
World Journal of
Gastroenterology

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

World J Gastroenterol  2024 February 7; 30(5): 424-515

Published by Baishideng Publishing Group Inc



WJG https://www.wjgnet.com I February 7, 2024 Volume 30 Issue 5

World Journal of 

GastroenterologyW J G
Contents Weekly Volume 30 Number 5 February 7, 2024

EDITORIAL

Leveraging machine learning for early recurrence prediction in hepatocellular carcinoma: A step towards 
precision medicine

424

Ravikulan A, Rostami K

REVIEW

Nicotinamide adenine dinucleotide phosphate oxidase in pancreatic diseases: Mechanisms and future 
perspectives

429

Bi YW, Li LS, Ru N, Zhang B, Lei X

ORIGINAL ARTICLE

Retrospective Study

Evaluation of the efficacy and safety of endoscopic band ligation in the treatment of bleeding from mild to 

moderate gastric varices type 1
440

Deng Y, Jiang Y, Jiang T, Chen L, Mou HJ, Tuo BG, Shi GQ

Development and validation of a prediction model for early screening of people at high risk for colorectal 
cancer

450

Xu LL, Lin Y, Han LY, Wang Y, Li JJ, Dai XY

Diagnosis and treatment experience of atypical hepatic cystic echinococcosis type 1 at a tertiary center in 
China

462

Li YP, Zhang J, Li ZD, Ma C, Tian GL, Meng Y, Chen X, Ma ZG

Basic Study

Recombinant adeno-associated virus 8-mediated inhibition of microRNA let-7a ameliorates sclerosing 
cholangitis in a clinically relevant mouse model

471

Hua H, Zhao QQ, Kalagbor MN, Yu GZ, Liu M, Bian ZR, Zhang BB, Yu Q, Xu YH, Tang RX, Zheng KY, Yan C

Bile acids inhibit ferroptosis sensitivity through activating farnesoid X receptor in gastric cancer cells485

Liu CX, Gao Y, Xu XF, Jin X, Zhang Y, Xu Q, Ding HX, Li BJ, Du FK, Li LC, Zhong MW, Zhu JK, Zhang GY

CASE REPORT

Dynamic ultrasonography for optimizing treatment position in superior mesenteric artery syndrome: Two 
case reports and review of literature

499

Hasegawa N, Oka A, Awoniyi M, Yoshida Y, Tobita H, Ishimura N, Ishihara S



WJG https://www.wjgnet.com II February 7, 2024 Volume 30 Issue 5

World Journal of Gastroenterology
Contents

Weekly Volume 30 Number 5 February 7, 2024

LETTER TO THE EDITOR

Prevention of hepatitis B reactivation in patients with hematologic malignancies treated with novel 
systemic therapies: Who and Why?

509

Tonnini M, Solera Horna C, Ielasi L

Can serum immunoglobulin G4 levels and age serve as reliable predictors of relapse in autoimmune 
pancreatitis?

512

Song JM, Sun SY



WJG https://www.wjgnet.com III February 7, 2024 Volume 30 Issue 5

World Journal of Gastroenterology
Contents

Weekly Volume 30 Number 5 February 7, 2024

ABOUT COVER

Editorial Board Member of World Journal of Gastroenterology, Anca Trifan, MD, PhD, FRCP, FEBG, AGAF, Professor, 
“Grigore T. Popa” University of Medicine and Pharmacy, “St. Spiridon” University Hospital, Institute of 
Gastroenterology and Hepatology, Iasi 700111, Romania. ancatrifan@yahoo.com

AIMS AND SCOPE

The primary aim of World Journal of Gastroenterology (WJG, World J Gastroenterol) is to provide scholars and readers 
from various fields of gastroenterology and hepatology with a platform to publish high-quality basic and clinical 
research articles and communicate their research findings online. WJG mainly publishes articles reporting research 
results and findings obtained in the field of gastroenterology and hepatology and covering a wide range of topics 
including gastroenterology, hepatology, gastrointestinal endoscopy, gastrointestinal surgery, gastrointestinal 
oncology, and pediatric gastroenterology.

INDEXING/ABSTRACTING

The WJG is now abstracted and indexed in Science Citation Index Expanded (SCIE), MEDLINE, PubMed, PubMed 
Central, 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 WJG as 4.3; 
Quartile category: Q2. The WJG’s CiteScore for 2021 is 8.3.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Hua-Ge Yu; Production Department Director: Xu Guo; Editorial Office Director: Jia-Ru Fan.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

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

ISSN GUIDELINES FOR ETHICS DOCUMENTS

ISSN 1007-9327 (print) ISSN 2219-2840 (online) https://www.wjgnet.com/bpg/GerInfo/287

LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH

October 1, 1995 https://www.wjgnet.com/bpg/gerinfo/240

FREQUENCY PUBLICATION ETHICS

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

EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Andrzej S Tarnawski https://www.wjgnet.com/bpg/gerinfo/208

EXECUTIVE ASSOCIATE EDITORS-IN-CHIEF POLICY OF CO-AUTHORS

Xian-Jun Yu (Pancreatic Oncology), Jian-Gao Fan (Chronic Liver Disease), Hou-
Bao Liu (Biliary Tract Disease)

https://www.wjgnet.com/bpg/GerInfo/310

EDITORIAL BOARD MEMBERS ARTICLE PROCESSING CHARGE

http://www.wjgnet.com/1007-9327/editorialboard.htm https://www.wjgnet.com/bpg/gerinfo/242

PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS

February 7, 2024 https://www.wjgnet.com/bpg/GerInfo/239

COPYRIGHT ONLINE SUBMISSION

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

PUBLISHING PARTNER PUBLISHING PARTNER's OFFICIAL WEBSITE

Shanghai Pancreatic Cancer Institute and Pancreatic Cancer Institute, Fudan 
University 
Biliary Tract Disease Institute, Fudan University

https://www.shca.org.cn 
https://www.zs-hospital.sh.cn

© 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/bpg/GerInfo/310
http://www.wjgnet.com/1007-9327/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
https://www.shca.org.cn
https://www.zs-hospital.sh.cn
mailto:office@baishideng.com
https://www.wjgnet.com


WJG https://www.wjgnet.com 512 February 7, 2024 Volume 30 Issue 5

World Journal of 

GastroenterologyW J G
Submit a Manuscript: https://www.f6publishing.com World J Gastroenterol 2024 February 7; 30(5): 512-515

DOI: 10.3748/wjg.v30.i5.512 ISSN 1007-9327 (print) ISSN 2219-2840 (online)

LETTER TO THE EDITOR

Can serum immunoglobulin G4 levels and age serve as reliable 
predictors of relapse in autoimmune pancreatitis?

Jun-Min Song, Si-Yu Sun

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): A 
Grade B (Very good): B 
Grade C (Good): 0 
Grade D (Fair): 0 
Grade E (Poor): 0

P-Reviewer: Altonbary AY, Egypt; 
Salvadori M, Italy

Received: December 11, 2023 
Peer-review started: December 11, 
2023 
First decision: December 22, 2023 
Revised: December 23, 2023 
Accepted: January 12, 2024 
Article in press: January 12, 2024 
Published online: February 7, 2024

Jun-Min Song, Si-Yu Sun, