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Abstract Background/aim Patients with HBV-related decompensated cirrhosis (HBV-DeCi) should be 
treated with potent nucleos(t)ide analogues (NA)[entecavir (ETV) or tenofovir (TDF)]. Th e aim 
was the evaluation of safety and effi  cacy in terms of changes in liver disease course in HBV-DeCi 
patients treated with ETV or TDF.

Methods In 52 HBV-DeCi patients clinical and laboratory data, including glomerular fi ltration 
rates (GFR), were recorded. Th e changes in MELD (DMELD) and Child-Pugh (DCTP) scores 
between baseline and aft er 6  months of treatment were evaluated. Th e independent factors 
associated with survival were evaluated.

Results 31 patients under TDF and 21 under ETV were evaluated. During a median follow-up of 
22.5 months (range: 6-68), there were no diff erences between the two groups in GFR and serum 
phosphate levels. At the end of follow up, in the TDF group, 2  patients died and 3 received liver 
transplantations (LT), while in the ETV group, 1 patient died and 3 received LT. In multivariable 
Cox regression analysis, DMELD was independently associated with the outcome in the total cohort 
(HR: 1.78, 95%C.I.:1.12-2.79, P=0.013) as well as in the subgroup of naïve (n=37) patients (HR: 1.8, 
95%C.I.:1.19-4.5, P=0.03). Finally, in the non-hepatocellular carcinoma patients, the DCTP score was 
independently associated with the outcome in the total cohort (HR: 2.64, 95%C.I.: 1.21-7.29, P=0.015).

Conclusions TDF and ETV appear to have similar renal safety profi le in HBV-DeCi patients. 
DMELD score in the total cohort and DCTP score in non-HCC patients were independently 
associated with the outcome; these fi ndings need confi rmation in larger studies.
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Introduction

It is estimated that more than half a million people 
with hepatitis B virus (HBV) infection die annually due to 
complications of liver decompensation and/or hepatocellular 
carcinoma (HCC) [1]. Untreated patients with HBV 
decompensated cirrhosis (HBV-DeCi) have a 5-year survival 
rate of only 14%-35% [2]. Oral nucleos(t) ide analogues are 
the only anti-viral agents used in patients with HBV-DeCi and 
should be instituted regardless of serum HBV DNA levels in 
order to improve liver dysfunction and survival [2,3]. Studies 
with lamivudine and adefovir have shown improvements in 
the clinical outcomes of patients with HBV-DeCi [2,4], but 
both agents have several drawbacks including low antiviral 
potency and viral resistance followed by virological and 
biochemical breakthroughs [2,5,6]. Th e newer nucleos(t) 
ide analogues (NAs) [i.e.  entecavir (ETV) and tenofovir 
(TDF)] are potent antiviral agents with a minimal or even 
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nonexistent risk of resistance and therefore they represent the 
currently recommended fi rst-line for the therapy of HBV-DeCi 
patients [3].

Safety profi le of NAs is an important issue with their 
eff ect on renal function being of particular concern in the 
diffi  cult-to-manage patients with HBV-DeCi. Although the 
nephrotoxic potential is considered to be higher for nucleotide 
analogues [7,8], similar rates of renal adverse events were 
observed aft er one year of therapy with TDF, TDF plus 
emtricitabine or ETV in a recent randomized trial including 
patients with HBV-DeCi [9]. However, there are still concerns 
about the potential nephrotoxicity of TDF mostly based 
on reports from patients with human immunodefi ciency 
virus (HIV) infection, for whom TDF has been licensed 
for longer and decline of creatinine clearance and proximal 
tubular dysfunction with occasional Fanconi syndrome with 
hypophosphatemia have been reported [10,11].

Although the majority of patients with HBV-DeCi should be 
referred for liver transplantation (LT), the wide use of antiviral 
therapy may reverse hepatic dysfunction or failure [12-15], 
leading in some cases to withdrawal from the LT listing [16,17]. 
However, a signifi cant proportion of HBV-DeCi patients die or 
require LT despite the use of antiviral treatment [6]. Physicians 
usually rely on reasonable clinical judgment and decide on 
an individual basis, but more objective criteria could be more 
helpful to determine the outcome of patients with HBV-DeCi 
who receive ETV and TDF, currently the optimal anti-HBV 
agents [3].

Th e aim of this retrospective study was to assess in ETV and 
TDF treated patients with HBV-DeCi: a) the safety of long term 
treatment with the 2 antiviral agents regarding renal function, 
b) the effi  cacy in terms of virologic response and changes 
in severity of liver disease, and c) to evaluate the prognostic 
factors of their outcome.

