
World Journal of
Gastrointestinal Oncology

ISSN 1948-5204 (online)

World J Gastrointest Oncol  2024 April 15; 16(4): 1091-1675

Published by Baishideng Publishing Group Inc



WJGO https://www.wjgnet.com I April 15, 2024 Volume 16 Issue 4

World Journal of 

Gastrointestinal 
OncologyW J G O

Contents Monthly Volume 16 Number 4 April 15, 2024

EDITORIAL

Parallel pathways: A chronicle of evolution in rectal and breast cancer surgery1091

Pesce A, Fabbri N, Iovino D, Feo CV

Hepatitis B virus genotypes in precision medicine of hepatitis B-related hepatocellular carcinoma: Where 
we are now

1097

Sukowati CHC, Jayanti S, Turyadi T, Muljono DH, Tiribelli C

REVIEW

Novel milestones for early esophageal carcinoma: From bench to bed1104

Qi JH, Huang SL, Jin SZ

Colorectal cancer screening: A review of current knowledge and progress in research1119

Lopes SR, Martins C, Santos IC, Teixeira M, Gamito É, Alves AL

New avenues for the treatment of immunotherapy-resistant pancreatic cancer1134

Silva LGO, Lemos FFB, Luz MS, Rocha Pinheiro SL, Calmon MDS, Correa Santos GL, Rocha GR, de Melo FF

MINIREVIEWS

Present situation of minimally invasive surgical treatment for early gastric cancer1154

Li CY, Wang YF, Luo LK, Yang XJ

Mixed neuroendocrine non-neuroendocrine neoplasms in gastroenteropancreatic tract1166

Díaz-López S, Jiménez-Castro J, Robles-Barraza CE, Ayala-de Miguel C, Chaves-Conde M

Esophageal cancer screening, early detection and treatment: Current insights and future directions1180

Qu HT, Li Q, Hao L, Ni YJ, Luan WY, Yang Z, Chen XD, Zhang TT, Miao YD, Zhang F

ORIGINAL ARTICLE

Retrospective Cohort Study

Pre-operative enhanced magnetic resonance imaging combined with clinical features predict early 
recurrence of hepatocellular carcinoma after radical resection

1192

Chen JP, Yang RH, Zhang TH, Liao LA, Guan YT, Dai HY

Clinical analysis of multiple primary gastrointestinal malignant tumors: A 10-year case review of a single-
center

1204

Zhu CL, Peng LZ



WJGO https://www.wjgnet.com II April 15, 2024 Volume 16 Issue 4

World Journal of Gastrointestinal Oncology
Contents

Monthly Volume 16 Number 4 April 15, 2024

Retrospective Study

Predictive model for non-malignant portal vein thrombosis associated with cirrhosis based on inflam-
matory biomarkers

1213

Nie GL, Yan J, Li Y, Zhang HL, Xie DN, Zhu XW, Li X

Predictive modeling for postoperative delirium in elderly patients with abdominal malignancies using 
synthetic minority oversampling technique

1227

Hu WJ, Bai G, Wang Y, Hong DM, Jiang JH, Li JX, Hua Y, Wang XY, Chen Y

Efficacy and predictive factors of transarterial chemoembolization combined with lenvatinib plus 
programmed cell death protein-1 inhibition for unresectable hepatocellular carcinoma

1236

Ma KP, Fu JX, Duan F, Wang MQ

Should we perform sigmoidoscopy for colorectal cancer screening in people under 45 years?1248

Leong W, Guo JQ, Ning C, Luo FF, Jiao R, Yang DY

Computed tomography-based radiomics diagnostic approach for differential diagnosis between early- and 
late-stage pancreatic ductal adenocarcinoma

1256

Ren S, Qian LC, Cao YY, Daniels MJ, Song LN, Tian Y, Wang ZQ

Prognostic analysis of related factors of adverse reactions to immunotherapy in advanced gastric cancer 
and establishment of a nomogram model

1268

He XX, Du B, Wu T, Shen H

Clinical Trials Study

Safety and efficacy of a programmed cell death 1 inhibitor combined with oxaliplatin plus S-1 in patients 
with Borrmann large type III and IV gastric cancers

1281

Bao ZH, Hu C, Zhang YQ, Yu PC, Wang Y, Xu ZY, Fu HY, Cheng XD

Observational Study

Computed tomography radiogenomics: A potential tool for prediction of molecular subtypes in gastric 
stromal tumor

1296

Yin XN, Wang ZH, Zou L, Yang CW, Shen CY, Liu BK, Yin Y, Liu XJ, Zhang B

Application of texture signatures based on multiparameter-magnetic resonance imaging for predicting 
microvascular invasion in hepatocellular carcinoma: Retrospective study

1309

Nong HY, Cen YY, Qin M, Qin WQ, Xie YX, Li L, Liu MR, Ding K

Causal roles of gut microbiota in cholangiocarcinoma etiology suggested by genetic study1319

Chen ZT, Ding CC, Chen KL, Gu YJ, Lu CC, Li QY

Is recovery enhancement after gastric cancer surgery really a safe approach for elderly patients?1334

Li ZW, Luo XJ, Liu F, Liu XR, Shu XP, Tong Y, Lv Q, Liu XY, Zhang W, Peng D

Establishment of a cholangiocarcinoma risk evaluation model based on mucin expression levels1344

Yang CY, Guo LM, Li Y, Wang GX, Tang XW, Zhang QL, Zhang LF, Luo JY



WJGO https://www.wjgnet.com III April 15, 2024 Volume 16 Issue 4

World Journal of Gastrointestinal Oncology
Contents

Monthly Volume 16 Number 4 April 15, 2024

Effectiveness of fecal DNA syndecan-2 methylation testing for detection of colorectal cancer in a high-risk 
Chinese population

1361

Luo WF, Jiao YT, Lin XL, Zhao Y, Wang SB, Shen J, Deng J, Ye YF, Han ZP, Xie FM, He JH, Wan Y

