-indications for taking entecavir 

· Creatinine clearance < 50ml/min and/or need for haemodialysis 

· MELD Score > 15 points and/ or evidence for ascites 

Progress of the study Study visit 1 (screening visit, day – 42 to – 1) 

Study visit 2 (baseline visit, day 0) 

Study visit 3 (month 6 ± 10 days) 

Study visit 4 (month 12 ± 30 days) 

Study visit 5 (month 18 ± 30 days) 

Study visit 6 (month 24 ± 30 days) 

Study visit 7 (end of study visit, month 36 ± 30 days) 
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Investigational 

medicinal product 

Trade name: Baraclude  

Active substance: Entecavir 

Manufacturer: Bristol-Myers Squibb 

Treatment plan IMP: Entecavir 

Dose: 0.5 mg/day 

Route of administration: oral 

Frequency: 1-0-0 

Duration of therapy: 3 years 

(or until anti-HBs sero-conversion or at least 12 

months after anti-HBe sero-conversion and HBeAg 

loss) 

Statistical methods  For the primary analysis a two-factor ANCOVA with a two-sided type one 

error of 5% will be used. An adjustment of the type one error is not required, 

as both primary hypotheses must be rejected. For the LSM value the 

ANCOVA is used with the logarithmic data and for the hyaluronic acid value 

the untransformed values. In each case the target variable is the change in 

the value (at 12 months – baseline), the factors are the centre and cirrhosis 

yes/no, and the baseline values is taken as the co-variable. 

The secondary endpoints are descriptively analysed with point and interval 

estimators. 

Major protocol 

deviations in the 

conduct of the study 

The study was stopped prematurely after 2.8 years due to a very weak 

recruitment. Only 10 (of 100 required) patients have been included until 

study termination as not enough patients with higher grades of fibrosis could 

be determined as initially expected.  

Two patients were included to the study and received study medication even 

though two inclusion criteria were not fulfilled. The co-primary efficacy 

endpoint hyaluronic acid has not been measured for any of the patients and 

was not analysed. The primary analysis strategy (ANCOVA) was neither 

reasonable nor applicable in a setting with only 10 recruited patients. A 

paired t-test for logarithmic LSM was used instead. 

Efficacy results In the primary analysis the paired t-test revealed a significant result for 

fibrosis regression on therapy with entecavir (Baraclude ®) in patients with 

cHBV infection after 12 months. The back-transformed point estimate for the 

fold change from baseline is 0.78, that means LSM-values were significantly 

decreased by approx. 20-25% from baseline to 12 months: 

A sensitivity analysis in the PP-population instead of the ITT-population 

supported these results. All analyses have been performed with SAS 9.3. 

Comparison 

Mean fold 

change 

lower 

limit 

95% CI 

upper 

limit 

95% CI p-value 

12 months vs. baseline 0.78 0.61 0.99 0.040 

Safety results A total of 26 adverse events occurred in 6 patients, that means 60% of the 

study population had at least one AE. One patient had 10 adverse events. 



Page 8 of 8 

3/26 adverse events (11.5%) were assessed to have a causal relationship to 

the study medication. All further AEs were assessed to have no causal 

relationship. 

A total of 2 serious adverse events occurred in 1 patient, that means 10% of 

the study population had SAEs. Both SAEs were gastrointestinal disorders 

and were assessed to have no causal relationship to the study treatment. 

Conclusions Treatment with Baraclude ® is safe and leads to fibrosis regression in 

patients with chronic HBV infection. 

 

 



Name of active Substance 
 
Medication: Entecavir 

Chargennumber: C1302021 

Dosage: 0,5 mg/Tag 

Application: oral 

Frequency: 1‐0‐0 

Duration of therapy: 5 years 

(or until seroconversion to anti‐HBs respectively until 6‐12 months after anti‐HBe Serokonversion 

and loss of HBeAg) 



Secondary objectives of the study 
 
The secondary objectives of the study are: 

a) the determination of fibrosis regression after 12 months, measured on the basis of 

procollagen III N peptide, TIMP‐1 and YKL‐40. 

b) the investigation of diagnostic accuracy (on the basis of sensitivity and specificity) of the 

FibroScan and the serum parameters (hyaluronic acid, procollagen III N peptide, TIMP‐1 and 

YKL‐40) with liver biopsy as gold standard 

c) the evaluation of fibrosis regression at the other study visits (6, 18, 24 and 36 months) by 

Fibroscan and the serum parameters. This can furnish the answer to the question of whether 

the liver fibrosis regresses continuously or exponentially. 

d) the assessment of the anti‐viral efficacy and safety of three years therapy with entecavir for 

the regression of fibrosis. 

e) the investigation of the relationship between fibrosis regression and the efficacy and kinetics 

of viral suppression with entecavir (Baraclude) therapy. 



EFFICACY EVALUATION 
 
10.1 Data Sets Analysed 
As defined in the study protocol, the primary analysis was performed on the ITT population 

including 

all patients who have taken the trial medication at least once. 

Secondary analyses were performed in a PP population (per‐protocol) with all included patients 

having a measured value for the respective response variable at the respective time point. Patients 

with violated in‐ or exclusion criteria were nevertheless included to the PP population. 

Safety analyses were performed on the ITT population (see above). 

The study was stopped prematurely after 10 patients. Thus no extensive sensitivity analyses on 

different data sets have been done for the primary analysis. The primary analysis was only performed 

on the ITT and PP data set. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 



 

 

 

 

 

 



 

 

 

 



 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 



 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

 



 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 



 

 

 

 

 

 

 



 

 

 

 

 

 

 

 