Patients and methods

All adult HBV-DeCi patients from 5 Greek centres who 
were treated with NAs (i.e. ETV or TDF) starting from 2007 
were evaluated retrospectively. To be eligible, HBV-DeCi 
patients had to use NAs for 6 or more months from baseline 
unless a liver-related event (e.g. death or LT) or a NAs-related 
adverse event had caused NAs discontinuation. Th e baseline 
was defi ned as the date of starting NAs in naïve patients or 
conversion to the two NAs (ETV or TDF) in patients who 
were already under other oral antiviral therapy. Patients with 
hepatocellular carcinoma (HCC) were not excluded in safety 
analysis, while two separate analyses for the outcomes in 
patients with or without HCC were performed providing that 
the HCC patients were alive, died from non-HCC causes or 
underwent LT during the follow up period.

Decompensated cirrhosis was defi ned by the development 
of any complication of portal hypertension (ascites, variceal 
bleeding, or hepatic encephalopathy) and/or the Child-Pugh 
(CTP) score more than 7. Th e presence of ascites was detected 
by clinical examination and imaging techniques (ultrasound 

or computer tomography). None of the patients had previous 
liver or other organ transplantation. Patients were excluded for 
HIV- and hepatitis C virus-positive serologies, hepatitis D co-
infection, alcohol abuse or use of hepatotoxic or nephrotoxic 
drugs including those aff ecting renal tubular secretion before 
NAs initiation or during the follow-up period.

At baseline, for each patient, demographic and clinical data 
were recorded including age, sex, previous antiviral therapy, 
presence of HCC and concomitant diseases (e.g.  diabetes 
mellitus, coronary artery disease). Regarding laboratory data, 
creatinine, blood urea, phosphate, protein, albumin, bilirubin 
and clotting profi le based on INR. Child-Pugh (CTP) and 
model for end stage of liver disease (MELD) scores were 
recorded at baseline, at the 6-  and 12-month visits, and the 
fi nal visit of the follow-up period. In addition, HBV DNA and 
serological indexes (HBsAg and anti-HBs/anti-HBe status) 
was recorded at baseline, at 12 months and at the end of follow 
up. HBV DNA was evaluated for all patients by sensitive real 
time PCR with lower level of detection <45  IU/mL (COBAS 
TaqMan, Roche Molecular Systems). Data recorded during 
follow-up included: a) cirrhosis-related complications 
[variceal bleeding, ascites, spontaneous bacterial peritonitis 
(SBP), hepatorenal syndrome, hepatic encephalopathy, 
HCC] and the time from baseline which were occurred, and 
b) the response to NAs and NAs-associated adverse events. In 
addition, assessment of renal function was performed based 
on serum creatinine and estimated glomerular fi ltration rate 
(eGFR) using the creatinine-based 4 variable MDRD formula. 
Th e mathematical equation for eGFR was used as followed: 
modifi cation of diet in renal disease (MDRD) formula 
(mL/min/1.73m2)=186 × (Creatinine)-1.154 × (Age)-0.203 × (0.742 
if female) × (1.210 if black) [18]. At the last visit, the clinical 
status was evaluated (alive, death or liver transplantation) and 
the cause of death was recorded.

Th e primary study objective was to evaluate the safety/
tolerability of NAs (i.e.  TDF and ETV) in the treatment of 
HBV-DeCi patients regarding renal function and their effi  cacy 
and impact on the course of liver disease, as well as to assess 
the prognostic factors related to the outcome (i.e. death or LT). 
Th e severity of liver disease was evaluated with the CTP score 
and MELD score, which were used as published [19,20]. Th e 
changes in MELD (DMELD) and CTP score (DCTP) between 
baseline and aft er 6 months were also evaluated.

Statistical analysis

All data were analysed using the statistical package SPSS 
(version 19.0 SPSS Inc, Chicago, IL). Univariate comparisons 
of demographic and baseline clinical factors were performed 
using Mann-Whitney U tests for continuous variables and 
Chi-square tests for categorical variables. Paired T test or 
Wilcoxon matched-paired test were used for the comparisons 
between the variables at diff erent time points. Th e patient 
survival according to diff erent antiviral agents was calculated 
using Kaplan-Meier analysis and compared with the log 
rank sum test. Univariate and multivariable Cox regression 
analyses were performed to identify predictive factors for 
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outcome (i.e.  death or LT) in patients with HBV-DeCi. Th e 
multivariable analysis was performed using variables with 
P<0.1 in the univariate analysis. Th e discrimination ability of 
the independent factors to predict the outcome was evaluated 
by using the area under a receiver operating characteristic 
curve (AUC) [21]. A  two-tailed P value less than 0.05 was 
considered to be statistically signifi cant.