Clinical and Translational Research

Clinical and socioeconomic determinants of survival in biliary tract adenocarcinomas1374

Sahyoun L, Chen K, Tsay C, Chen G, Protiva P

Risk factors, prognostic factors, and nomograms for distant metastasis in patients with diagnosed 
duodenal cancer: A population-based study

1384

Shang JR, Xu CY, Zhai XX, Xu Z, Qian J

NOX4 promotes tumor progression through the MAPK-MEK1/2-ERK1/2 axis in colorectal cancer1421

Xu YJ, Huo YC, Zhao QT, Liu JY, Tian YJ, Yang LL, Zhang Y

Basic Study

Curcumin inhibits the growth and invasion of gastric cancer by regulating long noncoding RNA 
AC022424.2

1437

Wang BS, Zhang CL, Cui X, Li Q, Yang L, He ZY, Yang Z, Zeng MM, Cao N

MicroRNA-298 determines the radio-resistance of colorectal cancer cells by directly targeting human dual-
specificity tyrosine(Y)-regulated kinase 1A

1453

Shen MZ, Zhang Y, Wu F, Shen MZ, Liang JL, Zhang XL, Liu XJ, Li XS, Wang RS

Human β-defensin-1 affects the mammalian target of rapamycin pathway and autophagy in colon cancer 
cells through long non-coding RNA TCONS_00014506

1465

Zhao YX, Cui Y, Li XH, Yang WH, An SX, Cui JX, Zhang MY, Lu JK, Zhang X, Wang XM, Bao LL, Zhao PW

FAM53B promotes pancreatic ductal adenocarcinoma metastasis by regulating macrophage M2 
polarization

1479

Pei XZ, Cai M, Jiang DW, Chen SH, Wang QQ, Lu HM, Lu YF

Transcriptome sequencing reveals novel biomarkers and immune cell infiltration in esophageal tumori-
genesis

1500

Sun JR, Chen DM, Huang R, Wang RT, Jia LQ

Construction of CDKN2A-related competitive endogenous RNA network and identification of GAS5 as a 
prognostic indicator for hepatocellular carcinoma

1514

Pan Y, Zhang YR, Wang LY, Wu LN, Ma YQ, Fang Z, Li SB

Two missense STK11 gene variations impaired LKB1/adenosine monophosphate-activated protein kinase 
signaling in Peutz-Jeghers syndrome

1532

Liu J, Zeng SC, Wang A, Cheng HY, Zhang QJ, Lu GX

Long noncoding RNAs HAND2-AS1 ultrasound microbubbles suppress hepatocellular carcinoma 
progression by regulating the miR-873-5p/tissue inhibitor of matrix metalloproteinase-2 axis

1547

Zou Q, Wang HW, Di XL, Li Y, Gao H



WJGO https://www.wjgnet.com IX April 15, 2024 Volume 16 Issue 4

World Journal of Gastrointestinal Oncology
Contents

Monthly Volume 16 Number 4 April 15, 2024

Upregulated lncRNA PRNT promotes progression and oxaliplatin resistance of colorectal cancer cells by 
regulating HIPK2 transcription

1564

Li SN, Yang S, Wang HQ, Hui TL, Cheng M, Zhang X, Li BK, Wang GY

SYSTEMATIC REVIEWS

Prognosis value of heat-shock proteins in esophageal and esophagogastric cancer: A systematic review and 
meta-analysis

1578

Nakamura ET, Park A, Pereira MA, Kikawa D, Tustumi F

Risk factors for hepatocellular carcinoma associated with hepatitis C genotype 3 infection: A systematic 
review

1596

Farooq HZ, James M, Abbott J, Oyibo P, Divall P, Choudhry N, Foster GR

META-ANALYSIS

Effectiveness and tolerability of programmed cell death protein-1 inhibitor + chemotherapy compared to 
chemotherapy for upper gastrointestinal tract cancers

1613

Zhang XM, Yang T, Xu YY, Li BZ, Shen W, Hu WQ, Yan CW, Zong L

Success rate of current human-derived gastric cancer organoids establishment and influencing factors: A 
systematic review and meta-analysis

1626

Jiang KL, Wang XX, Liu XJ, Guo LK, Chen YQ, Jia QL, Yang KM, Ling JH

CASE REPORT

Pathologically successful conversion hepatectomy for advanced giant hepatocellular carcinoma after 
multidisciplinary therapy: A case report and review of literature

1647

Chu JH, Huang LY, Wang YR, Li J, Han SL, Xi H, Gao WX, Cui YY, Qian MP

Clinical pathological characteristics of “crawling-type” gastric adenocarcinoma cancer: A case report1660

Xu YW, Song Y, Tian J, Zhang BC, Yang YS, Wang J

Primary pancreatic peripheral T-cell lymphoma: A case report1668

Bai YL, Wang LJ, Luo H, Cui YB, Xu JH, Nan HJ, Yang PY, Niu JW, Shi MY



WJGO https://www.wjgnet.com X April 15, 2024 Volume 16 Issue 4

World Journal of Gastrointestinal Oncology
Contents

Monthly Volume 16 Number 4 April 15, 2024

ABOUT COVER

Peer Reviewer of World Journal of Gastrointestinal Oncology, Lie Zheng, Director, Professor, Department of 
Gastroenterology, Shaanxi Provincial Hospital of Traditional Chinese Medicine, Xi'an 730000, Shaanxi Province, 
China. xinliwen696@126.com

AIMS AND SCOPE

The primary aim of World Journal of Gastrointestinal Oncology (WJGO, World J Gastrointest Oncol) is to provide 
scholars and readers from various fields of gastrointestinal oncology with a platform to publish high-quality basic 
and clinical research articles and communicate their research findings online. 
    WJGO mainly publishes articles reporting research results and findings obtained in the field of gastrointestinal 
oncology and covering a wide range of topics including liver cell adenoma, gastric neoplasms, appendiceal 
neoplasms, biliary tract neoplasms, hepatocellular carcinoma, pancreatic carcinoma, cecal neoplasms, colonic 
neoplasms, colorectal neoplasms, duodenal neoplasms, esophageal neoplasms, gallbladder neoplasms, etc.

