
World Journal of 
Gastroenterology
World J Gastroenterol  2018 October 28; 24(40): 4519-4616

ISSN 1007-9327 (print)
ISSN 2219-2840 (online)

Published by Baishideng Publishing Group Inc



S

EDITORIAL
4519	 Extracellular	vesicles	in	liver	disease	and	beyond

Morán L, Cubero FJ

4527	 Better	surgical	treatment	method	for	hepatocellular	carcinoma	with	portal	vein	tumor	thrombus

Peng SY, Wang XA, Huang CY, Li JT, Hong DF, Wang YF, Xu B

MINIREVIEWS
4536	 Dimensions	of	hepatocellular	carcinoma	phenotypic	diversity

Désert R, Nieto N, Musso O

4548	 Second-line	rescue	treatment	of	Helicobacter 	pylori 	infection:	Where	are	we	now?

Lin TF, Hsu PI

ORIGINAL ARTICLE
Basic Study

4554	 Recovery	of	natural	killer	cells	is	mainly	in	post-treatment	period	in	chronic	hepatitis	C	patients	treated	with	

sofosbuvir	plus	ledipasvir

Wang XX, Luo BF, Jiang HJ, Cong X, Jin Q, Ma DL, Wei L, Feng B

4565	 Helicobacter 	pylori 	promotes	invasion	and	metastasis	of	gastric	cancer	by	enhancing	heparanase	expression

Liu LP, Sheng XP, Shuai TK, Zhao YX, Li B, Li YM

Retrospective Study

4578	 Self-expandable	metal	stents	in	patients	with	postoperative	delayed	gastric	emptying	after	distal	

gastrectomy

Kim SH, Keum B, Choi HS, Kim ES, Seo YS, Jeen YT, Lee HS, Chun HJ, Um SH, Kim CD, Park S

4586	 Second	primary	malignancy	risk	after	radiotherapy	in	rectal	cancer	survivors

Wang TH, Liu CJ, Chao TF, Chen TJ, Hu YW

4596	 Outcomes	of	furazolidone-	and	amoxicillin-based	quadruple	therapy	for	Helicobacter 	pylori 	infection	and	

predictors	of	failed	eradication

Zhang YW, Hu WL, Cai Y, Zheng WF, Du Q, Kim JJ, Kao JY, Dai N, Si JM

Observational Study

4606	 Long	term	outcome	of	antiviral	therapy	in	patients	with	hepatitis	B-associated	decompensated	cirrhosis

Ju YC, Jun DW, Choi J, Saeed WK, Lee HY, Oh HW

LETTERS TO THE EDITOR
4615	 To	our	readers:	Important	questions	from	the	editors/editorial	board

Tanawski AS

Contents Weekly  Volume 24  Number 40  October 28, 2018

� October 28, 2018|Volume 24|�ssue 40|WJG|www.wjgnet.com



NAME	OF	JOURNAL	
World Journal of  Gastroenterology

ISSN
ISSN 1007-9327 (print)
ISSN 2219-2840 (online)

LAUNCH	DATE
October 1, 1995

FREQUENCY
Weekly

EDITORS-IN-CHIEF
Andrzej S Tarnawski, MD, PhD, DSc (Med), 
Professor of  Medicine, Chief Gastroenterology, VA 
Long Beach Health Care System, University of  Cali-
fornia, Irvine, CA, 5901 E. Seventh Str., Long Beach, 
CA 90822, United States

EDITORIAL	BOARD	MEMBERS
All editorial board members resources online at http://
www.wjgnet.com/1007-9327/editorialboard.htm

EDITORIAL	OFFICE
Ze-Mao Gong, Director
World Journal of  Gastroenterology
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, 
Pleasanton, CA 94588, USA
Telephone: +1-925-2238242
Fax: +1-925-2238243
E-mail: editorialoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http://www.wjgnet.com

PUBLISHER
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, 
Pleasanton, CA 94588, USA
Telephone: +1-925-2238242
Fax: +1-925-2238243
E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http://www.wjgnet.com

PUBLICATION	DATE
October 28, 2018

Contents

EDITORS FOR 
THIS ISSUE

Responsible Assistant Editor: Xiang Li                     Responsible Science Editor: Ruo-Yu Ma
Responsible Electronic Editor: Ying-Na Bian       Proofing Editorial Office Director: Ze-Mao Gong
Proofing Editor-in-Chief: Lian-Sheng Ma

COPYRIGHT
© 2018 Baishideng Publishing Group Inc. Articles pub-
lished by this Open-Access journal are distributed under 
the terms of  the Creative Commons Attribution Non-
commercial License, which permits use, distribution, 
and reproduction in any medium, provided the original 
work is properly cited, the use is non commercial and is 
otherwise in compliance with the license.

SPECIAL	STATEMENT
All articles published in journals owned by the Baishideng 
Publishing Group (BPG) represent the views and opin-
ions of  their authors, and not the views, opinions or 
policies of  the BPG, except where otherwise explicitly 
indicated.

INSTRUCTIONS	TO	AUTHORS
Full instructions are available online at http://www.
wjgnet.com/bpg/gerinfo/204

ONLINE	SUBMISSION
http://www.f6publishing.com

World Journal of Gastroenterology
Volume 24  Number 40  October 28, 2018

Editorial	board	member	of	World	 Journal	of	Gastroenterology,	Mortada	HF	 El-
Shabrawi,	MD,	 Professor,	Department	 of	 Pediatrics,	 Cairo	University,	 Cairo	
11559,	Egypt

World Journal of  Gastroenterology (World J Gastroenterol, WJG, print ISSN 1007-9327, online 
ISSN 2219-2840, DOI: 10.3748) is a peer-reviewed open access journal. WJG was estab-
lished on October 1, 1995. It is published weekly on the 7th, 14th, 21st, and 28th each month. 
The WJG Editorial Board consists of  642 experts in gastroenterology and hepatology from 
59 countries.
    The primary task of  WJG is to rapidly publish high-quality original articles, reviews, 
and commentaries in the fields of  gastroenterology, hepatology, gastrointestinal endos-
copy, gastrointestinal surgery, hepatobiliary surgery, gastrointestinal oncology, gastroin-
testinal radiation oncology, gastrointestinal imaging, gastrointestinal interventional ther-
apy, gastrointestinal infectious diseases, gastrointestinal pharmacology, gastrointestinal 
pathophysiology, gastrointestinal pathology, evidence-based medicine in gastroenterol-
ogy, pancreatology, gastrointestinal laboratory medicine, gastrointestinal molecular biol-
ogy, gastrointestinal immunology, gastrointestinal microbiology, gastrointestinal genetics, 
gastrointestinal translational medicine, gastrointestinal diagnostics, and gastrointestinal 
therapeutics. WJG is dedicated to become an influential and prestigious journal in gas-
troenterology and hepatology, to promote the development of  above disciplines, and to 
improve the diagnostic and therapeutic skill and expertise of  clinicians.