Results

Baseline characteristics

A total of 52  patients (33  males, age: 59±10  years) with 
HBV-DeCi were enrolled in the present study. Th e baseline 
characteristics of these patients are summarized in Table  1. 
All patients were HBeAg negative, and the median HBV DNA 
level was 15,200 (range: 0-128x106) IU/mL. Th e mean CTP and 
MELD scores were 8.1±1.7 and 12.1±3.8 respectively, while 
7 (14%), 39 (75%) and 6 (11%) patients were classifi ed as CTP 
class A, B and class C respectively. Among the 7 patients of CTP 
class A, 4 had a history of ascites and 3 of variceal bleeding. 
TIPS placement was performed in none of the patients.

Fift een patients were already started on antiviral therapy 
(lamivudine ± adefovir) before enrollment in the present study 
and they were switched to ETV or TDF (2 patients with viral 
breakthrough to lamivudine and 13  patients aft er decision 
of attending physician), while 37  patients were NAs naïve, 
i.e. antiviral therapy was initiated at baseline (Table 1). Twenty-
one patients (41%) were treated with ETV and 31 (59%) patients 
with TDF. Th e baseline clinical and biochemical characteristics 
were not signifi cantly diff erent between ETV and TDF treated 
patients (Table 1, all P values >0.10), except for a trend for a 
smaller proportion of NAs naïve patients in the TDF than in 
the ETV group (19/31 or 61% vs 18/21 or 86%, P=0.087).

Changes in renal function

In all patients, eGFR was 88±28, 87±25, 83±20 and 
81±23  mL/min at baseline, 6, 12  months and last follow up, 
respectively (P value >0.05 for all comparisons). Th e proportion 
of patients with eGFR <50 mL/min at baseline, 6, 12 months 
and last follow up were 5.7%, 7.7%, 7.7% and 9.6%, respectively. 
Finally, eGFR was not diff erent between TDF and ETV groups 
of patients at baseline, at 6 months, at 12 months and last follow 
up, and this was also true in the 37 patients who were started on 
antiviral agents at baseline (Fig. 1). Th e proportion of patients 
with eGFR <50 mL/min in TDF and ETV groups at baseline, 6, 
12 months and last follow up were 6.5% vs 4.7%, 6.5% vs 9.5%, 
6.5% vs 9.5% and 9.7% vs 9.5%, respectively (P value >0.05 for 
all comparisons). In these patients with eGFR<50 mL/min, 
adjustment of NA dosage was performed with administration 
every 48 or 72 hours according to the severity of renal function.

In the total group of patients, serum phosphate levels at 
baseline, 6 and 12 months (not available at last follow up due 
to the small number of available data) were 3.1±0.5, 3.1±0.5 

and 3.1±0.3, respectively (P value >0.05 for all comparisons). 
None of the patients developed serum phosphate <2.0 mg/dL 
during the follow up period. Finally, phosphate levels were not 
diff erent between TDF group and ETV group at baseline, at 
6 and 12 months (P>0.05). Both antivirals were well tolerated 
and none of the patients discontinued therapy.

Virologic and serologic responses

All patients of both groups had undetectable serum HBV 
DNA at 12 months and at the end of follow-up. Th ere was no 
viral breakthrough in any patient. Regarding HBV serology, no 

Table 1 Baseline clinical and laboratory characteristics of 52 patients 
with HBV decompensated cirrhosis in our cohort

Variable (unit) All patients, 
(n=52)

ETV group 
(n=21)

TDF group 
(n=31)

Age, (mean±SD), 
years

59±10 58±9 60±10

Sex, men  n, (%) 33 (63) 14 (66) 19 (61)

Hepatocellular 
carcinoma n, (%)

6 (12) 4 (19) 2 (7)

Diabetes 
mellitus, n, (%)

5 (10) 3 (14) 2 (6)

Duration of previous 
antiviral treatment 
before baseline, 
(median, range) 
months

53 (5-144) 36 (14-48) 60 (5-144)

Follow up period,
(median, range), 
months

22.5 (6-68) 18 (7-68) 25 (6-66)

Chid-Pugh (CTP) 
score (mean±SD)

8.1±1.7 7.9±0.9 8.3±1.9

MELD score, 
(mean±SD)

12.1±3.8 11.9±3.6 12.2±3.9

ALT levels 
(mean±SD), IU/L

67±38 75±34 57±40

AST levels 
(mean±SD), IU/L

76±37 82±35 63±44

Albumin 
(mean±SD), g/dL

3.3±0.6 3.2±0.6 3.3±0.6

HBV DNA 
(median, range), 
IU/mL 

15,200
(0-128×106)

36,650
(0-128×106)

5,920
(0-2.3×106)

Antiviral therapy 
before baseline, n, 
(%)*

Lamivudine 
(±adefovir)

15 (29) 3  (14) 12  (39)

Naïve 37 (71) 18 (86) 19  (61)
*All P values were >0.10 except for a trend for a smaller proportion of 
NAs naïve patients in the TDF than ETV group (P=0.087) ETV, entecavir; 
TDF, tenofovir;  CTP, child-pugh score; MELD, model for end stage of liver disease
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patient had HBsAg clearance, while they all remained HBeAg 
negative during follow-up period.

Changes in severity of liver disease (MELD score and 
CTP score)

In the total group of patients, MELD scores at baseline, 6, 
12 months and last follow up were 12.1±3.8, 11.6±3.3, 10.6±3.2 
and 11.3±3.9, respectively, with no diff erence at any time point 
(P>0.05); in the TDF group of patients: 12.2±3.9, 11.3±2.9, 
10±2 and 11±3.6, respectively [P>0.05 for all comparisons 
except for the MELD score at 12  months, which was 
signifi cantly lower, compared to the MELD score at baseline 
(P=0.035)]; in the ETV group of patients: 11.9±3.6, 11.8±3.7, 
11.5±4.2 and 11.6±4.3, respectively (always P>0.05);. In the 
total cohort, the MELD scores at diff erent time points were 
not diff erent between TDF group and ETV group of patients 
(always P>0.05), and this was also true when only the 37 naïve 
patients at baseline were evaluated (Fig. 2).

In the total group of patients, CTP scores at baseline, 6, 
12 months and last follow up were 8.1±1.7, 7.3±1.2, 7.2±1.2 
and 7.8±1.6, respectively, with no diff erence at any time 
point (P>0.05 with a trend for lower CTP score at 12 months 
compared to the baseline (P=0.064)]; in the TDF group of 
patients: 8.3±1.9, 7.1±1.1, 7.1±0.9 and 7.9±1.5, respectively 
(always p>0.05); in the ETV group of patients: 7.9±1.1, 
7.4±1.3, 7.3±1.3 and 7.7±1.4, respectively (always P>0.05). 
In the total cohort, the CTP scores at diff erent time points 
were not diff erent between TDF group and ETV group of 
patients (always P>0.05), and this was also true when only 
naïve patients or non-HCC patients were evaluated. Finally, 
11  (21%) of the 52  patients had reduction in CTP score ≥2 
at 12  months, compared to the baseline, with no diff erence 
between TDF and ETV group of patients [6/31  (19.3%) vs 
5/21 (23.8%), P=0.29]

Clinical course

Clinical failure of antiviral treatment was observed in 
9 (17%) patients because of death (n=3) or LT (n=6). None of 

the patients died or underwent LT during the fi rst 6 months. 
Th ere were 48 and 46  patients alive without LT at 18 and 
24 months, respectively. In the TDF group, 2 patients died and 
3 received LT, while in the ETV group, 1  patient died and 3 
received LT. Th e causes of death were sepsis in two patients 
(11 and 25  months from baseline in ETV and TDF group, 
respectively) and HCC/liver failure in one patient (18 months 
from baseline in TDF group). Two patients received LT between 
7 and 12 months, 2 patients between 13 and 24 months and 
2 patients between 25 and 56 months. Th e cumulative survival 
rates did not diff er between TDF and ETV groups (survival at 
5 years: 63% vs 73%, P=0.65).

Regarding new complications during follow-up, 4 patients 
developed HCC (all under TDF at 4, 6, 34 and 52  months, 
respectively from baseline) and 2  patients developed new 
onset ascites (1 under TDF at 24 months from baseline and 1 
under ETV at 46 months from baseline, possibly related with 
progression of the underlying liver disease). Th ere were no 
diff erences in complication rates between TDF and ETV group 
of patients (P=0.29).

Predictive factors for the outcome

When both baseline and 6-month characteristics 
were analyzed, in the univariate Cox regression analysis, 
age (P=0.035), ALT at baseline (P=0.042), MELD score 
at 6  months (P=0.034), and changes of MELD and CTP 
scores from baseline to 6  months (P=0.031 and P=0.035, 
respectively) were signifi cantly associated with the outcome 
(i.e.  death or LT) (Table  2). Th ese variables were included 
in the multivariable Cox regression analysis, in which only 
changes of MELD score (DMELD) was independently 
associated with the outcome (HR; 1.78, 95% C.I.: 1.12-2.79, 
P=0.013) (Table 2). Th e AUCs for DMELD score from baseline 
to 6 months was very good (AUC: 0.82, 95% C.I.: 0.67-0.92)
(Fig.  3). Th e best cut off  point for DMELD score was 0.12 
giving a sensitivity 86%, specifi city 78%, PPV 0.43 and NPV 
0.97 (Table  3). However, when only the non-HCC patients 
(n=46) were evaluated, changes of CTP score (DCTP) from 
baseline to 6 months (HR: 2.64, 95% C.I. 1.21-7.29, P=0.04) 
was the only factor independently associated with the 
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outcome (Table 4). Th e discriminative ability of DCTP score 
was very good (AUC=0.81, 95% C.I.: 0.65-0.92) and DCTP of 

0 was the best cut off  point (sensitivity 60%, specifi city 88%, 
PPV 0.43 and NPV 0.94) (Table 3, Fig. 4).

When only the 37  patients who were started on antiviral 
agents at baseline (19 under TDF and 18 under ETV) were 
evaluated, changes of MELD score from baseline to 6 months 
(DMELD) was again the only factor signifi cantly associated 
with the outcome (HR: 1.8, 95% C.I. 1.19-4.5, P=0.03) with very 
good discriminative ability (AUC: 0.85, 95% C.I.: 0.67-0.95) and 
0.42 as the best cut off  point (sensitivity 80%, specifi city 89%, 
PPV: 0.57 and NPV: 0.96). In the same subgroup of patients, 
the best cut off  point for MELD score at 6 months was 15 with 
sensitivity 60%, specifi city 90%, PPV: 0.50 and NPV: 0.93. 
When only the non-HCC naïve patients (n=32) were evaluated, 
the DCTP score, i.e.  the changes of CTP score from baseline 
to 6 months, was the only independent factor associated with 
the outcome (HR: 3.86, 95% C.I. 1.19-12.5, P=0.024). In this 
subgroup of patients, the discriminative ability of DCTP score 
was excellent (AUC=0.96, 95% C.I.: 0.89-1.0) and DCTP of 0 
was the best cut off  point (sensitivity 100%, specifi city 89%, 
PPV 0.76 and NPV 1.0).

Table 2 Univariate and multivariable Cox Proportional Hazard Regression analysis to identify the independent factors associated with outcome 
in 52 patients with HBV decompensated cirrhosis

Baseline characteristics 95% confi dence interval

Univariate analysis Multivariate analysis

Hazard ratio Lower Upper P value Hazard ratio Lower Upper P value

Age, years 0.93 0.87 0.99 0.035 0.907 0.817 1.006 0.07

Sex 1.24 0.33 4.64 0.74

Diabetes mellitus 0.04 0.0 911.4 0.53

ALT, (IU/L) 1.1 1.001 1.02 0.042 1.1 0.98 1.021 0,57

AST, (IU/L) 1.05 1.03 1.12 0.35

HBV DNA, (IU/mL) 1 1 1 0.47

Albumin, (g/dL) 1.06 0.47 2.38 0.88

Hepatocellular carcinoma 2.88 0.58 14.4 0.19

NAs before baseline 0.77 0.20 3.25 0.77

GFR (MDRD), mL/min 0.98 0.95 1.02 0.22

CTP score 0.95 0.60 1.51 0.83

MELD score 1.05 0.91 1.22 0.51

At 6 months

GFR (MDRD), mL/min 1.004 0.97 1.04 0.81

CTP score 1.48 0.86 2.53 0.15

MELD score 1.25 1.02 1.54 0.034 1.125 0.843 1.502 0.422

ALT, (IU/L) 1.01 0.97 1.07 0.41

AST, (IU/L) 1.22 1.1 1.55 0.24

Changes between baseline and 6 months

DCTP 2.51 1.07 5.88 0.035 1.8 0.71 4.56 0.21

DMELD 1.58 1.05 2.41 0.031 1.78 1.12 2.79 0.013
NAs, nucleos(t)ide analogues; CTP, child-pugh score; MELD, model for end stage of liver disease; GFR, glomerular filtration rate

AUC for DMELD: 0.82
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Figure 3 Area under the receiver operating characteristic curve 
(AUC) for prognostic scores in 52 patients with HBV decompensated 
cirrhosis under entecavir (ETV) or tenofovir (TDF). DMELD: changes 
in MELD score between baseline and aft er 6 months
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Discussion

Present treatment guidelines advocate oral antivirals 
in patients with HBV-DeCi. ETV and TDF represent the 
currently recommended fi rst-line NAs for this group of 
patients having potent antiviral activity with minimal or even 
null risk of resistance [3]. Both agents are considered to have 
similar virologic effi  cacy in patients with HBV-DeCi [9]. Th is 
has been clearly shown in the recent multicenter randomized 
study by Liaw et al [9], in which 112 patients with HBV-DeCi 
who received either TDF (n=45), emtricitabine (FTC)/TDF 
(n=45), or ETV (n=22) were evaluated. Th e authors found no 
diff erence in virologic effi  cacy with similar rates of patients 
with HBV DNA<400copies/mL at 3 months (51.2% vs 46.5% vs 
50.0%, respectively) and 12 months (70.5% vs 87.8% vs 72.7%, 
respectively). In our retrospective study we also confi rmed that 
both oral agents (ETV and TDF) had similar antiviral effi  cacy, 
since both ETV and TDF group of patients had undetectable 
HBV DNA at 12  months (using PCR with lower level of 
detection <45  IU/mL) and without virologic breakthrough 
during the follow up period. However, it should be mentioned 
that the HBV DNA levels at baseline were relatively low in both 
groups (median levels: 36,650 IU/mL vs. 5,920 IU/mL, P>0.05).