INDEXING/ABSTRACTING

The WJGO is now abstracted and indexed in PubMed, PubMed Central, Science Citation Index Expanded (SCIE, 
also known as SciSearch®), Journal Citation Reports/Science Edition, Scopus, Reference Citation Analysis, China 
Science and Technology Journal Database, and Superstar Journals Database. The 2023 edition of Journal Citation 
Reports® cites the 2022 impact factor (IF) for WJGO as 3.0; IF without journal self cites: 2.9; 5-year IF: 3.0; Journal 
Citation Indicator: 0.49; Ranking: 157 among 241 journals in oncology; Quartile category: Q3; Ranking: 58 among 93 
journals in gastroenterology and hepatology; and Quartile category: Q3. The WJGO’s CiteScore for 2022 is 4.1 and 
Scopus CiteScore rank 2022: Gastroenterology is 71/149; Oncology is 197/366.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Xiang-Di Zhang; Production Department Director: Xiang Li; Cover Editor: Jia-Ru Fan.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Gastrointestinal Oncology https://www.wjgnet.com/bpg/gerinfo/204

ISSN GUIDELINES FOR ETHICS DOCUMENTS

ISSN 1948-5204 (online) https://www.wjgnet.com/bpg/GerInfo/287

LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH

February 15, 2009 https://www.wjgnet.com/bpg/gerinfo/240

FREQUENCY PUBLICATION ETHICS

Monthly https://www.wjgnet.com/bpg/GerInfo/288

EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Monjur Ahmed, Florin Burada https://www.wjgnet.com/bpg/gerinfo/208

EDITORIAL BOARD MEMBERS ARTICLE PROCESSING CHARGE

https://www.wjgnet.com/1948-5204/editorialboard.htm https://www.wjgnet.com/bpg/gerinfo/242

PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS

April 15, 2024 https://www.wjgnet.com/bpg/GerInfo/239

COPYRIGHT ONLINE SUBMISSION

© 2024 Baishideng Publishing Group Inc https://www.f6publishing.com

© 2024 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com  https://www.wjgnet.com

https://www.wjgnet.com/bpg/gerinfo/204
https://www.wjgnet.com/bpg/GerInfo/287
https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/288
https://www.wjgnet.com/bpg/gerinfo/208
https://www.wjgnet.com/1948-5204/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
mailto:office@baishideng.com
https://www.wjgnet.com


WJGO https://www.wjgnet.com 1213 April 15, 2024 Volume 16 Issue 4

World Journal of 

Gastrointestinal 
OncologyW J G O

Submit a Manuscript: https://www.f6publishing.com World J Gastrointest Oncol 2024 April 15; 16(4): 1213-1226

DOI: 10.4251/wjgo.v16.i4.1213 ISSN 1948-5204 (online)

ORIGINAL ARTICLE

Retrospective Study

Predictive model for non-malignant portal vein thrombosis 
associated with cirrhosis based on inflammatory biomarkers

Guo-Le Nie, Jun Yan, Ying Li, Hong-Long Zhang, Dan-Na Xie, Xing-Wang Zhu, Xun Li

Specialty type: Gastroenterology 
and hepatology

Provenance and peer review: 
Unsolicited article; Externally peer 
reviewed.

Peer-review model: Single blind

Peer-review report’s scientific 
quality classification
Grade A (Excellent): 0 
Grade B (Very good): B 
Grade C (Good): 0 
Grade D (Fair): 0 
Grade E (Poor): 0

P-Reviewer: Sultana N, Bangladesh

Received: October 8, 2023 
Peer-review started: October 8, 
2023 
First decision: January 12, 2024 
Revised: January 18, 2024 
Accepted: February 23, 2024 
Article in press: February 23, 2024 
Published online: April 15, 2024

Guo-Le Nie, Hong-Long Zhang, Dan-Na Xie, Xing-Wang Zhu, The First School of Clinical 
Medicine, Lanzhou University, Lanzhou 730000, Gansu Province, China

Jun Yan, Ying Li, Xun Li, Department of General Surgery, The First Hospital of Lanzhou 
University, Lanzhou 730000, Gansu Province, China

Corresponding author: Xun Li, PhD, Chief Physician, Department of General Surgery, The First 
Hospital of Lanzhou University, No. 1 Donggang West Road, Chengguan District, Lanzhou 
730000, Gansu Province, China. lxdr21@126.com

Abstract
BACKGROUND 
Portal vein thrombosis (PVT), a complication of liver cirrhosis, is a major public 
health concern. PVT prediction is the most effective method for PVT diagnosis 
and treatment.

AIM 
To develop and validate a nomogram and network calculator based on clinical 
indicators to predict PVT in patients with cirrhosis.

METHODS 
Patients with cirrhosis hospitalized between January 2016 and December 2021 at 
the First Hospital of Lanzhou University were screened and 643 patients with 
cirrhosis who met the eligibility criteria were retrieved. Following a 1:1 propensity 
score matching 572 patients with cirrhosis were screened, and relevant clinical 
data were collected. PVT risk factors were identified using the least absolute 
shrinkage and selection operator (LASSO) and multivariate logistic regression 
analysis. Variance inflation factors and correlation matrix plots were used to 
analyze multicollinearity among the variables. A nomogram was constructed to 
predict the probability of PVT based on independent risk factors for PVT, and its 
predictive performance was verified using a receiver operating characteristic 
curve (ROC), calibration curves, and decision curve analysis (DCA). Finally, a 
network calculator was constructed based on the nomograms.

