
Published by Baishideng Publishing Group Inc

ISSN 1948-5182 (online)

World Journal of 
Hepatology
World J Hepatol  2018 June 27; 10(6): 425-451



Contents Monthly  Volume 10  Number 6  June 27, 2018

June 27, 2018|Volume 10|Issue 6|WJH|www.wjgnet.com I

ORIGINAL ARTICLE

                  Retrospective Study
425	 Paracentesis in cirrhotics is associated with increased risk of 30-day readmission 

Sobotka LA, Modi RM, Vijayaraman A, Hanje AJ, Michaels AJ, Conteh LF, Hinton A, El-Hinnawi A, Mumtaz K

                  SYSTEMATIC REVIEWS

433	 Systematic review of the outcomes of surgical resection for intermediate and advanced Barcelona Clinic 

Liver Cancer stage hepatocellular carcinoma: A critical appraisal of the evidence 

Koh YX, Tan HL, Lye WK, Kam JH, Chiow AKH, Tan SS, Choo SP, Chung AYF, Goh BKP

                          LETTERS TO THE EDITOR

448	 Responsibility of hepatitis C virus in the development of hepatocellular carcinoma: From molecular 

alterations to possible solutions 

Bertino G, Malaguarnera G, Frazzetto E, Sciuto A, Inserra G, Zanghì GN, Malaguarnera M



Contents
World Journal of Hepatology

Volume 10  Number 6  June 27, 2018

EDITORS FOR 
THIS ISSUE

Responsible Assistant Editor: Xiang Li	             Responsible Science Editor: Fang-Fang Ji
Responsible Electronic Editor: Wen-Wen Tan	             Proofing Editorial Office Director: Jin-Lei Wang
Proofing Editor-in-Chief: Lian-Sheng Ma

NAME OF JOURNAL 
World Journal of  Hepatology

ISSN
ISSN 1948-5182 (online)

LAUNCH DATE
October 31, 2009

FREQUENCY 
Monthly 

EDITOR-IN-CHIEF
Wan-Long Chuang, MD, PhD, Doctor, Professor, 
Hepatobiliary Division, Department of  Internal 
Medicine, Kaohsiung Medical University Hospital, 
Kaohsiung Medical University, Kaohsiung 807, Taiwan

EDITORIAL BOARD MEMBERS
All editorial board members resources online at http://
www.wjgnet.com/1948-5182/editorialboard.htm

EDITORIAL OFFICE
Jin-Lei Wang, Director

World Journal of  Hepatology
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
June 27, 2018

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 opinions of  their authors, and not the views, 
opinions or policies of  the BPG, except where other-
wise explicitly indicated.

INSTRUCTIONS TO AUTHORS
http://www.wjgnet.com/bpg/gerinfo/204

ONLINE SUBMISSION 
http://www.f6publishing.com

WJH|www.wjgnet.com II

ABOUT COVER

AIM AND SCOPE

INDEXING/ABSTRACTING 

Editorial Board Member of World Journal of Hepatology , Leonardo de Lucca 
Schiavon, MD, PhD, Associate Professor, Professor, Department of Internal 
Medicine, Division of Gastroenterology, Federal University of Santa Catarina, 
Florianópolis 88040001, Santa Catarina, Brazil

World Journal of  Hepatology (World J Hepatol, WJH, online ISSN 1948-5182, DOI: 
10.4254), is a peer-reviewed open access academic journal that aims to guide clinical 
practice and improve diagnostic and therapeutic skills of  clinicians.

WJH covers topics concerning liver biology/pathology, cirrhosis and its complications, 
liver fibrosis, liver failure, portal hypertension, hepatitis B and C and inflammatory 
disorders, steatohepatitis and metabolic liver disease, hepatocellular carcinoma, biliary 
tract disease, autoimmune disease, cholestatic and biliary disease, transplantation, genetics, 
epidemiology, microbiology, molecular and cell biology, nutrition, geriatric and pediatric 
hepatology, diagnosis and screening, endoscopy, imaging, and advanced technology. 
Priority publication will be given to articles concerning diagnosis and treatment of  
hepatology diseases. The following aspects are covered: Clinical diagnosis, laboratory 
diagnosis, differential diagnosis, imaging tests, pathological diagnosis, molecular biological 
diagnosis, immunological diagnosis, genetic diagnosis, functional diagnostics, and physical 
diagnosis; and comprehensive therapy, drug therapy, surgical therapy, interventional 
treatment, minimally invasive therapy, and robot-assisted therapy. 