Nucleotide analogues (i.e. adefovir and less oft en TDF) have 
been associated with renal impairment, and this is of particular 
concern in HBV-DeCi patients. In the literature, there are few 
studies, in which ETV and TDF have been evaluated regarding 

their safety in HBV-DeCi patients. In the randomized study by 
Liaw et al [9], the 3 groups of patients (i.e. TDF, emtricitabine/
TDF and ETV) had similar rates of renal dysfunction defi ned as 
increase in serum creatinine of ≥0.5mg/dL from baseline (8.9% 
vs 2.2% vs 4.5%, respectively, P>0.05) and hypophosphatemia 
defi ned as serum phosphorus <2.0 mg/dL (2.2% vs 4.4% vs 
0%, P>0.05). In the same study [9], through 48 weeks, antiviral 
agents were well tolerated, since only 2 patients (one under TDF 
and one under emtricitabine/TDF) discontinued the treatment 
due to adverse events related to the study drug. More recently, 
Koklu et al [22] evaluated ETV and TDF in patients with HBV 
cirrhosis, including a subgroup of patients with HBV-DeCi (36 
under ETV and 26 under TDF). Th e authors reported that both 
antiviral agents had comparable long-term safety and effi  cacy, 
but no specifi c details regarding HBV-DeCi patients were 
given [22]. In our study, we observed similar safety profi le, 
since none of the patients discontinued the two drugs and no 
evidence of lactic acidosis was observed, although lactate levels 
were not monitored in all patients and most of our patients 
had relatively low MELD score. In addition, no diff erence 
in eGFR between the two groups was recorded (Fig.  1) and 
serum phosphate levels remained stable during the follow up 
period and with no signifi cant diff erence between TDF and 
ETV groups of patients. Finally, none of the patients developed 
serum phosphate <2.0 mg/dL during the follow up period.

Th ere is no doubt that patients with HBV-DeCi should be 
referred to be evaluated for LT [23]. In the last decade, however, 
the wider use of antiviral therapy in HBV-DeCi patients has 
oft en resulted in improvement of hepatic function [12-15] 
and even withdrawal from the waiting list for LT [16,17]. Th is 
improvement in the underlying hepatic reserve had been fi rstly 
recorded in the lamivudine era [16] and was confi rmed more 
recently using the newer NAs [9,24]. In the study by Shim 
et al [24], 27 (49%) of 70 patients with HBV-DeCi who received 
ETV had reduction of CTP score ≥2 and the mean MELD 
score decreased from 11.1 at baseline to 8.8 at 12  months 
(mean reduction 2.3 points). Similarly, in the randomized 
study by Liaw et al [9], in the three subgroups of patients (TDF, 
FTC/TDF and ETV) the CTP score was improved by 2 or more 
points in 26%, 48% and 42%, respectively, while they had a 
median of 2 points reduction in MELD score at 12  months, 
compared to the baseline. In our cohort having similar severity 
of liver disease with the previous two studies [9,24] (mean CTP 
score at baseline: 8.1 vs 8.4 and 7, respectively), improvement 
in liver disease was also observed: 11 (21%) of the 52 patients 
had reduction in CTP score ≥2 at 12  months and 1.5 points 
was the mean reduction in the MELD score from baseline to 
12 month. In fact, the reduction in CTP and MELD scores was 

Table 3 Prediction of outcome in HBV patients with decompensated cirrhosis

Area under the ROC curve Cut off  point Sensitivity (%) Specifi city (%) PPV NPV

DMELD score from baseline to 
6 months (total group, n=52)

0.82 0.12 86 78 0.43 0.97

DCTP score from baseline to 6 
months (non-HCC group, n=46)

0.81 0 60 88 0.43 0.94

ROC, receiver operating characteristic; PPV, positive predictive value; NPV, negative predictive value; CTP, child-pugh score; MELD, model for end stage of liver 
disease; HCC, hepatocellular carcinoma

AUC for DCTP : 0.81
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Figure 4 Area under the receiver operating characteristic curve (AUC) 
for prognostic scores in 46 non-HCC patients with HBV decompensated 
cirrhosis entecavir (ETV) or tenofovir (TDF). DCTP: changes in Child-
Pugh score between baseline and aft er 6 months
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close to the improvement which was observed in the subgroup 
of TDF patients in the study of Liaw et al [9]. Interestingly, 
in the patients who underwent LT (n=6) the DMELD score 
between baseline and last follow up was 0.08, thus it was 
slightly increased during the follow up period.