RESULTS 
This study enrolled 286 cirrhosis patients with PVT and 286 without PVT. LASSO 
analysis revealed 13 variables as strongly associated with PVT occurrence. 
Multivariate logistic regression analysis revealed nine indicators as independent 

https://www.f6publishing.com
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PVT risk factors, including etiology, ascites, gastroesophageal varices, platelet count, D-dimer, portal vein 
diameter, portal vein velocity, aspartate transaminase to neutrophil ratio index, and platelet-to-lymphocyte ratio. 
LASSO and correlation matrix plot results revealed no significant multicollinearity or correlation among the 
variables. A nomogram was constructed based on the screened independent risk factors. The nomogram had 
excellent predictive performance, with an area under the ROC curve of 0.821 and 0.829 in the training and testing 
groups, respectively. Calibration curves and DCA revealed its good clinical performance. Finally, the optimal 
cutoff value for the total nomogram score was 0.513. The sensitivity and specificity of the optimal cutoff values 
were 0.822 and 0.706, respectively.

CONCLUSION 
A nomogram for predicting PVT occurrence was successfully developed and validated, and a network calculator 
was constructed. This can enable clinicians to rapidly and easily identify high PVT risk groups.

Key Words: Portal vein thrombosis; Liver cirrhosis; Nomogram; Inflammatory markers; Aspartate aminotransferase to 
neutrophil ratio index; Platelet-to-lymphocyte ratio

©The Author(s) 2024. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: A nomogram to predict the probability of portal vein thrombosis (PVT) occurrence was successfully developed and 
validated and further constructed a network calculator. This can help clinicians to quickly and easily identify people at high 
risk for PVT in cirrhosis and early prevention.

Citation: Nie GL, Yan J, Li Y, Zhang HL, Xie DN, Zhu XW, Li X. Predictive model for non-malignant portal vein thrombosis 
associated with cirrhosis based on inflammatory biomarkers. World J Gastrointest Oncol 2024; 16(4): 1213-1226
URL: https://www.wjgnet.com/1948-5204/full/v16/i4/1213.htm
DOI: https://dx.doi.org/10.4251/wjgo.v16.i4.1213

INTRODUCTION
The incidence of non-malignant portal vein thrombosis (PVT) in patients with liver cirrhosis is approximately 5%-20%[1] 
which is more than seven times higher than that in the general population[2]. With the development of liver disease, the 
incidence of PVT increased gradually. The incidence of PVT in patients with compensated liver cirrhosis is 0.6%-16%, and 
that in patients with chronic end-stage liver disease is 8%-25%[3,4]. PVT in cirrhosis is gradually being recognized as a 
complication of cirrhosis and is receiving increasing attention.

PVT is usually asymptomatic in patients with cirrhosis and detected only during incidental imaging studies. In 
contrast, PVT formation can be complicated by elevated portal vein pressure and increased risk of rupture of esophago-
gastric fundic varices, ascites, and mesenteric and intestinal stasis[5,6]. Therefore, there is an urgent need for an early 
diagnosis of PVT development for early detection and treatment, thereby improving the prognosis of patients with 
cirrhosis.

In previous studies, inflammatory markers such as the systemic immune-inflammation index (SII), neutrophil-to-
lymphocyte ratio (NLR), and platelet-to-lymphocyte ratio (PLR) have been reported to correlate with thrombus formation
[7-9]. In addition, the gamma-glutamyl transpeptidase to lymphocyte count ratio (GLR)[10,11], prognostic nutritional 
index (PNI)[12], aspartate transaminase (AST) to neutrophil ratio index (ANRI)[13], albumin-bilirubin grading (ALBI)[14] 
and AST to lymphocyte ratio index (ALRI)[15] are receiving increasing attention in the diagnosis and prognosis of the 
disease.

Nomograms are graphical tools that visualize complex clinical metrics to aid clinicians in making medical decisions
[16]. Currently nomogram are widely used in the diagnosis and prognosis of various diseases[17,18]. The aim of this 
study was to investigate the risk factors associated with the development of PVT in the natural course of cirrhosis, rather 
than in cirrhotic patients with invasive manipulation. To construct and validate a practical nomogram and network 
calculator for predicting the occurrence of PVT based on screened inflammatory markers and related indicators to help 
clinicians identify patients at risk of PVT at an early stage, thereby enabling early intervention and improving the 
prognosis of patients with PVT in cirrhosis.

MATERIALS AND METHODS
Study population
Patients with cirrhosis were hospitalized between January 2016 and December 2021 at the First Hospital of Lanzhou 
University. A total of 572 patients with liver cirrhosis were included in this study. The specific screening process is shown 
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in Figure 1. The diagnosis of liver cirrhosis is based on pathological biopsy (not applicable to those with intractable ascites 
and coagulation dysfunction), imaging, clinical symptoms and signs, laboratory tests, medical history, and relevant 
complications (and consultation with relevant experts; indeterminate cases will be excluded). Diagnosis of PVT depends 
on the consensus regarding PVT in liver cirrhosis[1]. The following criteria were used to determine inclusion: (1) Age ≥ 18 
and ≤ 80 years; (2) Patients with cirrhosis with complete clinical information confirmed by a combination of medical 
history, physical signs, laboratory tests, or liver pathology; (3) PVT was diagnostically confirmed based on one abdominal 
ultrasonography, computed tomography (CT), or magnetic resonance imaging (MRI). Patients with hepatic and 
extrahepatic malignancies, liver transplantation, splenectomy and periesophagogastric devascularization, transjugular 
intrahepatic portosystem stent-shunt, Budd-Chiari syndrome, noncirrhotic PVT, those requiring anticoagulation, and 
other severe diseases. All relevant clinical and laboratory data were collected at our hospital, and all serum indicators 
were collected at the time of the first diagnosis of PVT.

Figure 1 The flowchart of present study. LASSO: Least absolute shrinkage and selection operator; PVT: Portal vein thrombosis; ROC: Receiver operating 
characteristic curve; DCA: Decision curve analysis.