We encourage authors to submit their manuscripts to WJH. We will give priority 
to manuscripts that are supported by major national and international foundations and 
those that are of  great basic and clinical significance.

World Journal of  Hepatology is now indexed in Emerging Sources Citation Index (Web of  
Science), PubMed, PubMed Central, and Scopus.

June 27, 2018|Volume 10|Issue 6|



Data sharing statement: No additional data is available

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: Invited manuscript

Correspondence to: Khalid Mumtaz, MD, MSc, Assistant 
Professor, Doctor, Division of Gastroenterology, Hepatology 
and Nutrition, the Ohio State Wexner Medical Center, 95 West 
12th Avenue, 2nd Floor, Columbus, OH 43210, 
United States. khalid.mumtaz@osumc.edu
Telephone: +1-614-2931456
Fax: +1-614-2936720

Received: December 22, 2018
Peer-review started: December 22, 2018
First decision: March 8, 2018
Revised: March 13, 2018
Accepted: April 11, 2018
Article in press: April 11, 2018
Published online: June 27, 2018

Abstract
AIM
To determine the readmission rate, its reasons, pre
dictors, and cost of 30-d readmission in patients with 
cirrhosis and ascites.

METHODS
A retrospective analysis of the nationwide readmission 
database (NRD) was performed during the calendar year 
2013. All adults cirrhotics with a diagnosis of ascites, 
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spontaneous bacterial peritonitis, or hepatic encep
halopathy were identified by ICD-9 codes. Multivariate 
analysis was performed to assess predictors of 30-d 
readmission and cost of readmission.

RESULTS
Of the 59597 patients included in this study, 18319 
(31%) were readmitted within 30 d. Majority (58%) of 
readmissions were for liver related reasons. Paracentesis 
was performed in 29832 (50%) patients on index ad
mission. Independent predictors of 30-d readmission 
included age < 40 (OR: 1.39; CI: 1.19-1.64), age 
40-64 (OR: 1.19; CI: 1.09-1.30), Medicaid (OR: 1.21; 
CI: 1.04-1.41) and Medicare coverage (OR: 1.13; CI: 
1.02-1.26), > 3 Elixhauser comorbidity (OR: 1.13; 
CI: 1.05-1.22), nonalcoholic cirrhosis (OR: 1.16; CI: 
1.10-1.23), paracentesis on index admission (OR: 1.28; 
CI: 1.21-1.36) and having hepatocellular carcinoma 
(OR: 1.21; CI: 1.05; 1.39). Cost of index admission 
was similar in patients readmitted and not readmitted 
(P -value: 0.34); however cost of care was significantly 
more on 30 d readmission ($30959 ± 762) as compared 
to index admission ($12403 ± 378), P -value: < 0.001.

CONCLUSION
Cirrhotic patients with ascites have a 33% chance 
of readmission within 30-d. Younger patients, with 
public insurance, nonalcoholic cirrhosis and increased 
comorbidity who underwent paracentesis are at in
creased risk of readmission. Risk factors for unplanned 
readmission should be targeted given these patients 
have higher healthcare utilization.

Key words: Cirrhosis; Readmission rates; Paracentesis; 
Ascites

© The Author(s) 2018. Published by Baishideng Publishing 
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Core tip: Cirrhotic patients with ascites have a 33% 
chance of 30-d readmission. Factors associated with 
30-d readmission include age < 64 years, Medicaid and 
Medicare insurance, increased comorbidities, nonalcoholic 
cirrhosis, hepatocellular carcinoma and paracentesis 
during index admission. Based on identification of these 
predictors and significant cost involvement, there is 
need to find ways to counteract them and reduce 30-d 
readmission rate.
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INTRODUCTION
The prevalence of cirrhosis in the United States has 
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increased from 400000 to 600000 individuals in the 
past decade[1,2]. Approximately, 5%-7% of patients 
with compensated cirrhosis develop decompensation 
each year[3,4]. Decompensation of cirrhosis is marked 
by complications such as ascites, spontaneous bacterial 
peritonitis (SBP), hepatic encephalopathy, esophageal 
varices, and/or jaundice[2,3,5]. Patients with decom
pensated cirrhosis have worse outcomes with a median 
life expectancy of 2 years compared to 12 years in 
patients with compensated disease[3].