However, the criteria and the most important parameters, 
which are associated with the survival of HBV-DeCi patients 
under antiviral agents, have not been elucidated. Studies using 
lamivudine monotherapy in HBV-DeCi patients have shown 
that the most important independent pre-treatment parameters 
prognostically associated with the survival are serum bilirubin, 
creatinine and high HBV-DNA levels [16]. Although it had 
been shown that the severity of liver disease at the initiation of 
antiviral therapy and not the achievement of early virological 
response has greater impact for the early survival [16], it was 
not clear if these results from the lamivudine era were still valid 
considering the current availability of more potent anti-HBV 
agents and more sensitive HBV-DNA assays.

A recent study [25] including 45 HBV-DeCi patients under 
ETV and 41 under lamivudine found that although HBV DNA 
suppression (using sensitive PCR technique) was more potent 
and with less frequent development of viral breakthrough 

in the ETV group than the lamivudine group, 6-month 
mortality rates did not diff er between the two groups [25]. 
In the same study [25], CTP score at baseline and MELD 
score at 3 months of antiviral treatment were the only factors 
signifi cantly associated with mortality at 6 months. However, 
separate analysis for ETV alone was not reported and ETV was 
compared to lamivudine and not TDF [25]. In our retrospective 
study, we confi rmed the fi ndings by Hyaun et al [25], that HBV 
DNA levels at baseline were not associated with the patients’ 
outcome (death or LT) in the total cohort and in the subgroup 
of naïve patients. Additionally, in the total group of patients, the 
changes of MELD score (DMELD) from baseline to 6 months 
was the only factor independently associated with the survival 
without LT (HR; 1.78, 95% C.I.: 1.12-2.79, P=0.013)(Table 2). 
Th is fi nding was confi rmed in the subgroup of naïve patients 
who were started on antiviral agents at baseline (19 under 
TDF and 18 under ETV), in which the DMELD score was also 
the only independent prognostic factor of the outcome (HR: 
1.8, 95% C.I. 1.19-4.5, P=0.03). In both cases, DMELD score 
had very good discriminative ability [AUC: 0.82  (95% C.I. 
0.67-0.92) and 0.85  (95% C.I. 0.67-0.95, respectively], with 
best cut-off  points 0.12 and 0.42, respectively. Interestingly, 

Table 4 Univariate and multivariable Cox Proportional Hazard Regression analysis to identify the independent factors associated with outcome 
in 46 non-HCC patients with HBV decompensated cirrhosis

Baseline characteristics 95% confi dence interval

Univariate analysis Multivariate analysis

Hazard ratio Lower Upper P value Hazard ratio Lower Upper P value

Age, years 0.93 0.86 1.007 0.074 0.91 0.83 1.013 0.087

Sex 1.77 0.39 7.94 0.45

Diabetes mellitus 0.04 0.0 930.5 0.56

ALT, (IU/L) 1.007 0.98 1.03 0.51

AST, (IU/L) 1.22 1.15 1.41 0.36

HBV DNA, (IU/mL) 1 1 1 0.57

Albumin, (g/dL) 1.008 0.44 2.32 0.98

NAs before baseline 1.25 0.28 5.63 0.77

GFR (MDRD), mL/min 0.98 0.95 1.01 0.25

CTP score 0.96 0.55 1.66 0.88

MELD score 1.08 0.91 1.28 0.38

At 6 months

GFR (MDRD), mL/min 1.004 0.97 1.04 0.81

CTP score 1.54 0.79 2.97 0.20

MELD score 1.31 1.02 1.68 0.04 1.49 0.73 3.04 0.26

ALT, (IU/L) 1.005 0.94 1.07 0.89

AST, (IU/L) 1.33 1.03 1.45 0.23

Changes between baseline and 6 months

DCTP 3.38 1.05 10.9 0.03 2.64 1.21 7.29 0.04

DMELD 1.45 0.86 2.45 0.14
NAs, nucleos(t)ide analogues; CTP, child-pugh score; MELD, model for end stage of liver disease; GFR, glomerular filtration rate
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when only the non-HCC patients were evaluated, changes of 
CTP score (DCTP) from baseline to 6 months (HR: 2.64, 95% 
C.I. 1.21-7.29, P=0.015) was the only factor independently 
associated with the outcome, and this was confi rmed in the 
subgroup of non-HCC naïve patients (HR: 3.86, 95% C.I. 
1.19-12.5, P=0.024). In both cases, the DCTP of 0 was the best 
cut-off  point with very good discriminative ability. Finally, in 
contrast to previous studies [9,24], none of our patients died or 
underwent to LT during the fi rst 6 months of follow up. In fact, 
our fi ndings were similar to those by Lian et al [26], in which 
60 patients with HBV-DeCi under lamivudine plus adefovir 
and 60 patients with HBV-DeCi under ETV were evaluated. 
Th e authors reported no death or LT during the fi rst 6 months. 
However, no clear explanation could be given regarding these 
confl icting literature data.