World Journal of  Gastroenterology (WJG) is now indexed in Current Contents®/Clinical Medicine, 
Science Citation Index Expanded (also known as SciSearch®), Journal Citation Reports®, Index 
Medicus, MEDLINE, PubMed, PubMed Central and Directory of  Open Access Journals. The 
2018 edition of  Journal Citation Reports® cites the 2017 impact factor for WJG as 3.300 (5-year 
impact factor: 3.387), ranking WJG as 35th among 80 journals in gastroenterology and hepatol-
ogy (quartile in category Q2). 

ABOUT COVER

INDEXING/ABSTRACTING

AIMS AND SCOPE

�� October 28, 2018|Volume 24|�ssue 40|WJG|www.wjgnet.com



Young-Cheol Ju, Dae-Won Jun, Department of Translational 
Medicine, Graduate school of Biomedical Science and 
Engineering, Hanyang University, Seoul 04763, South Korea 

Dae-Won Jun, Waqar Khalid Saeed, Hyo-Young Lee, Hyun-
Woo Oh, Department of Internal Medicine, School of Medicine, 
Hanyang University, Seoul 04763, South Korea

Jun Choi, Department of Industrial Management Engineering, 
Korea University, Seoul 02841, South Korea

ORCID number: Young-Cheol Ju (0000-0002-4559-2164); 
Dae-Won Jun (0000-0002-2875-6139); Jun Choi (0000-0001- 
8640-4011); Waqar Khalid Saeed (0000-0002-7888-9108); Hyo-
Young Lee (0000-0001-9977-5591); Hyun-Woo Oh (0000-0003- 
4224-8808).

Author contributions: Jun DW designed and supervised the 
study; Lee HY, Oh HW independently validated the operational 
definitions; Choi J collected the HIRA data and analyzed the data; 
Ju YC wrote the manuscript.

Supported by The Research Supporting Program of The Korean 
Association for the Study of the Liver and The Korean Liver 
Foundation.

Institutional review board statement: This study was 
reviewed and approved by the Institutional Review Board of 
Hanyang University Hospital (Seoul).

Informed consent statement: This study used insurance 
reimbursement claims data provided by the Health Insurance 
Review and Assessment (HIRA). It did not need to make sure of 
informed written consent prior to study enrollment because the 
data was already encrypted personal identifiable information.

Conflict-of-interest statement: There are no conflicts of interest 
to report

Data sharing statement: No additional data are available.

STROBE Statement: The items that should be included in 
reports of observational studies were checked and the file of 
STROBE statement was uploaded.

Open-Access: This article is an open-access article which was 
selected by an in-house editor and fully peer-reviewed by external 
reviewers. It is distributed in accordance with the Creative 
Commons Attribution Non Commercial (CC BY-NC 4.0) license, 
which permits others to distribute, remix, adapt, build upon this 
work non-commercially, and license their derivative works on 
different terms, provided the original work is properly cited and 
the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

Manuscript source: Unsolicited manuscript 

Correspondence to: Dae-Won Jun, MD, PhD, Professor, 
Department of Internal Medicine, School of Medicine, Hanyang 
University, 222 Wangsimni-ro, Seongdong-gu, Seoul 04763, 
South Korea. noshin@hanyang.ac.kr
Telephone: +82-2-22908338
Fax: +82-2-9720068

Received: July 23, 2018
Peer-review started: July 23, 2018
First decision: August 25, 2018
Revised: September 6, 2018
Accepted: October 5, 2018
Article in press: October 5, 2018
Published online: October 28, 2018

Abstract
AIM
To investigate survival rate and incidence of hepato-
cellular carcinoma (HCC) in patients with decompen-
sated cirrhosis in the antiviral era.

METHODS
We used the Korean Health Insurance Review and 
Assessment. Korea’s health insurance system is a public 
single-payer system. The study population consisted 
of 286871 patients who were prescribed hepatitis B 
antiviral therapy for the first time between 2007 and 
2014 in accordance with the insurance guidelines. 
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Overall, 48365 antiviral treatment-naïve patients treated 
between 2008 and 2009 were included, and each had 
a follow-up period ≥ 5 years. Data were analyzed for 
the 1st decompensated chronic hepatitis B (CHB) and 
treatment-naïve patients (n  = 7166). 

RESULTS
The mean patient age was 43.5 years. The annual 
mortality rates were 2.4%-19.1%, and 5-year cumulative 
mortality rate was 32.6% in 1st decompensated CHB 
treatment-naïve subjects. But the annual mortality 
rates sharply decreased to 3.4% (2.4%-4.9%, 2-5 
year) after one year of antiviral treatment. Incidence 
of HCC at first year was 14.3%, the annual incidence 
of HCC decreased to 2.5% (1.8%-3.7%, 2-5 year) 
after one year. 5-year cumulative incidence of HCC 
was 24.1%. Recurrence rate of decompensated event 
was 46.9% at first year, but the annual incidence of 
second decompensation events in decompensated 
CHB treatment-naïve patients was 3.4% (2.1%-5.4%, 
2-5 year) after one year antiviral treatment. 5-year 
cumulative recurrence rate of decompensated events 
was 60.6%. Meanwhile, 5-year cumulative mortality rate 
was 3.1%, and 5-year cumulative incidence of HCC was 
11.5% in compensated CHB treatment-naïve patients.

CONCLUSION
Long term outcome of decompensated cirrhosis treated 
with antiviral agent improved much, and incidence 
of hepatocellular carcinoma and mortality sharply de-
creased after one year treatment.

Key words: Hepatitis B; Antiviral agent; Decompensated 
cirrhosis; Mortality; Hepatocellular carcinoma

© The Author(s) 2018. Published by Baishideng Publishing 
Group Inc. All rights reserved.

Core tip: It is well known that antiviral treatment im-
proves clinical outcomes of chronic hepatitis B-asso-
ciated decompensated cirrhosis. However, long term 
and large scale clinical data regarding survival rate, 
and incidence of hepatocellular carcinoma in patients 
with decompensated cirrhosis in the antiviral era are 
lacking. We investigated the survival rate and incidence 
of hepatocellular carcinoma (HCC) in patients with 
decompensated cirrhosis by using the Health Insurance 
Review and Assessment database. Long term outcome of 
treating hepatitis B-associated decompensated cirrhosis 
using antiviral agents improved much compare to 
previous reports. Cumulative mortality rate and incidence 
of HCC was sharply decreased after one year antiviral 
treatment.

Ju YC, Jun DW, Choi J, Saeed WK, Lee HY, Oh HW. Long 
term outcome of antiviral therapy in patients with hepatitis 
B-associated decompensated cirrhosis. World J Gastroenterol 
2018; 24(40): 4606-4614  Available from: URL: http://www.
wjgnet.com/1007-9327/full/v24/i40/4606.htm  DOI: http://dx.doi.
org/10.3748/wjg.v24.i40.4606

INTRODUCTION
There are many studies on the natural course of chronic 
hepatitis B (CHB)[1,2]. A population-based cohort study 
reported an 11% annual incidence of decompensated 
complications in patients with compensated chronic liver 
disease[1]. In patients with decompensated liver disease, 
the risk of hepatocellular carcinoma (HCC) and mortality 
increases by 7%-8% and up to 20%-50% annually, 
respectively[2]. 