Ascites is one of the early signs of portal hyper
tension and decompensated cirrhosis[5]. The develop
ment of ascites is an ominous sign with a mortality rate 
of 50% in 2 years after initial development[6]. Patients 
with symptomatic, treatment refractory, or ascites 
complicated by SBP have an even higher mortality rate, 
estimated around 50% in 6 mo[7,8]. Paracentesis is a low 
risk procedure and recommended in all patients with 
refractory or symptomatic ascites on hospital admission 
to diagnose SBP and relieve symptoms[9,10]. Recent 
national studies have shown reduced inpatient short-
term mortality in those who underwent paracentesis 
during hospitalization[10,11]. However, increased length of 
hospital stay and hospital charges were also reported in 
paracentesis group[10].

Given the economic burden of readmissions, the 
Patient Protection and Affordable Care Act instituted 
the Readmission Reduction Program that required the 
Centers for Medicare and Medicaid to reduce payment 
for hospitals with higher readmission rates[12]. Therefore, 
it is crucial to identify factors that predict 30-d read
missions in patients with decompensated cirrhosis and 
ascites given risk of frequent readmission and mortality. 
Readmission rates and mortality in cirrhotic patients have 
been reported in the North American Consortium for the 
Study of End-Stage Liver Disease cohort and insurance 
claim database[13,14]. Patients with decompensated 
cirrhosis and ascites are at higher risk of hospital rea
dmission with recent studies reporting a readmission 
rate around 50%[13,14]. Moreover, presence of ascites and 
paracentesis was found to be independent predictors for 
readmission and increased 90 d and overall mortality[14]. 
However, there is no national report on the incidence 
of 30-d readmission rates and its predictors in patient 
population with ascites and/or HE. The aim of this study 
is to use Nationwide Readmission Database (NRD) to 
evaluate 30-d readmission rates, its reasons, predictors 
and cost of readmission.

MATERIALS AND METHODS
Data source
A retrospective NRD study was performed from January 
1st 2013 to December 1st 2013. NRD contains publically 
available data from 35 million hospitalizations over 21 
geographically distributed states and offers insight into 
over 100 clinical and hospital variables[15]. National 
readmission rates from all payers and uninsured are 
provided in this analysis. The Ohio State University Data 
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and Specimen Policy and Human Subjects Research 
Policy does not require informed consent for research 
conducted using public available data set as they do not 
involve “human subject.”

Study sample
Utilizing International Classification of Diseases, Ninth 
Revision, Clinical Modification (ICD-9-CM) codes, 
patients with a diagnosis of ascites (789.5, 789.69), 
SBP (567.23), or hepatic encephalopathy (572.2) and 
a diagnosis of cirrhosis (571.2, 571.5, 571.6) were 
included in this study. Patients were excluded from this 
study if they were under the age of 18, left against 
medical advice, transferred from a different facility, 
experienced mortality during the index admission, or 
were pregnant. Patients with missing length of stay 
between admissions were also excluded from this 
study. Moreover, if a patient was admitted more than 
once in 30 d, only the first readmission was included.

Covariates
During index admission, multiple variables were evaluated 
to determine association with 30-d readmission. Patient 
demographics included age, gender, primary insurance 
payer, and annual income. Hospital demographics included 
size and type-urban-teaching, urban non-teaching and 
rural. Other variables of interest were identified using 
the appropriate ICD-9 codes and included comorbidities, 
evaluated by the Elixhauser co-morbidity scale and 
features of liver decompensation defined as the presence 
of esophageal varices, hepatorenal syndrome, and 
hepatocellular carcinoma. Etiology of cirrhosis was also 
determined by ICD-9 codes and was divided broadly as 
alcoholic vs non-alcoholic liver disease (Supplementary 
Appendix 1). Each patient was evaluated in order to 
determine if a paracentesis was performed on index 
admission. The procedure was identified using the proper 
procedural code (Supplementary Appendix 1).

Outcomes of interest
We studied the 30-d readmission rate, reasons for read
mission, predictors of 30-d readmission and cost with 
an emphasis on the effect of paracentesis in patients 
with cirrhosis and ascites. Reasons for readmission 
were divided into liver vs non-liver related based on 
the primary diagnosis on the 30-d readmission then 
we specifically evaluated the top 10 liver related re
asons for readmission. We also studied the length of 
stay, cost during index admission and the difference of 
cost of index admission and readmission at 30 d.