We acknowledge that our study has some limitations 
including its retrospective nature. In addition, MELD and 
CTP scores were not available at 3  months, and thus, were 
not able to confi rm the fi ndings of Hyun et al [25] regarding 
the prognostic impact of MELD score at 3  months for early 
mortality. However, our patients, compared to those in the 
study by Hyun et al [25], had less severe liver function at 

baseline (mean MELD score 12.1 vs 16.9) and none of the 
patients died during the fi rst 6 months.

In conclusion, in our cohort of patients with HBV-DeCi, 
both antivirals (ETV and TDF) were well tolerated; none of 
the patients discontinued therapy, while eGFRs and phosphate 
levels were not diff erent between TDF and ETV groups 
during the total follow up period. In addition, our patients 
had excellent virological response without viral breakthrough 
and with stabilization or improvement in severity of liver 
disease. Finally, regarding the prognostic factors associated 
with the outcome of HBV-DeCi patients under ETV or TDF, 
practically, a worsening of MELD score and CTP score (in 
non-HCC patients) from baseline to 6 months had very good 
performance and they were associated with poor LT-free 
survival making these indexes useful prognostic markers in 
HBV-DeCi patients.
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resulted in improvement of hepatic function and 
even withdrawal from the waiting list for liver 
transplantation (LT)

• Although the nephrotoxic potential is considered 
to be higher for nucleotide analogues, there are 
still concerns about the potential nephrotoxicity of 
tenofovir (TDF)

• Recently, Child Pugh (CTP) score at baseline and 
MELD score at 3  months of antiviral treatment 
were the only factors signifi cantly associated with 
mortality. However, comparison between entecavir 
(ETV) vs TDF has not been reported on this topic

What the new fi ndings are:

• TDF and ETV appear to have similar renal safety 
profi le in HBV-DeCi patients

• In patients with HBV-DeCi under ETV or TDF, 
the change in MELD (DMELD) score between 
baseline and aft er 6  months was independently 
associated with the outcome

• In patients with HBV-DeCi without hepatocellular 
carcinoma (HCC) under ETV or TDF, the change 
in CTP score between baseline and aft er 6 months 
was independently associated with the outcome



Decompensated cirrhosis and nucleos(t)ide analogues  9

Annals of Gastroenterology 27

course of lamivudine monotherapy in patients with decompensated 
cirrhosis due to HBeAg negative chronic HBV infection. Am J 
Gastroenterol 2004;99:57-63.

16.  Fontana RJ, Hann HW, Perrillo RP, et al. Determinants of early 
mortality in patients with decompensated chronic hepatitis B 
treated with antiviral therapy. Gastroenterology 2002;123:719-727.

17.  Zoulim F, Radenne S, Ducerf C. Management of patients with 
decompensated hepatitis B virus association cirrhosis. Liver 
Transpl 2008;14(Suppl 2):S1-S7.

18. Levey AS, Bosch JP, Lewis JB, Greene T, Rogers N, Roth D. A more 
accurate method to estimate glomerular fi ltration rate from serum 
creatinine: a new prediction equation. Modifi cation of diet in renal 
disease study group. Ann Intern Med 1999;130:461-470.

19.  Pugh RN, Murray-Lyon IM, Dawson JL, Pietroni MC, Williams R. 
Transection of the oesophagus for bleeding oesophageal varices. Br 
J Surg 1973;60:646-649.

20.  Wiesner R, Edwards E, Freeman R, et al. Model for end-stage liver 
disease (MELD) and allocation of donor livers. Gastroenterology 
2003;124:91-96.

21.  Hanley JA, McNeil BJ. A  method of comparing the areas under 
receiver operating characteristic curves derived from the same 
cases. Radiology 1983;148:839-843.

22.  Koklu S, Tuna Y, Gulsen MT, et al. Long-term effi  cacy and safety 
of lamivudine, entecavir, and tenofovir for treatment of hepatitis B 
virus-related cirrhosis. Clin Gastroenterol Hepatol 2013;11:88-94.

23.  Murray KF, Carithers RL, Jr. AASLD practice guidelines: 
Evaluation of the patient for liver transplantation. Hepatology 
2005;41:1407-1432.

24.  Shim JH, Lee HC, Kim KM, et al. Effi  cacy of entecavir in treatment-
naive patients with hepatitis B virus-related decompensated 
cirrhosis. J Hepatol 2010;52:176-182.

25.  Hyun JJ, Seo YS, Yoon E, et al. Comparison of the effi  cacies of 
lamivudine versus entecavir in patients with hepatitis B virus-
related decompensated cirrhosis. Liver Int 2012;32:656-664.

26. Lian JS, Zeng LY, Chen JY, et al. De novo combined lamivudine and 
adefovir dipivoxil therapy vs entecavir monotherapy for hepatitis B 
virus-related decompensated cirrhosis. World J Gastroenterol 
2013;19:6278-6283.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