It is clear that antiviral therapy reduces liver disease 
progression and mortality in decompensated CHB 
patients[3-5]. However, clinical data for long-term survival 
rate, the incidence of HCC, and the recurrence of 
decompensated events in patients with decompensated 
cirrhosis receiving antiviral agents are still lacking in the 
antiviral era. 

A landmark study of clinical outcomes of CHB-associ-
ated decompensated cirrhosis was recently published[6,7]. 
Jang et al[6] evaluated the effects of antiviral therapy on 
mortality rate in decompensated cirrhosis patients and 
reported a 5-year survival rate of 423 decompensated 
cirrhosis patients of 59.7%. However, the sample size 
was small, and the follow-up period was short. Moreover, 
all patients were treated in a tertiary hospital setting and 
the selection bias was unclear. There are several meta-
analyses on the effects of antiviral agents in patients with 
CHB-associated decompensated cirrhosis[8-11]. However, 
only three studies to date have included > 100 patients 
for > 1 year[6,12,13], and few studies have used a highly 
potent viral nucleos(t)ide analog (entecavir or tenofovir). 

Here we used a nationwide database to investigate 
the long-term mortality rate and incidence of HCC in 
patients with CHB-associated decompensated cirrhosis 
who received antiviral agents. 

MATERIALS AND METHODS
Data source
This study used insurance reimbursement claims data 
provided by the Health Insurance Review and Assessment 
(HIRA). The health insurance claims data are generated 
when a health care provider submits a reimbursement 
claim to HIRA for payment of the portion of the medical 
services provided to the patient covered by the National 
Health Insurance. Korea’s health insurance system is a 
public single-payer system. 97.2% of the total population 
in Korean people is enrolled in national insurance system. 
Health care providers are automatically eligible and 
obliged to treat patients for services covered under the 
system. The system is controlled by the government[14].

Study design 
This retrospective cohort study used HIRA claims data 
from January 2007 to December 2014. The provided 
data were approved by the National Health Insurance 
Service following a review process, and the data were 
released with an encrypted number according to the 
disclosure principle. The study was conducted with 
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approval from the institutional review board (IRB 
approval: HYUH 2017-04-006).

Study population
The study population consisted of 286871 patients who 
were prescribed hepatitis B antiviral therapy for the first 
time between 2007 and 2014 in accordance with the 
insurance guidelines. Overall, 48365 antiviral treatment-
naïve patients treated between 2008 and 2009 were 
included, and each had a follow-up period ≥ 5 years. 

Inclusion criteria
The inclusion criteria were as follows: (1) CHB patients 
who were prescribed nucleos(t)ide analogs for the 
first time under the national reimbursement policy. 
The HIRA reimbursement criteria were as follows: 
hepatitis B surface antigen (HBsAg)-positive for ≥ 6 
mo, aminotransferase activity ≥ 80 U/L, and baseline 
hepatitis B e antigen (HBeAg)-positive with hepatitis 
B virus (HBV)-DNA ≥ 100000 copies/mL or HBeAg-
negative with HBV-DNA ≥ 10000 copies/mL; (2) 
prescribed oral antiviral agents for > 90 d; and (3) an 
observational period for ≥ 5 years after the initial use of 
an oral antiviral agent. All subjects were nucleos(t)ide 
analog-naïve patients. 

Exclusion criteria
Patients meeting any of the following criteria were 
excluded: (1) prescription of oral antiviral agents 
(lamivudine, clevudine, adefovir, telbivudine, entecavir, 
or tenofovir) within the prior 1 year under the reim-
bursement system; (2) decompensated event (tense 
ascites, variceal bleeding, hepatorenal syndrome, or 
hepatic encephalopathy) using the operational definition 
within the prior 2 years before nucleos(t)ide analog 
treatment; (3) diagnosis of any type of cancer before 
antiviral treatment; and (4) observational period < 5 
years after nucleos(t)ide analogs treatment. 

Definitions
“Compensated CHB treatment-naïve” was defined as 
having never developed a decompensated event within 
the prior 2 years before starting an antiviral agent. 
Both CHB and compensated cirrhosis were included. 
“Decompensated CHB treatment-naïve” was defined as 
having never developed a decompensated event within 
2 years before starting the antiviral agent but at the 
start of antiviral treatment. Diagnosis of HCC is strictly 
regulated by HIRA, because government pays 95% of 
the bill. HCC can be diagnosed, if the typical hallmark 
(hypervascularity in the arterial phase and washout in 
the portal or delayed phase) is identified on one or more 
(two or more) imaging techniques (dynamic computed 
tomography, dynamic magnetic resonance imaging, 
gadolinium-ethoxybenzyldiethylenetriamine pentaacetic 
acid (Gd-EOB-DTPA)-enhanced magnetic resonance 
imaging magnetic resonance imaging)[15].

Operational definitions
The operational definitions were as follows. Naïve 
nucleos(t)ide analog treatment was defined as having no 
record of prescribed antiviral agents through insurance 
reimbursement 1 year before the first administration of 
an antiviral agent. Decompensated CHB treatment-naïve 
was defined as the removal of ≥ 3 L on paracentesis, 
endoscopic band ligation (or sclerotherapy) or drug 
therapy for variceal bleeding, lactulose enema after 
admission for hepatic encephalopathy, and treatment 
after admission for hepatorenal syndrome. The first 
decompensated event was defined as a complication 
such as tense ascites, variceal bleeding, hepatic ence-
phalopathy, and/or hepatorenal syndrome at the start of 
antiviral treatment, but there were no decompensated 
events within 2 years before antiviral treatment. Tense 
ascites was defined as the need for paracentesis 
(C8050, C8051, and Q2470) while using an antiviral 
agent. Variceal bleeding was defined as the need for 
sclerotherapy, variceal ligation (Q2430, Q2431, Q2432, 
Q2433, Q2434, Q2435, Q2436, Q2437, Q2438, Q7631, 
Q7632, Q7633, and Q7634), or drug therapy for 
esophageal variceal bleeding (vasopressin, terlipressin, 
somatostatin, or octreotide) while on antiviral therapy. 
Hepatic encephalopathy was defined as administration 
of a lactulose enema (M0076) while using an antiviral 
agent. Hepatorenal syndrome was defined as co-
administration of terlipressin and albumin while under 
antiviral therapy. Death was defined as HIRA code (clinical 
outcome code DGRSLT_TP_CD “4: Death”). 