Statistical analysis
All analyses were performed using SAS version 9.4 (SAS 
Institute, Cary, NC, United States) on weighted data and 
accounted for the complex survey design. Chi-square test 
was used to compare proportions and t-test was used 
to compare means. A multivariate logistic regression 
model was fit to identify independent predictors for 

30-d readmission where results are presented as odds 
ratios (OR) with 95% confidence intervals (CI). Variables 
included in the model were determined through stepwise 
selection where paracentesis, age, gender, type of 
insurance, income, Elixhauser comorbidity score, hospital 
size and type, etiology of cirrhosis and features of liver 
decompensation were eligible for inclusion.

RESULTS
Patient and hospital characteristics
There were 59597 patients included in this study with 
18319 (33%) readmitted within 30 d. Mean age of 
patients in our study group was 59 ± 0.12 years. On 
univariate analysis, patients’ ≤ 64 years (66% vs 65%, P 
value 0.004) were more likely to be readmitted within 30 
d. Patients with 30-d readmission were also more likely 
to have Medicaid (24% vs 20%, P-value < 0.001) or 
Medicare (45% vs 44%, P-value < 0.001) as their primary 
insurance provider. Readmitted patients were more likely 
to have > 3 comorbidities (78% vs 76%, P-value 0.003), 
nonalcoholic cirrhosis (54% vs 48%, P-value < 0.001) 
and hepatocellular carcinoma (4% vs 3%, P-value 0.002). 
All other patient and hospital information including gender, 
income, features of decompensation, hospital size and 
type were not significantly different between patients that 
were readmitted within 30-d compared to patients that 
were not (Table 1).

Reason for readmission
Reasons for 30-d readmission were grouped into liver 
related vs non liver related. Most readmissions (58%) 
were liver related with the number one reason for 30 d 
readmission being hepatic encephalopathy (Figure 1).

Effect of paracentesis
A total of 29832 (50%) patients underwent paracentesis 
during their index admission. Paracentesis during index 
admission was significantly higher in patients readmitted 
(n = 9918; 54%) as compared to those not readmitted 
within 30 d (n = 19914; 48%), P-value < 0.001 (Table 1).

Predictors of 30-d readmission
On multivariate analysis, patients under the age of 40 
years (OR: 1.39; CI: 1.19-1.64, P-value: < 0.001) and 
those between 40 and 64 (OR: 1.18; CI: 1.08 - 1.30, 
P-value: < 0.001) were more likely to be readmitted 
than patients ≥ 65 years (Table 2). Other independent 
predictors of 30-d readmission included: Medicaid (OR: 
1.20; CI: 1.08-1.33; P-value: < 0.001) or Medicare 
insurance (OR: 1.13; CI: 1.02-1.26; P-value <0.001) vs 
private insurance, > 3 comorbidities on the Elixhauser 
comorbidity scale (OR: 1.13; CI: 1.05-1.22; P-value: 
0.001), nonalcoholic cirrhosis (OR: 1.16; CI: 1.10-1.23; 
P-value: < 0.001) and hepatocellular carcinoma (OR: 
1.21, CI: 1.05-1.39; P-value: 0.010). Most importantly, 
a paracentesis during index admission was also an 
independent predictor of 30-d readmission (OR: 1.28; 
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CI: 1.21-1.36; P-value: < 0.001) (Table 2).

Length of stay during index admission
The average length of stay during index admission 
was 5.69 ± 0.08 d. Length of stay was not significantly 
different between patients that were readmitted within 
30 d (5.77 ± 0.10 d) and patients that were not (5.66 
± 0.10 d), P-value 0.34 (Table 1). Length of stay was 
also not an independent predictor of readmission on 
multivariate analysis (Table 2).

Cost of 30-d readmission and calendar year 
hospitalization
Cost of index hospitalization was similar (mean: $12403 ± 

378 vs mean: $12680 ± 421, P-value = 0.391), however, 
cost of 30-d readmission (mean: $18120 ± 476) was 
higher than the cost of index admission (mean: $12403 
± 378), P-value: < 0.001). Cumulative total hospital cost 
for all admissions in calendar year was also significantly 
greater for patients readmitted within 30 d (mean: $51472 
± 1265) compared to patients not readmitted within 30 d 
(median: $23765 ± 595) (Figure 2).