Clinical data collection
Data included demographic data, clinical laboratory test results, and ultrasonographic characteristics. Demographic data, 
including age, sex, and body mass index (BMI). Clinical laboratory tests included D-dimer (D-D), activated partial 
thromboplastin time (APTT), prothrombin activity (PTA), prothrombin time (PT), international normalized ratio (INR), 
prothrombin time (TT), AST, albumin (ALB), bilirubin, platelet count (PLT), white blood cell count, neutrophil count, 
lymphocyte count, monocyte count, ALBI, and Child-Turcotte-Pugh score. The ultrasonographic characteristics included 
portal vein diameter (PVD), splenic vein diameter (SVD), and portal vein velocity (PVV). The clinical characteristics 
included etiologies of liver disease, ascites, and gastroesophageal varices (GOV). Moreover, etiologies of cirrhosis include, 
autoimmune hepatitis, viral hepatitis and other. This study was approved by the Ethics Committee of the First Hospital 
of Lanzhou University (LDYYLL2021-286) and was conducted in accordance with the principles of the Declaration of 
Helsinki.

Definitions
Inflammatory markers and associated scores were calculated as follows: SII, platelet count × neutrophil count/
lymphocyte count (× 109/L). The NLR was calculated as the neutrophil count/lymphocyte count. The GLR was calculated 
as the gamma-glutamyl transpeptidase/lymphocyte count ratio. The PLR was calculated by dividing the platelet count 
by the lymphocyte count. The PNI was calculated as follows: serum albumin (g/L) + 5 × total peripheral blood 
lymphocytes (× 109/L). The ANRI was calculated as the AST to neutrophil count ratio. ALRI was calculated as the AST-
to-lymphocyte count. ALBI was calculated as (log10 bilirubin × 0.66) + (-0.085 × ALB), and ALBI scores were classified 
into -the following three levels: ≤ -2.60 (level 1), > -2.60 and ≤ -1.39 (level 2), > -1.39 (level 3).

Predictor selection
All variables were included in least absolute shrinkage and selection operator (LASSO) regression analyses. As the 
penalty increased, the estimates of the weaker variables converged to zero. Eventually, screening yielded 13 variables. 
Further, multivariate logistic regression analysis was used to screen for nine independent risk factors associated with 
PVT. Variance inflation factors (VIF) and correlation matrix plots were used to examine multicollinearity and correlation 
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between variables.

Statistical analysis
R software (version 4.1.2) was used for the statistical analysis. Categorical variables were analyzed using the chi-squared 
test or Fisher's exact test. Quantitative variables are expressed as mean ± SD, and significance was determined using 
Student's t-test. Sex, age, and BMI were matched between the groups using propensity score matching (PSM). The total 
population was divided into training and testing groups in a ratio of 7:3. The training and testing groups were used for 
model construction and validation, respectively. Multivariate logistic regression analysis was used to determine the 
independent risk factors of PVT, and the discriminatory ability of the nomogram was measured by calculating the area 
under the receiver operating characteristic (AUROC). Calibration curves[19], decision curves, and ROC curves were used 
to assess the clinical value of the nomogram. Statistical significance was defined as a P-value < 0.05 (both sides).

Statistical analysis was performed using the CreateTableOne function in the R software TableOne package. The 
Regplot package constructs a nomogram based on independent risk factors and the DynNom package constructs a 
network calculator. The pROC package was used to plot ROC curves, and AUROC was used to evaluate nomogram 
discrimination and compare the AUROC with the nomogram for different variables. Calibration curves were plotted 
using the rms package decision curve analysis (DCA) and the rmda package. The mctest package was used for VIF 
analysis, and the corrplot package was used for correlation row matrix plotting.

RESULTS
Demographic and clinical characteristics
After PSM (age, sex, and BMI), 286 patients with PVT and 286 without PVT were included in this study. The baseline 
characteristics of the enrolled patients are shown in Table 1. The laboratory test results, systemic inflammatory markers, 
and related indices of patients in the two groups are detailed in Table 2.

Table 1 Baseline of demographics and clinical characteristics of the patients

Characteristics non-PVT (n = 286) PVT (n = 286) P value

Age [mean (SD)] 52.60 (11.61) 52.87 (12.02) 0.783

Sex, n (%)

Male 161 (56.30) 163 (57.00) 0.933

Female 125 (43.70) 123 (43.00)

BMI [mean (SD)] 22.71 (3.28) 22.70 (3.02) 0.952

Etiology, n (%)

AIH 40 (14.00) 20 (7.00) 0.001

Hepatitis 200 (69.90) 189 (66.10)

Others 46 (16.10) 77 (26.90)

Ascites, n (%)

No 154 (53.80) 60 (21.00) < 0.001

Yes 132 (46.20) 226 (79.00)

GOV, n (%)

No 73 (25.50) 7 (2.40) < 0.001

Yes 213 (74.50) 279 (97.60)

ALBI grade, n (%)

1 95 (33.20) 53 (18.50) < 0.001

2 163 (57.00) 192 (67.10)

3 28 (9.80) 41 (14.30)

CTP, n (%)

A 106 (37.10) 58 (20.30) < 0.001

B 136 (47.60) 145 (50.70)
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C 44 (15.40) 83 (29.00)

PVT: Portal vein thrombosis; AIH: Autoimmune hepatitis; GOV: Gastroesophageal varices; ALBI: Albumin-bilirubin grading; CTP: Child-Turcotte-Pugh 
score.