Validation of operational definitions
Based on the operational definitions, the appropriateness 
of the data extracted from the HIRA was assessed as 
follows. The databases from tertiary hospitals covering 
6 years (January 2009 to December 2014) were used 
to review the patients’ medical records corresponding 
to the operational definitions to confirm agreement 
with the operational definitions (IRB approval: HYUH 
2015-09-017). Overall, 133 patients had data cor-
responding to the definition of decompensated cirrhosis; 
120 patients, tense ascites; 40 patients, variceal 
bleeding; 51 patients, hepatic encephalopathy; and 5 
patients, hepatorenal syndrome. 

Primary and secondary endpoints
The primary endpoint was mortality rate. The secondary 
endpoint was the incidence of decompensated cirrhosis-
associated complications and HCC. 

Statistical analysis
The t-test and chi-square tests were used to assess 
demographic differences based on sex and differences 
in biochemical data. Kaplan-Meier analysis was used 
to assess survival rate and re-bleeding frequency. The 
statistical analysis was performed using SAS software 
(version 9.4; SAS Institute, Inc., Cary, NC, United 
States).
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unmatched 13 patients, five underwent postoperative 
paracentesis, six underwent paracentesis due to multiple 
organ failure caused by sepsis, and two underwent 
paracentesis because of malignant condition. A total of 40 
patients with variceal bleeding were extracted according 
to the operational definition; of them, 38 (95.0%) had 
matching and 2 had non-matching medical records. 
Both non-matching cases involved peptic ulcer disease 
being misdiagnosed as variceal bleeding. A total of 51 
hepatic encephalopathy cases were extracted according 
to the operational definition; of them, 49 (96.0%) had 
matching and 2 had non-matching medical records. 
Finally, five patients with hepatorenal syndrome were 
extracted based on the operational definition, and all had 
matching medical records. 

Clinical course of compensated CHB treatment-naïve 
patients treated with nucleos(t)ide analog 
In compensated CHB treatment-naïve patients, the 
5-year cumulative incidence of various complications 
was 7.4%, while the annual incidence of the first onset 
of decompensated complications after using an antiviral 
agent was 1.2%-2.0% (Table 2). The frequency of 
decompensated complications decreased significantly as 
the duration of antiviral agent use increased (P for trend, 
< 0.0001) (Figure 2A). 

The annual incidence of HCC was 1.8%-3.5%, and 
it decreased significantly during the period in which an 
antiviral agent was used (P for trend, < 0.0001) (Figure 
2B). In compensated CHB treatment-naïve patients, the 
5-year cumulative incidence of HCC was 11.5%, which 
was higher than that of decompensated complications 
(7.4%) (P < 0.0001). Finally, the annual mortality 
rate was 0.6%-0.7% (Figure 2C), whereas the 5-year 

RESULTS
Patient selection
A total of 286871 CHB patients were prescribed nu-
cleos(t)ide analogs under the reimbursement policy 
(HBsAg-positive, baseline HBeAg-positive with HBV-
DNA ≥ 100000 copies/mL or HBeAg-negative with HBV-
DNA ≥ 10000 copies/mL, and aminotransferase level 
≥ 80 IU/L) between 2007 and 2014 (Figure 1). A total 
of 196541 treatment-naïve patients who were never 
prescribed oral antiviral agents (lamivudine, clevudine, 
adefovir, telbivudine, entecavir, or tenofovir) within 
the previous 1 year were selected. Only those with an 
observation period ≥ 5 years were included. Ultimately, 
45683 compensated CHB treatment-naïve (of 157849) 
and 7166 decompensated CHB treatment-naïve subjects 
were selected (Figure 1). The 45683 patients included 
showed compensated liver disease, while 2682 patients 
had accompanying decompensated complications at 
initiation of nucleos(t)ide analog treatment (Table 1). 
Mean patient age was 43.5 years, and the patients took 
various antiviral agent (entecavir: 41.7%; lamivudine: 
17.4%; clevudine: 6.3%; combination: 29.4%).

Validation of operational definitions
The validity of the operational definitions was tested as 
follows. The operational definitions were used to identify 
patients from the databases of tertiary hospitals (covering 
6 years between 2009 and 2014), and their medical 
records were reviewed to assess the agreement with 
the operational definitions. Overall, 120 patients with 
tense ascites were identified according to the operational 
definitions. Among them, 107 (89.2%) had matching 
and 13 had non-matching medical records. Among the 

Insufficient
Observational period 
< 5 yr (n  = 112166)

Insufficient
Observational period 
< 5 yr (n  = 4484)

Receiving NUC in HBV patients 
(n  = 286871)

Naïve NUC treatment
(n  = 196541)

Naïve NUC treatment in HBV
patients without cancer

(n  = 165015)

1st Decompensated event
at that time NUC

Compensated CHB 
treatment naïve (n  = 157849)

Analysis set A
Compensated CHB 

treatment naïve (n  = 45683)

No Yes

Excluded the patients with the records 
of NUCs within 1-yr, decompensated 

event within 2-yr (n  = 90330)

Excluded the patients diagnosed with 
all type of cancer before NUCs

 treatment (n  = 90330)

Combined with large ascites, varix 
bleeding, hepatorenal syndrome, 

hepatic encephalopathy

Decompensated CHB 
treatment naïve (n  = 7166)

Analysis set B
Decompensated CHB 

treatment naïve (n  = 2682)

Figure 1  Flow chart of the study. NUC: Nucleos(t)ide; HBV: Hepatitis B virus; CHB: Chronic hepatitis B.
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cumulative mortality rate was 3.1% and the cumulative 
survival rate was 96.9%.

Clinical course of decompensated CHB treatment-naïve 
patients treated with nucleos(t)ide analog
The annual incidence of a second decompensation 
event in decompensated CHB treatment patients was 
2.1%-46.9%: It was highest within the first year (46.9%) 
but decreased over the antiviral treatment period (P for 
trend, < 0.0001) (Figure 2D). The 5-year cumulative 
recurrence rate was 60.6%. 

The annual incidence of HCC was 1.8%-14.3%, and 
it decreased significantly as antiviral treatment period 
increased (P for trend, < 0.0001) (Figure 2E). The 
5-year cumulative incidence of HCC was 24.1%. The 
development of HCC was high within the first year after 
antiviral agent use (14.3%) and decreased thereafter, 
but the incidence remained steady even 1 year after the 
start of antiviral therapy, showing an annual incidence 
of 2.5% (1.8%-3.7%, 2-5 year). Finally, the annual 
mortality rate was approximately 2.4%-19.1%, whereas 
the 5-year cumulative mortality rate was 32.6% and the 
cumulative survival rate was 67.4%. 

DISCUSSION
In compensated CHB treatment-naïve patients, the 
5-year cumulative incidences of HCC and decompensated 
complications were 11.5% and 7.4%, respectively. In 
CHB-associated decompensated cirrhosis patients, the 
5-year cumulative incidence of HCC was 24.1%, whereas 
the mortality rate was 32.6% after antiviral therapy 
(Figure 3).