DISCUSSION
In this study based on the Nationwide Readmission 
Database, approximately 1/3rd of patients with cirrhosis 
complicated by ascites and/or hepatic encephalopathy 

Overall No readmission within 30 d 30-day readmission P -value
n  = 59597 n = 41279 n = 18319

Age (mean, SE)   59.15   0.12  59.41   0.13 58.58   0.17 < 0.001
Age, yr 0.004
   < 40   2636   4.42   1727   4.18     909   4.96
   40-64 38865 65.21 26798 64.92 12067 65.88
   ≥ 65 18096 30.36 12754 30.90   5342 29.16
Gender 0.679
   Male 36582 61.38 25302 61.30 11280 61.58
   Female 23015 38.62 15976 38.70   7039 38.42
Type of insurance < 0.001
   Medicare 26282 44.18 18150 44.05   8132 44.48
   Medicaid 12784 21.49   8424 20.44   4360 23.85
   Private 11957 20.10   8383 20.34   3575 19.55
   Other   8465 14.23   6250 15.17   2216 12.12
Income (Zip Code) 0.392
   1-37999 18523 31.76 12722 31.49 5801 32.35
   38000-47999 16491 28.27 11394 28.20 5097 28.43
   48000-63999 13613 23.34   9542 23.62 4071 22.70
   64000+   9702 16.63   6740 16.68 2962 16.52
AHRQ-Elixhauser Index 0.003
   < 3 13981 23.46   9923 24.04   4058 22.15
   ≥ 3 45616 76.54 31356 75.96 14260 77.85
Hospital size 0.646
   Small   6345 10.65   4435 10.75   1910 10.43
   Medium 13725 23.03   9555 23.15   4169 22.76
   Large 39527 66.32 27288 66.11 12239 66.81
Type of hospital 0.020
   Urban non-teaching 22770 38.21 15896 38.51   6875 37.53
   Urban teaching 30504 51.18 20879 50.58   9625 52.54
   Rural   6322 10.61 4504 10.91   1819    9.93
Etiology of cirrhosis < 0.001
   Alcoholic 34242 57.45 24072 58.32 10170 55.52
   Non-alcoholic 25356 42.55 17207 41.68   8149 44.48
In-hospital procedures
   Paracentesis 29832 50.06 19914 48.24   9918 54.14 < 0.001
Features of liver decompensation
   Esophageal varices     272   0.46     201   0.49       71   0.39 0.313
   Portal hypertension 22074 37.04 15264 36.98   6810 37.17 0.794
   Hepatorenal syndrome   2734   4.59   1817   4.40     917   5.00 0.055
   Hepatocellular carcinoma   2274   3.82   1471   3.56     803   4.38 0.002
Index admission mortality1

   None 59566 94.41 -- -- -- --
   Mortality   3526   5.59 -- -- -- --
Calendar year mortality < 0.001
   None 53603 89.97 38960 94.42 14643 79.95
   Mortality   5978 10.03   2304   5.58   3673 20.05
Length of stay (mean, SE)    5.69   0.08    5.66   0.10    5.77   0.10 0.345
Cost (mean, SE) 12488   363 12403    378 12680     421 0.391

Table 1  Index admission characteristics for adult patients with decompensated cirrhosis

1Out of a total of 63092 patients as the index admission mortality exclusion was not applied.
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were readmitted within 30 d. Most patients were read
mitted with liver related reasons. Half of the admitted 
patients underwent paracentesis. Independent predictors 
of 30-d readmission included younger age, Medicaid and 
Medicare insurance, encephalopathy cirrhosis, increased 
comorbidities, hepatocellular carcinoma and paracentesis 
during index admission. Patients that were readmitted 
within 30 d contributed to increased healthcare utilization. 
These predictors of 30-d readmission should be recognized 
in patients with decompensated cirrhosis and strategies 
designed to minimize readmissions as it has significant 
impact on healthcare utilization.

Diagnostic paracentesis to rule out SBP is part of 
quality indicators developed for the care of patients with 

cirrhosis admitted to the hospital with ascites and HE 
and is considered a safe procedure[16]. However, large 
volume paracentesis (LVP) is needed in certain situations 
for diagnostic and therapeutic purposes to relieve 
symptoms of tense ascites. Over the course of cirrhosis, 
patients may also require LVP when they develop diuretic 
refractory or diuretic resistant ascites, resulting in 
increased frequency of procedural intervention and rates 
of complication which could prompt readmission and 
increased cost[17]. Patients who undergo frequent LVP 
are subject to complications, such as post paracentesis 
circulatory dysfunction, which leads to faster re-
accumulation of ascites, hyponatremia, renal impairment, 
and shorter survival. Given these complications, patients 
that undergo LVP would have higher rates of 30-d 
readmission and cost, which was noted in this study[18]. 
Despite these findings, it is important to note that 
performing a paracentesis is a quality indicator in cirrhotic 
patients with ascites or encephalopathy to evaluate for 
SBP; albeit paracentesis performance may be associated 
with increased 30-d readmission[10].