Table 2 Baseline information on laboratory tests and inflammatory markers

Characteristics [mean (SD)] non-PVT (n = 286) PVT (n = 286) P value

PLT 78.93 (48.65) 70.31 (60.19) 0.06

ALB 38.50 (6.87) 35.87 (6.21) < 0.001

PT 14.80 (3.52) 16.41 (6.53) < 0.001

PTA 71.29 (20.97) 63.24 (15.56) < 0.001

INR 1.30 (0.32) 1.42 (0.45) < 0.001

D-D 1.84 (2.75) 3.75 (5.42) < 0.001

PVD 12.86 (2.34) 14.89 (3.34) < 0.001

SVD 8.64 (2.90) 10.43 (3.50) < 0.001

PVV 21.08 (5.34) 19.86 (6.19) 0.012

GLR 102.36 (189.29) 78.97 (97.41) 0.064

SII 258.89 (285.64) 298.02 (473.51) 0.232

ANRI 40.18 (70.91) 27.31 (46.83) 0.011

PNI 43.51 (7.67) 39.47 (6.60) < 0.001

NLR 3.42 (3.23) 4.04 (3.21) 0.022

PLR 92.75 (74.60) 110.43 (77.54) 0.006

ALRI 107.63 (256.37) 77.70 (66.09) 0.056

PLT: Platelet count; ALB: Albumin; PT: Prothrombin time; PTA: Prothrombin activity; INR: International normalized ratio; D-D: D-dimer; PVD: Portal vein 
diameter; SVD: Splenic vein diameter; PVV: Portal vein velocity; GLR: Gamma-glutamyl transpeptidase to lymphocyte count ratio; SII: Systemic immune-
inflammation index; ANRI: Aspartate transaminase to neutrophil ratio index; PNI: Prognostic nutritional index; NLR: Neutrophil-to-lymphocyte ratio; 
PLR: Platelet-to-lymphocyte ratio; ALRI: Aspartate transaminase to lymphocyte ratio index; PVT: Portal vein thrombosis.

Predictor selection
All patients formed a cohort to explore the PVT-related risk factors. LASSO regression analysis was used to penalize the 
absolute values of the coefficients (Figure 2). The LASSO results showed that 13 variables were strongly associated with 
the occurrence of PVT (Supplementary Table 1). Based on the results of the multivariate logistic analysis, 9 variables were 
identified, including etiology, ascites, GOV, PLT, D-D, PVD, PVV, ANRI, and PLR. We also performed univariate logistic 
regression analyses of the 13 variables of interest for further comparison (Table 3). Furthermore, VIF and correlation 
matrix plots (Figure 3) revealed no significant multicollinearity between the variables. Subsequently, nine independent 
risk factors for PVT were included in the multivariate logistic regression model.

Table 3 The results of univariate and multivariate analysis

Univariate analysis Multivariate analysis
Characteristics

OR CI P value OR CI P value

Etiology

AIH Reference Reference

Hepatitis 1.890 1.066-3.350 0.029 1.772 0.869-3.613 0.115 

Others 3.348 1.749-6.408 0.000 2.893 1.309-6.395 0.009 

Ascites

https://f6publishing.blob.core.windows.net/5e1f60a5-31b8-4dc4-b27b-e041871df4fe/WJGO-16-1213-supplementary-material.pdf
https://f6publishing.blob.core.windows.net/5e1f60a5-31b8-4dc4-b27b-e041871df4fe/WJGO-16-1213-supplementary-material.pdf
https://f6publishing.blob.core.windows.net/5e1f60a5-31b8-4dc4-b27b-e041871df4fe/WJGO-16-1213-supplementary-material.pdf
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No Reference Reference

Yes 4.394 3.043-6.346 0.000 2.007 1.27-3.174 0.003 

GOV

No Reference Reference

Yes 13.660 6.165-30.266 0.000 5.844 2.385-14.321 0.000 

ANRI

< 48 Reference Reference

≥ 48 0.418 0.257-0.677 0.000 0.457 0.249-0.839 0.011 

INR

< 1.27 Reference Reference

≥ 1.27 2.646 1.887-3.710 0.000 1.389 0.722-2.672 0.326 

PLR

≤ 68.06 Reference Reference

> 68.06 1.846 1.305-2.610 0.001 2.308 1.474-3.615 0.000 

ALB, g/L

< 43 Reference Reference

≥ 43 0.292 0.185-0.460 0.000 0.700 0.387-1.269 0.240 

D-D, μg/mL

≤ 2.52 Reference Reference

> 2.52 4.860 3.345-7.059 0.000 2.795 1.805-4.33 0.000 

PLT, × 109/L

< 85 Reference Reference

≥ 85 0.420 0.286-0.615 0.000 0.520 0.306-0.884 0.016 

PT, s

< 14.4 Reference Reference

≥ 14.4 2.458 1.755-3.442 0.000 1.279 0.67-2.441 0.456 

PVD, mm

< 14.5 Reference Reference

≥ 14.5 3.613 2.509-5.202 0.000 2.110 1.345-3.31 0.001 

PVV, cm/s

< 20.05 Reference Reference

≥ 20.05 0.515 0.369-0.718 0.000 0.640 0.424-0.965 0.033 

SVD, mm

< 8 Reference Reference

≥ 8 3.680 2.511-5.394 0.000 1.281 0.772-2.128 0.338 

AIH: Autoimmune hepatitis; GOV: Gastroesophageal varices; ANRI: Aspartate transaminase to neutrophil ratio index; INR: International normalized ratio; 
PLR: Platelet-to-lymphocyte ratio; ALB: Albumin; D-D: D-dimer; PLT: Platelet count; PT: Prothrombin time; PVD: Portal vein diameter; PVV: Portal vein 
velocity; SVD: Splenic vein diameter.

Cut-off values for continuous variables
Determine the optimal cut-off value of the continuity variable based on the ROC curve and the actual value of the 
laboratory test. The optimal cutoff values for PLT, D-D, PVV, PVD, ANRI, and PLR were 85, 2.52, 14.5, 20.05, 48, and 
68.06, respectively.
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Figure 2 Predictor selection for least absolute shrinkage and selection operator regression analysis. A: Least absolute shrinkage and selection 
operator coefficient profiles of the 21 variables; B: The mean−squared error was plotted vs log lambda. The left vertical dotted line shows the optimal values with the 
fewest criteria, whereas the right vertical dotted line reflects the single standard error criterion.