This study used national database that was compiled 
from physician reimbursement claims for medical ser-

vices. There is inherent weakness when someone uses 
such database which relies on local and regional practices 
in order to generate a reimbursement claim. Therefore, 
we tried to used performance or drug medication code 
rather than diagnosis code. Use of antiviral agents, 
albumin, vasoactive drugs (vasopressin, terlipressin, 
somatostatin, or octreotide) are strictly regulated by 
government. All above drugs have very narrow indication 
and regulated strictly, because of high price. All health 
care providers should submit a supporting laboratory 
data or documents that meet reimbursement criteria. 
Because government pays 95% of total medical 
expenses in case of HCC, diagnose of HCC verified by 
the government according to strict criteria.[15] So we tried 
to use diagnostic code (ICD-10) and popular medication, 
such as diuretics and oral lactulose relies on local and 
regional practices in order to generate reimbursement. 
Another challenge when use reimbursement data is 
baseline disease severity is quite heterogeneous, because 
laboratory data was not visible. To correct the disease 
severity of baseline only first decompensated cirrhosis 
patients and antiviral treatment-naïve patients were 
enrolled. Baseline alanine aminotransferase ≥ 80 IU 
with HBV-DNA ≥ 100000 copies/mL (in HBeAg-negative 
patients) or HBV-DNA ≥ 10000 copies/mL (in HBeAg-
positive patients) should be clarified by HIRA.

  Several studies have examined the natural course of 
CHB in patients without antiviral therapy[2,16,17]. Previous 
reports showed 5-year survival rate of decompensated 
cirrhosis at 14%-35% under supportive treatment[5,18]. 
There are two Asian studies[19,20]. Five-year survival rate 
was 19% in 102 untreated decompensated cirrhosis 
patients[20]. In our study, 5-year cumulative survival rate 
was 67.4% in 1st decompensated CHB treatment-naïve 
subjects. Median survival was only 2 years, and the 2-year 
possibility of survival was 57% in patients with CHB-

Total (n  = 48365) Compensated HBV group1 
(n  = 45683)

Decompensated cirrhosis group 
(n  = 2682)

aP  value

Sex (male) 32691 (67.6) 30881 (67.6) 1810 (67.5) 0.9214
Age (yr) 43.5 ± 12.3 43.0 ± 12.2 51.7 ± 11.5 < 0.0001
Nucleos(t)ide analog
   Entecavir 20147 (41.7) 18644 (40.8) 1503 (56.0) < 0.0001
   Lamivudine   8411 (17.4)   7937 (17.4)   474 (17.7) 0.7105
   Clevudine 3029 (6.3) 2898 (6.3) 131 (4.9) 0.0028
   Lamivudine + adefovir 2525 (5.2) 2415 (5.3) 110 (4.1) 0.0084
   Telbivudine     32 (0.1)     30 (0.1)     2 (0.1) 1.0000
   Others 14221 (29.4) 13759 (30.1)   462 (17.2) < 0.0001
Medication compliance
   < 25% 12793 (26.5) 12045 (26.4)   748 (27.9) 0.0700
   25%-50%   6067 (12.5)   5769 (12.6)   298 (11.1) 0.0229
   50%-75%   7075 (14.6)   6686 (14.6)   389 (14.5) 0.8735
   > 75% 22430 (46.4) 21183 (46.4) 1247 (46.5) 0.9835
Type of first decompensation
   Refractory ascites   2022 (55.6) 2022 (55.6)
   Varix bleeding     711 (19.6)   711 (19.6)
   Hepatorenal syndrome   151 (4.2) 151 (4.2)
   Hepatic encephalopathy     752 (20.7)   752 (20.7)

Table 1  Patients’ basic characteristics n  (%)

1Patients with chronic hepatitis and with early compensated cirrhosis. aP < 0.05 by Chi-square and Student’s t-test. HBV: Hepatitis B virus.

Ju YC et al . Decompensated cirrhosis in antiviral era



4611 October 28, 2018|Volume 24|Issue 40|WJG|www.wjgnet.com

as
so

ci
at

ed
 d

ec
om

pe
ns

at
ed

 c
irr

ho
si
s 

in
 a

 m
et

a-
an

al
ys

is
[1

7]
. 
Th

e 
1-

ye
ar

 p
os

si
bi

lit
y 

of
 d

ea
th

 o
f 
pa

tie
nt

s 
w

ith
 c

lin
ic
al

 s
ta

ge
 3

 d
is
ea

se
 (

as
ci
te

s 
±
 v

ar
ix

) 
w

as
 2

0%
, 
w

hi
le

 t
he

 1
-y

ea
r 

de
at

h 
ra

te
 w

as
 5

7%
 in

 p
at

ie
nt

s 
w

ith
 c

lin
ic
al

 s
ta

ge
 4

 d
is
ea

se
 (
va

ric
ea

l b
le

ed
in

g 
±
 a

sc
ite

s)
[1

6]
.

  
D

at
a 

of
 t
he

 c
lin

ic
al

 c
ou

rs
e 

of
 C

H
B
-a

ss
oc

ia
te

d 
de

co
m

pe
ns

at
ed

 c
irr

ho
si
s 

w
ith

 a
nt

iv
ira

l a
ge

nt
 u

se
 a

re
 s

pa
rs

e.
 A

nt
iv

ira
l t

re
at

m
en

t 
w

as
 e

ffe
ct

iv
e 

in
 im

pr
ov

in
g 

su
rv

iv
al

 r
at

e 
in

 
de

co
m

pe
ns

at
ed

 c
irr

ho
si
s[1

8]
. 

Tw
o-

ye
ar

 s
ur

vi
va

l 
ra

te
 o

f 
70

 d
ec

om
pe

ns
at

ed
 p

at
ie

nt
s 

w
as

 8
3%

 i
n 

en
te

ca
vi

r 
tr
ea

tm
en

t 
gr

ou
p[2

1]
. 

In
 o

ur
 s

tu
dy

, 
2-

ye
ar

 c
um

ul
at

iv
e 

su
rv

iv
al

 r
at

e 
w

as
 7

6.
0%

 in
 1

st
 d

ec
om

pe
ns

at
ed

 C
H
B
 t
re

at
m

en
t-

na
ïv

e 
su

bj
ec

ts
. 
D

as
 e

t 
al

[2
0]
 s

ho
w

ed
 t
he

 c
lin

ic
al

 c
ou

rs
e 

of
 p

at
ie

nt
s 

w
ith

 C
H
B
-a

ss
oc

ia
te

d 
de

co
m

pe
ns

at
ed

 c
irr

ho
si
s 

fr
om

 1
99

8 
to

 2
00

8.
 O

f 
th

e 
25

3 
pa

tie
nt

s,
 1

51
 (

59
.7

%
) 

re
ce

iv
ed

 a
nt

iv
ira

l t
re

at
m

en
t.
 T

he
 5

-y
ea

r 
su

rv
iv

al
 r
at

e 
w

as
 2

1%
 in

 t
he

 a
nt

iv
ira

l t
re

at
m

en
t 
gr

ou
p 

an
d 

19
%

 in
 t
he

 u
nt

re
at

ed
 g

ro
up

, 
qu

ite
 lo

w
 c

om
pa

re
d 

to
 o

ur
 r

es
ul

ts
 (

21
%

 v
s 

67
.4

%
, 
re

sp
ec

tiv
el

y)
. 
Th

e 
re

as
on

 m
ig

ht
 b

e 
di

ffe
re

nc
es

 in
 b

as
el

in
e 

ch
ar

ac
te

ris
tic

s 
an

d 
th

ei
r 

us
e 

of
 lo

w
-p

ot
en

t 
an

tiv
ira

l a
ge

nt
s.