We identified that patients under the age of 64 were 
more likely to be readmitted within 30 d compared 
to older patients, which is consistent with previous 
studies[14]. This may seem counterintuitive, but reported 
in previous studies on patients with cirrhosis and in 
other chronic diseases, including chronic obstructive 
pulmonary disease (COPD)[19,20]. It is hypothesized that 
this is influenced by the “survivor effect” where younger 
patients admitted to the hospital typically have more 
severe disease compared to older patients[21]. Younger 
patients also tend to be better candidates for surgical 
intervention and the complications from these procedures 
may result in an increased risk of readmission[22].

Our results regarding Medicaid and Medicare as 
a predictor of 30-d readmission are in line with other 
studies showing a similar trend of increased readmission 

OR (95%CI) P -value

Age, yr < 0.001
< 40 1.42 (1.22, 1.66)
40-64 1.19 (1.09, 1.30)
≥ 65 Reference
Type of insurance < 0.001
Private Reference
Medicare 1.13 (1.02, 1.26)
Medicaid 1.20 (1.08, 1.33)
Other 0.83 (0.75, 0.92)
AHRQ-elixhauser index 0.001
< 3 Reference
≥ 3 1.13 (1.05, 1.22)
Etiology of cirrhosis < 0.001
Alcoholic Reference
Non-alcoholic 1.16 (1.10, 1.23)
Paracentesis 1.28 (1.21, 1.36) < 0.001
Hepatocellular Carcinoma 1.21 (1.05, 1.39) 0.010

Terms included in the model were determined through stepwise selection 
where all variables shown in Table 1 (the full logistic regression model) 
were eligible for inclusion.

Table 2  Multivariable logistic regression model for 30-d 
readmission
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Figure 1  Top ten reasons for 30 d readmission in patients with cirrhosis and ascites.
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rates in patients with government funded insurances[21]. 
Multiple reasons for early readmission in Medicaid 
population are proposed including inability to schedule 
prompt hospital follow up, poor compliance with follow 
up appointment due to lack of support person or 
transportation, etc[23].

Other factors associated with readmission in patients 
with cirrhosis and ascites included higher number of 
comorbid conditions. Patients with multiple, complex 
medical conditions are more likely to return to medical 
care as they usually belong to a lower socioeconomic 
scale and are in poor general health[24].

Unplanned readmission at 30 d in patients with 
cirrhosis and ascites places a large financial burden 
on the healthcare system. This study shows that an 
unplanned readmission within 30 d increases the cost of 
management by more than 100%. In fact, unplanned 
30 d readmission cost almost double the cost of index 
admission and the majority of the expense in the 
calendar year, further emphasizing the need to focus on 
modifiable factors that are associated with readmission 
in order to reduce cost of care[25,26]. Hospital readmission 
have been proven to be more expensive in previous 
literature as many of these patients are readmitted for 
hospital acquired infections, complications from previous 
admissions or poor discharge planning[27].

Recognizing factors associated with readmission and 
increased cost is crucial in order to reduce subsequent 
readmissions, hospital costs, morality, and ultimately 
improve quality of life. While age is a non-modifiable risk 
factors and insurance provider is challenging to modify, 
these patients should be targeted for interventions 
that are proven to reduce readmission rates, including 
a call from healthcare provider, early outpatient follow 
up and providing patients with enough supply of medi
cations prior to discharge[28,29]. Patients that undergo 
frequent paracentesis should be evaluated early for 
other interventions, such as a transjugular intrahepatic 
portosystemic shunt (TIPS) or liver transplantation 
in order to prevent frequent readmission and costs 

associated with frequent large volume paracentesis[30]. 
Arrangement of outpatient clinic or day unit paracentesis 
may also be helpful in avoiding readmission. Further 
interventions to reduce readmission rates should be 
researched in order to improve hospital outcomes in this 
vulnerable and complicated patient population.