Figure 3 The predictive nomogram for portal vein thrombosis in patients with cirrhosis. PVV: Portal vein velocity; PLR: Platelet-to-lymphocyte ratio; 
ANRI: Aspartate transaminase to neutrophil ratio index; PLT: Platelet count; PVD: Portal vein diameter; D-D: D-dimer; GOV: Gastroesophageal varices.
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Construction and validation of the predictive nomogram
The total population was divided into training (n = 402) and testing (n = 170) groups in a 7:3 ratio, and the baseline 
characteristics of the two groups are shown in Table 4. A nomogram was constructed based on the independent risk 
factors in the training group (Figure 4). The ROC curves of the training and testing groups were also plotted, and the 
AUROC of the nomogram was 0.821 and 0.829 for the training (Figure 5A) and testing groups (Figure 6A), respectively. 
To verify the calibration performance of the nomogram, calibration curves were plotted for the training (Figure 5B) and 
testing groups (Figure 6B). The calibration plot showed excellent predictive accuracy between the actual and predicted 
probabilities. To further evaluate the value of the model for clinical application, the DCA of the nomogram was plotted 
for the training group (Figure 5C) and testing groups (Figure 6C). The DCA results showed that the nomogram had good 
clinical application value. To further validate the discrimination of the nomogram, the ROC curve of each independent 
risk factor and nomogram was plotted for the training and testing groups (Figure 7). Finally, we constructed an online 
web calculator based on the nomogram (https://glfl993823.shinyapps.io/PVT_DynNomapp/). Figure 8 shows the 
application interface of the web calculator. Finally, the optimal cutoff value for the total nomogram score was 0.513. The 
sensitivity and specificity of the optimal cutoff values were 0.822 and 0.706, respectively (Supplementary Figure 1).

Figure 4 The receiver operating characteristic curve (A), calibration curve (B), and decision curve analysis (C) for the training group. PVT: 
Portal vein thrombosis.

DISCUSSION
The prevalence of PVT in patients awaiting liver transplantation ranges from 2% to 26%[20]. In contrast, prospective 
studies have shown that the incidence of PVT ranges from 1.6% to 8.4%[21,22]. Studies have shown that PVT is often 
associated with nonalcoholic steatohepatitis[23]. Therefore, the different incidences and prevalence of PVT may be 
associated with cirrhotic etiology. This may also be one reason for the large variation in the incidence of PVT in studies 
conducted in different countries. Similarly, a cirrhotic etiology was found to be an independent risk factor for PVT in the 
present study. Regarding clinical signs, patients with cirrhosis with PVT had more common ascites and GOV. On 
laboratory tests, patients with cirrhosis with PVT had higher D-D and lower ALB and PLT levels, while patients with 
cirrhosis with PVT had wider PVD and slower PVV. Regarding systemic inflammatory markers, patients with cirrhosis 
and PVT had higher NLR and PLR and lower ANRI levels.

https://glfl993823.shinyapps.io/PVT_DynNomapp/
https://glfl993823.shinyapps.io/PVT_DynNomapp/
https://glfl993823.shinyapps.io/PVT_DynNomapp/
https://f6publishing.blob.core.windows.net/5e1f60a5-31b8-4dc4-b27b-e041871df4fe/WJGO-16-1213-supplementary-material.pdf
https://f6publishing.blob.core.windows.net/5e1f60a5-31b8-4dc4-b27b-e041871df4fe/WJGO-16-1213-supplementary-material.pdf
https://f6publishing.blob.core.windows.net/5e1f60a5-31b8-4dc4-b27b-e041871df4fe/WJGO-16-1213-supplementary-material.pdf
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Table 4 The baseline of training and testing groups, n (%)

Characteristics Training group (n = 402) Testing group (n = 170) P value

Etiology

AIH 44 (10.90) 16 (9.40) 0.572 

Hepatitis 268 (66.70) 121 (71.20)

Others 90 (22.40) 33 (19.40)

Ascites 

No 138 (34.30) 76 (44.70) 0.024 

Yes 264 (65.70) 94 (55.30)

GOV 

No 56 (13.90) 24 (14.10) 1.000 

Yes 346 (86.1) 146 (85.90)

PLT 

< 85 287 (71.40) 129 (75.90) 0.318 

≥ 85 115 (28.60) 41 (24.10)

D-D 

≤ 2.52 262 (65.20) 99 (58.20) 0.140 

>2.52 140 (34.80) 71 (41.80)

PVD 

< 14.5 253 (62.90) 114 (67.10) 0.398 

≥ 14.5 149 (37.10) 56 (32.90)

PVV 

< 20.05 196 (48.80) 89 (52.40) 0.487 

≥ 20.05 206 (51.20) 81 (47.60)

ANRI 

< 48 344 (85.60) 141 (82.90) 0.501 

≥ 48 58 (14.40) 29 (17.10)

PLR 

≤ 68.06 148 (36.80) 58 (34.10) 0.604 

> 68.06 254 (63.20) 112 (65.90)

AIH: Autoimmune hepatitis; GOV: Gastroesophageal varices; PLT: Platelet count; D-D: D-dimer; PVD: Portal vein diameter; PVV: Portal vein velocity; 
ANRI: Aspartate transaminase to neutrophil ratio index; PLR: Platelet-to-lymphocyte ratio.

The mechanisms underlying the development of PVT are still being investigated and may be related to a hyperco-
agulable state, platelet activation, endothelial cell injury, or hemodynamic changes[24,25]. SVD, PVD, PLT, PVV, GOV, D-
D, ALB, and ascites have all been reported as independent risk factors of PVT[26-29]. In the present study, PVV, PVD, 
GOV, D-D, PLT, and ascites were found to be independent risk predictors of PVT.