 T
he

 
do

m
in

an
t 
an

tiv
ira

l a
ge

nt
 w

as
 la

m
iv

ud
in

e 
(8

8%
) 

in
 D

as
’s
 s

tu
dy

, 
w

he
re

as
 m

os
t 
of

 o
ur

 p
at

ie
nt

s 
w

er
e 

pr
es

cr
ib

ed
 e

nt
ec

av
ir 

(4
1.

7%
) 

or
 c

om
bi

na
tio

n 
tr
ea

tm
en

t 
(2

9.
4%

).
 J

an
g 

et
 

al
[6

]  e
va

lu
at

ed
 t
he

 e
ffe

ct
s 

of
 a

nt
iv

ira
l t

he
ra

py
 o

n 
m

or
ta

lit
y 

ra
te

 in
 d

ec
om

pe
ns

at
ed

 c
irr

ho
si
s 

pa
tie

nt
s 

an
d 

re
po

rt
ed

 a
 5

-y
ea

r 
su

rv
iv

al
 r
at

e 
of

 4
23

 d
ec

om
pe

ns
at

ed
 c

irr
ho

si
s 

pa
tie

nt
s 

of
 5

9.
7%

. 
A
lth

ou
gh

 w
e 

us
ed

 v
er

y 
st

ric
t 
op

er
at

io
na

l d
efi

ni
tio

ns
, 
th

e 
5-

ye
ar

 s
ur

vi
va

l r
at

e 
(6

1.
4%

) 
of

 d
ec

om
pe

ns
at

ed
 C

H
B
 t
re

at
m

en
t-

na
ïv

e 
pa

tie
nt

s 
w

as
 c

om
pa

ra
bl

e 
to

 t
ha

t 
of

 
Ja

ng
’s
 r
es

ul
ts

 (
59

.7
%

).
 T

he
 d

efi
ni

tio
n 

of
 t
en

se
 a

sc
ite

s 
us

ed
 in

 t
he

 p
re

se
nt

 s
tu

dy
 w

as
 r
el

at
iv

el
y 

re
st

ric
te

d 
to

 c
as

es
 in

 w
hi

ch
 p

ar
ac

en
te

si
s 

of
 >

 3
 L

 w
as

 p
er

fo
rm

ed
. 
Th

us
, 
pa

tie
nt

s 
w

ith
 m

ild
-g

ra
de

 a
sc

ite
s,

 w
hi

ch
 c

an
 b

e 
co

nt
ro

lle
d 

by
 d

iu
re

tic
s,

 w
er

e 
ex

cl
ud

ed
 fr

om
 o

ur
 s

tu
dy

. 
Th

is
 is

 t
he

 la
rg

es
t 
co

ho
rt
 s

tu
dy

 t
o 

da
te

 t
o 

an
al

yz
e 

th
e 

cl
in

ic
al

 o
ut

co
m

es
 o

f 
an

tiv
ira

l 
th

er
ap

y 
in

 d
ec

om
pe

ns
at

ed
 C

H
B
 p

at
ie

nt
s.

 I
n 

ou
r 
st

ud
y,

 7
16

6 
de

co
m

pe
ns

at
ed

 t
re

at
m

en
t-

na
ïv

e 
pa

tie
nt

s 
w

er
e 

en
ro

lle
d.

  U
nt

il 
no

w
, 
th

e 
an

nu
al

 in
ci
de

nc
e 

of
 H

C
C
 in

 p
at

ie
nt

s 
w

ith
 c

om
pe

ns
at

ed
 c

irr
ho

si
s 

w
as

 k
no

w
n 

to
 b

e 
7%

-8
%

[2
] . 

A
nt

iv
ira

l t
he

ra
py

 r
ed

uc
ed

 t
he

 in
ci
de

nc
e 

of
 H

C
C
 in

 c
om

pe
ns

at
ed

 
liv

er
 d

is
ea

se
 p

at
ie

nt
s[3

,4
,2

2]
. I

n 
th

e 
pr

es
en

t 
st

ud
y,

 in
 c

om
pe

ns
at

ed
 C

H
B
 p

at
ie

nt
s 

on
 a

nt
iv

ira
l t

he
ra

py
, t

he
 a

nn
ua

l i
nc

id
en

ce
 a

nd
 5

-y
ea

r 
cu

m
ul

at
iv

e 
in

ci
de

nc
e 

of
 H

C
C
 w

er
e 

1.
7%

-3
.5

%
 

an
d 

11
.5

%
, r

es
pe

ct
iv

el
y.

 I
t 
se

em
s 

lo
w

 c
om

pa
re

d 
to

 t
ho

se
 o

f p
re

vi
ou

s 
st

ud
ie

s[3
,4

,2
2]
, b

ut
 t
he

 in
ci
de

nc
e 

of
 H

C
C
 lo

ok
ed

 h
ig

he
r 
th

an
 t
ha

t 
of

 fi
rs

t 
de

co
m

pe
ns

at
ed

 c
om

pl
ic
at

io
ns

 (
7.

4%
).
 

Th
is
 m

ea
ns

 t
ha

t,
 in

 c
om

pe
ns

at
ed

 C
H
B
 p

at
ie

nt
s,

 c
lin

ic
ia

ns
 s

ho
ul

d 
be

 m
or

e 
al

er
t 
to

 H
C
C
 t
ha

n 
to

 n
ew

ly
 d

ev
el

op
in

g 
de

co
m

pe
ns

at
ed

 c
om

pl
ic
at

io
ns

. 
  
Th

er
e 

is
 li

tt
le

 r
oo

m
 f
or

 d
eb

at
e 

ab
ou

t 
w

he
th

er
 a

nt
iv

ira
l t

he
ra

py
 c

an
 r
ed

uc
e 

th
e 

in
ci
de

nc
e 

of
 H

C
C
 in

 p
at

ie
nt

s 
w

ith
 c

om
pe

ns
at

ed
 C

H
B
, 
bu

t 
no

 s
tu

di
es

 h
av

e 
re

po
rt
ed

 w
he

th
er

 
it 

ca
n 

re
du

ce
 t
he

 in
ci
de

nc
e 

of
 H

C
C
 in

 p
at

ie
nt

s 
w

ith
 d

ec
om

pe
ns

at
ed

 c
irr

ho
si
s.