Utilizing the NRD provides a major advantage when 
evaluating factors associated with readmission and 
long-term outcomes, as this database allows individual/
unique patients to be followed longitudinally over the 
course of a calendar year. This cannot be performed with 
the Nationwide Inpatient Sample database. Limitations 
of this study must be kept in mind while reviewing 
the results; NRD is an administrative database, which 
is dependent on ICD-9 coding; however, the validity 
of these codes has been determined in previous 
studies. Ascites is influenced by other factors such as 
hypoalbuminemia, portal hypertension, HCC with portal 
vein thrombosis; however laboratory results cannot 
be determined from the NRD and other factors are 
subject to the accuracy of ICD-9 codes. In addition, the 
indication for paracentesis could not be determined and 
we are unable to differentiate between diagnostic and 
large volume paracentesis as both have similar ICD-9 
codes. In our clinical experience, most patients undergo 
a large volume paracentesis at the time of a diagnostic 
paracentesis; therefore we assume most patients in this 
study had a LVP. Disease severity in NRD is dependent 
on coding accuracy for features of decompensation 
rather than MELD score or Child turcotte Pugh score 
which limits the accuracy in predicting disease severity. 
Given that this study is based on administrative nature 
of database, we were unable to determine the causality 
of paracentesis with 30 d and subsequent readmission. 
In addition, this study only evaluates patients during 
hospitalization therefore, outpatient mortality is not 
included in this study.

The prevalence of cirrhosis and its complications 
such as ascites, encephalopathy, and SBP are ever-
increasing with a large economic burden in the United 
States. A significant part of the burden is related to 
increased readmission rates in this vulnerable patient 
population with projected 30-d readmission rate around 
33%. Though a paracentesis is indicated in this group 
of patients to rule out SBP and for symptomatic relief, 
paracentesis was also associated with increased 30-d 
readmission and cost; therefore, strategies in this 
patient population to minimize 30-d readmission and 
unnecessary cost should be designed. Further research 
should be conducted to determine ways to reduce read
mission rates and cost in this population.

ARTICLE HIGHLIGHTS
Research background
Patients with decompensated cirrhosis secondary to ascites or hepatic 
encephalopathy are at high risk of complication and readmission. Previous 
studies have determined that performing a paracentesis in these patients will 
improve inpatient mortality; however, the effect of performing a paracentesis on 

Figure 2  Cost of 30-d readmission was more than the cost of index 
admission in patients with cirrhosis and ascites.
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30-d readmission has not been studied.

Research motivation
Given the economic burden of readmissions, we aimed to determine the 
readmission rate in patients with decompensated cirrhosis with ascites and 
encephalopathy. Identifying factors associated with readmission are crucial to 
preventing unnecessary hospital admission and healthcare spending.

Research objective
The objective for this study included determining 30-d readmission rate in 
patients with cirrhosis with ascites or encephalopathy, reasons for readmission, 
factors associated with readmission and cost of readmission.

Research methods
We performed a retrospective database analysis utilizing the Nationwide 
Readmission Database. All adult patients with a diagnosis of cirrhosis and 
ascites or encephalopathy were included. Multivariate analysis was performed 
to assess predictors of 30-d readmission and cost of readmission.

Research results
The 30 d readmission rate in patients with cirrhosis and ascites or en
cephalopathy was 31% and the majority of patients were readmitted for liver 
related issues (58%). Paracentesis was performed on 50% of patients during 
the index admission. Factors associated with readmission included age 
under 64, Medicaid or Medicare insurance provider, greater than 3 Elixhauser 
comorbidities, nonalcoholic cirrhosis, hepatocellular carcinoma and undergoing 
a paracentesis on index admission. Cost of index admission between patients 
that were readmitted within 30 d and those that were not readmitted were 
similar; however cost of care was significantly higher for the readmission 
compared to the index admission.

Research conclusion
This study determined the readmission rate and economic burden of 30-d 
readmission in patient with cirrhosis and ascites or encephalopathy. We also 
highlighted multiple factors associated with readmission, specifically undergoing 
a paracentesis that were associated with 30 d readmission. Modifying factors 
associated with readmission during index admission could reduce unplanned 
readmissions, decrease the economic burden associated with readmission and 
decrease patient morbidity and mortality.

Research perspectives
Further directions for this research include implementing intervention to 
modify factors associated with readmission in order to determine the effect on 
readmission, cost and patient mortality.
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