The diagnosis of portal vein thrombosis associated are still facing great challenges in the process of liver cirrhosis. 
Early diagnosis and intervention of portal vein thrombosis are of great significance to patient prognosis. Systemic inflam-
matory markers and clinical indices are closely associated with disease diagnosis and prognosis. In this study, we 
explored the correlation between systemic inflammatory markers, clinical indices, and PVT. Compared to other PVT 
prognostic models[30,31], PLR was also found to be an independent risk factor for PVT in present study. The model in 
this study used clinical indicators and indices as predictors; the indicators were easy to calculate, and the nomogram was 
more convenient for clinicians to apply.

The AST is a routine test for patients with cirrhosis. It is commonly used to assess the severity of liver diseases[32]. 
Recently, studies have reported that prognostic indices based on inflammatory cells such as neutrophils and lymphocytes 
can reflect the survival of various malignancies, and ANRI is a commonly used index[33,34]. Interestingly, ANRI was 
found to be an independent risk factor for PVT in this study.
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Figure 5 The receiver operating characteristic curve (A), calibration curve (B), and decision curve analysis (C) for the testing group. PVT: 
Portal vein thrombosis.

Figure 6 Comparison of area under the receiver operating characteristic between the nomogram and all independent risk factors in the 
training group (A) and testing group (B). PVV: Portal vein velocity; PLR: Platelet-to-lymphocyte ratio; ANRI: Aspartate transaminase to neutrophil ratio index; 
PLT: Platelet count; PVD: Portal vein diameter; D-D: D-dimer; GOV: Gastroesophageal varices.
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Figure 7 Correlation matrix plot for independent risk factors. PVV: Portal vein velocity; PLR: Platelet-to-lymphocyte ratio; ANRI: Aspartate transaminase 
to neutrophil ratio index; PLT: Platelet count; PVD: Portal vein diameter; D-D: D-dimer; GOV: Gastroesophageal varices.

Figure 8 The interface for network calculator. PVV: Portal vein velocity; PLR: Platelet-to-lymphocyte ratio; ANRI: Aspartate transaminase to neutrophil ratio 
index; PLT: Platelet count; PVD: Portal vein diameter; D-D: D-dimer; GOV: Gastroesophageal varices.

Relevant studies on the novel markers of PVT have also been reported. A disintegrin and metalloprotease with 
thrombospondin 1 repeats Nr.13 (ADAMTS-13), is expected to be the most promising marker of PVT. ADAMTS-13 
activity is inversely correlated with PVT, and is independently associated with PVT in patients with cirrhosis[35]. A 
recent prospective study showed that an ADAMTS-13/VWF ratio < 0.4 in patients with compensated cirrhosis could be a 
reliable biomarker for predicting the development of PVT[36]. The intestinal flora is also closely related to the formation 
of thrombosis[37]. And the portal vein is a bridge between the intestines and liver. The intestinal flora and related 
metabolites may also be essential for portal vein formation. However, further research is needed on the value of these 
indicators in PVT. With continuous research and the application of new biotechnologies, an increasing number of novel 
markers will be discovered, which will be helpful in diagnosing PVT.
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The present study had several strengths and limitations. The sample size included in this study is one of the strengths 
of this study. However, this was a retrospective, single-center study, and only patients with cirrhosis who developed PVT 
during the natural course of cirrhosis were included. Therefore, a large multicenter study is needed to obtain a more 
representative sample and a higher statistical efficacy of the results.

CONCLUSION
A nomogram for predicting PVT in a cirrhotic population was successfully constructed and validated based on etiology, 
PLT, ANRI, ascites, GOV, D-D, PVD, PLR, and PVV. Meanwhile, a more intuitive and easy-to-use web calculator for 
clinical decision-makers was constructed based on the nomogram. The model will help identify people at a high risk of 
PVT in cirrhosis, which is expected to enable early intervention and improve patient prognosis.

ARTICLE HIGHLIGHTS
Research background
Portal vein thrombosis (PVT) is one of the complications of cirrhosis and one of the major public health concerns. PVT is 
found incidentally during the natural course of cirrhotic patients, and the formation of PVT is closely related to patient 
prognosis.

Research motivation
The identification of people at high risk for PVT is crucial for the prevention and treatment of PVT, therefore, it is 
necessary to develop an early prediction model of the probability of developing PVT in cirrhotic patients to guide clinical 
decision-making.

Research objectives
Development and validation of a nomogram and network calculator based on clinical blood inflammation markers for 
early identification of people at high risk of PVT.

Research methods
By 1:1 propensity score matching, 572 eligible patients with cirrhosis were screened and their relevant clinical data were 
collected. Risk factors associated with the development of PVT were identified using the least absolute shrinkage and 
selection operator and multivariate logistic regression analysis. Variance inflation factor and correlation matrix plots 
tested for multicollinearity between variables. Finally, nomograms and network calculators predicting the risk of PVT 
occurrence were constructed and validated based on the independent risk factors for PVT.

Research results
A total of 572 patients with cirrhosis were included in this study. The final nine parameters identified as independent risk 
factors for PVT in cirrhosis were etiology, ascites, gastroesophageal varices (GOV), platelet count (PLT), D-dimer (D-D), 
portal vein diameter (PVD), portal vein velocity (PVV), aspartate aminotransferase-to-neutrophil ratio index (ANRI), and 
platelet-to-lymphocyte ratio (PLR). The area under the receiver operating characteristic of the constructed nomogram was 
0.821 and 0.829 in the training and test groups, respectively. The calibration curves and DCA showed good clinical 
performance. Finally, the best threshold for the total score of the nomogram was 0.513. The sensitivity and specificity of 
the best threshold were 0.822 and 0.706, respectively.

Research conclusions
Etiology, ascites, GOV, PLT, D-D, PVD, PVV, ANRI, and PLR were the independent risk factors for PVT in cirrhosis. The 
constructed nomogram had its excellent clinical performance.

Research perspectives
In this article, we constructed a prediction model about the risk of developing PVT in the natural course of cirrhosis, and 
also confirmed that inflammatory markers have a good application value in the diagnosis of PVT. A convenient web-
based calculator was also constructed to enable the assessment of the risk of developing PVT in patients with cirrhosis.
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