 I
n 

pr
es

en
t 
st

ud
y,

 t
he

 5
-y

ea
r 
cu

m
ul

at
iv

e 
in

ci
de

nc
e 

of
 H

C
C
 in

 p
at

ie
nt

s 
w

ith
 d

ec
om

pe
ns

at
ed

 c
irr

ho
si
s 

an
d 

on
 a

nt
iv

ira
l t

he
ra

py
 w

as
 2

4.
1%

. I
nt

er
es

tin
gl

y,
 a

nt
iv

ira
l t

he
ra

py
 a

ft
er

 t
he

 o
ns

et
 o

f d
ec

om
pe

ns
at

ed
 c

om
pl

ic
at

io
ns

 r
ed

uc
ed

 t
he

 in
ci
de

nc
e 

of
 H

C
C
 fr

om
 1

4.
26

%
 in

 t
he

 fi
rs

t 
ye

ar
 

to
 3

.7
3%

, 
2.

61
%

, 
1.

75
%

, 
an

d 
1.

79
%

 in
 t
he

 fo
llo

w
in

g 
ye

ar
s.

 H
ow

ev
er

, 
ad

di
tio

na
l s

tu
di

es
 a

re
 n

ee
de

d 
to

 d
et

er
m

in
e 

w
he

th
er

 s
uc

h 
a 

dr
as

tic
 d

ec
re

as
e 

in
 t
he

 in
ci
de

nc
e 

of
 H

C
C
 is

 a
 

re
su

lt 
of

 a
nt

iv
ira

l t
he

ra
py

 it
se

lf 
or

 a
 r
es

ul
t 
of

 m
od

ify
in

g 
on

e’
s 

lif
es

ty
le

, f
or

 e
xa

m
pl

e,
 a

bs
ta

in
in

g 
fr
om

 a
lc
oh

ol
 (
Fi

gu
re

 2
).
 

  T
he

 li
m

ita
tio

ns
 o

f t
he

 p
re

se
nt

 s
tu

dy
 a

re
 a

s 
fo

llo
w

s.
 F

irs
t,
 t
he

 p
re

se
nt

 s
tu

dy
 u

se
d 

da
ta

 t
ha

t 
w

er
e 

sp
ec

ifi
c 

to
 in

su
ra

nc
e 

re
im

bu
rs

em
en

t 
cl
ai

m
s;

 t
hu

s,
 t
he

 d
at

a 
la

ck
ed

 a
cc

ur
at

e 
in

fo
rm

at
io

n 
ab

ou
t 
th

e 
pa

tie
nt

s’
 d

is
ea

se
 s

ev
er

ity
 a

nd
 b

lo
od

 t
es

t 
re

su
lts

 (
H
B
V-

D
N
A
 p

ol
ym

er
as

e 
ch

ai
n 

re
ac

tio
n,

 li
ve

r 
en

zy
m

es
, 
al

ph
a-

fe
to

pr
ot

ei
n,

 e
tc

.)
. 
To

 m
in

im
iz
e 

th
is
 p

ro
bl

em
, 

w
e 

in
cl
ud

ed
 t
re

at
m

en
t-

na
ïv

e 
pa

tie
nt

s 
(a

ll 
ba

se
lin

e 
H
B
eA

g-
po

si
tiv

e 
pa

tie
nt

s 
w

ith
 H

B
V-

D
N
A
 ≥

 1
00

00
0 

co
pi

es
/m

L 
or

 H
B
eA

g-
ne

ga
tiv

e 
pa

tie
nt

s 
w

ith
 H

B
V-

D
N
A
 ≥

 1
00

00
 c

op
ie

s/
m

L 
an

d 
al

an
in

e 
am

in
ot

ra
ns

fe
ra

se
 o

r 
as

pa
rt
at

e 
am

in
ot

ra
ns

fe
ra

se
 l
ev

el
 ≥

 8
0 

IU
/L

).
 S

ec
on

d,
 m

is
m

at
ch

in
g 

op
er

at
io

na
l 
de

fin
iti

on
s 

ar
e 

po
ss

ib
le

. 
In

 o
ur

 s
tu

dy
, 
th

e 
co

nc
or

da
nc

e 
ra

te
 o

f 
th

e 
op

er
at

io
na

l 
de

fin
iti

on
 o

f 
un

co
nt

ro
lle

d 
as

ci
te

s 
w

as
 8

9.
1%

, 
w

hi
ch

 m
ea

ns
 t

ha
t 

ap
pr

ox
im

at
el

y 
10

%
 o

f 
ca

se
s 

di
d 

no
t 

m
at

ch
. 

W
e 

tr
ie

d 
to

 v
al

id
at

e 
th

e 
op

er
at

io
na

l 

C
om

pe
ns

at
ed

 c
hr

on
ic

 h
ep

at
it
is
 B

 (
n

 =
 4

5
6
8
3
)

D
ec

om
pe

ns
at

ed
 c

ir
rh

os
is
 (
n

 =
 2

6
8
2
)

N
ew

ly
 d

ec
om

pe
ns

at
ed

 in
ci

de
nc

e 
(n

 =
 3

4
0
1
)

H
ep

at
om

a 
in

ci
de

nc
e 

(n
 =

 5
2
6
8
)

M
or

ta
lit

y 
in

ci
de

nc
e 

(n
 =

 1
4
1
5
)

Se
co

nd
 d

ec
om

pe
ns

at
ed

 in
ci

de
nc

e 
(n

 =
 1

6
2
6
)

H
ep

at
om

a 
in

ci
de

nc
e 

(n
 =

 1
2
9
5
)

M
or

ta
lit

y 
in

ci
de

nc
e 

(n
 =

 8
7
4
)

Ev
en

t
Pe

rc
en

t
A

cc
um

ul
at

io
n 

(%
)

Ev
en

t
Pe

rc
en

t
A

cc
um

ul
at

io
n 

(%
)

Ev
en

t
Pe

rc
en

t
A

cc
um

ul
at

io
n 

(%
)

Ev
en

t
Pe

rc
en

t
A

cc
um

ul
at

io
n 

(%
)

Ev
en

t
Pe

rc
en

t
A

cc
um

ul
at

io
n 

(%
)

Ev
en

t
Pe

rc
en

t
A

cc
um

ul
at

io
n 

(%
)

< 
1 

yr
92

3
2.

02
%

2.
02

%
16

02
3.

51
%

  3
.5

1%
25

3
0.

55
%

0.
55

%
12

57
46

.8
7%

46
.8

7%
76

5
14

.2
6%

14
.2

6%
51

3
19

.1
3%

19
.1

3%
1-

2 
yr

66
2

1.
45

%
3.

47
%

10
53

2.
31

%
  5

.8
1%

24
9

0.
55

%
1.

10
%

14
4

  5
.3

7%
52

.2
4%

20
0

  3
.7

3%
17

.9
9%

13
2

  4
.9

2%
24

.0
5%

2-
3 

yr
63

4
1.

39
%

4.
86

%
  9

47
2.

07
%

  7
.8

8%
28

0
0.

61
%

1.
71

%
  9

9
  3

.6
9%

55
.9

3%
14

0
  2

.6
1%

20
.6

0%
  9

4
  3

.5
0%

27
.5

5%
3-

4 
yr

63
1

1.
38

%
6.

24
%

  8
02

1.
76

%
  9

.6
4%

32
4

0.
71

%
2.

42
%

  7
1

  2
.6

5%
58

.5
8%

  9
4

  1
.7

5%
22

.3
5%

  6
5

  2
.4

2%
29

.9
8%

4-
5 

yr
55

1
1.

21
%

7.
44

%
  8

64
1.

89
%

11
.5

3%
30

9
0.

68
%

3.
10

%
  5

5
  2

.0
5%

60
.6

3%
  9

6
  1

.7
9%

24
.1

4%
  7

0
  2

.6
1%

32
.5

9%
a P 

fo
r t

re
nd

< 
0.

00
01

< 
0.

00
01

0.
00

04
< 

0.
00

01
< 

0.
00

01
< 

0.
00

01

Ta
bl

e 
2
  
R
at

e 
of

 c
lin

ic
al

 p
ro

gr
es

si
on

 o
f 

liv
er

 d
is
ea

se
Ju YC et al . Decompensated cirrhosis in antiviral era



4612 October 28, 2018|Volume 24|Issue 40|WJG|www.wjgnet.com

definitions in various clinical settings, because pattern 
of prescribing antiviral agent might be quite different 
depending on the clinical settings. We investigated two 
different sized hospitals; one is tertiary hospital and 
the other is secondary hospital. Although we tried to 
validate the operational definitions using real world data 
from two different hospitals, we thought 133 patients 
were not enough to validate for 7166 decompensated 
patients’ data. Third, the definition of “compensated 
CHB” is more lenient as it included both CHB and early 
compensated cirrhosis patients, while “decompensated 
CHB” is very strict, as it only includes “patients with large 
amounts of ascites” but generally “ascites is a feature of 
decompensation.” Patients with moderate ascites who 
used diuretics and had mild variceal bleeding with no drug 
therapy were excluded from the study. Consequently, 
the decompensated complications defined in the present 
study may have been underestimated compared to 
those in actual patients with decompensated cirrhosis. 
Fourth, the present study used diagnosis codes to 
diagnose HCC. Because the diagnosis of HCC was based 

on dynamic contrast-enhanced computed tomography or 
magnetic resonance imaging findings without a biopsy, 
the numbers may have been overestimated compared 
to the actual incidence of HCC. Fifth, given that it was 
impossible to check the medical and radiological records 
of all patients, those with both CHB and compensated 
cirrhosis were labeled compensated CHB treatment-
naïve. As a result, some patients with compensated 
cirrhosis and only a small amount of ascites may have 
been included in our patients with compensated liver 
disease. Finally, this study did not consider the patients’ 
alcohol consumption history. In patients with hepatitis B, 
alcohol consumption is known to increase the incidence 
of HCC. However, the present study was unable to 
identify the patients’ alcohol consumption and drinking 
habits. 

  In conclusion, in compensated CHB patients, 
the 5-year cumulative incidences of decompensated 
complications and HCC were 7.4% and 11.5%, 
respectively. In decompensated CHB patients, the 
annual and 5-year cumulative incidences of HCC were 
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1.8%-14.3% and 24.1%, respectively. Moreover, the 
annual and 5-year cumulative mortality rates were 
approximately 2.6%-19.1% and 32.6%, respectively.

ARTICLE HIGHLIGHTS
Research background
According to a population-based cohort study, the annual incidence of 
decompensated complications was 11% in patients with compensated chronic 
liver disease. It is clear that antiviral therapy reduces liver disease progression 
and mortality in decompensated chronic hepatitis B (CHB) patients. However, 
clinical data for long-term survival rate, the incidence of hepatocellular 
carcinoma (HCC), and the recurrence of decompensated events in patients 
with decompensated cirrhosis treated with antiviral agents are still lacking in the 
antiviral era 

Research motivation
Several studies have examined the natural course of CHB in patients without 
antiviral therapy. Data of the clinical course of CHB-associated decompensated 
cirrhosis with antiviral agent use are sparse. In this study, we tried to investigate 
the survival rate and incidence of HCC in patients with decompensated cirrhosis 
in the antiviral era.

Research objectives
The primary objective was mortality rate and the secondary objectives were the 
incidence of decompensated cirrhosis-associated complications and HCC.

Research methods
The data source of this study was the insurance reimbursement claims data 
provided by the Korean Health Insurance Review and Assessment (HIRA). 
Overall, 48365 antiviral treatment-naïve patients treated between 2008 and 
2009 were included, and each had a follow-up period ≥ 5 years. Naïve 
nucleos(t)ide analog treatment and the decompensated complications were 
defined with the operational definitions. The appropriateness of the data 
extracted from the HIRA was assessed and the validation the operational 
definitions was conducted in two different sized hospitals.

Research results
The 45683 patients included showed compensated liver disease, while 
2682 patients had accompanying decompensated complications at initiation 
of nucleos(t)ide analog treatment. Mean patient age was 43.5 years. In 
compensated CHB treatment-naïve patients, the 5-year cumulative incidence 
of various complications was 7.4%, while the annual incidence of the first onset 
of decompensated complications after using an antiviral agent was 1.2%-2.0%. 
The 5-year cumulative incidence of HCC in compensated CHB treatment-
naïve patients was 11.5%, which was higher than that of decompensated 
complications (7.4%). In decompensated CHB treatment-naïve patients, the 
annual incidence of a second decompensation event in decompensated CHB 
treatment patients was 2.1%-46.9%: It was highest within the first year (46.9%). 

The 5-year cumulative incidence of HCC in decompensated CHB treatment 
patients was 24.1%. The 5-year cumulative mortality rate was 32.6% and the 
cumulative survival rate was 67.4%. 

Research conclusions
This study used national database that was compiled from physician 
reimbursement claims for medical services. There would be several limitations, 
but we proposed the new methodology when using a long term and large 
scale clinical database such as HIRA. According to the present study, we 
suggested that clinicians should be more alert to HCC than to newly developing 
decompensated complications. Interestingly, antiviral therapy after the onset 
of decompensated complications reduced the incidence of HCC from 14.26% 
in the first year to 3.73%, 2.61%, 1.75%, and 1.79% in the following years. 
However, additional studies are needed to determine. In conclusion, long term 
outcome of treating hepatitis B-associated decompensated cirrhosis using 
antiviral agents improved much compare to previous reports. Incidence of 
cumulative mortality rate and hepatocellular carcinoma was sharply decreased 
after one year antiviral treatment.

Research perspectives
We investigated the mortality rate and the incidence of decompensated 
cirrhosis-associated complications and HCC in the antiviral era. We hope the 
data suggested in this study would be helpful for the future study of comparing 
antiviral agents. 
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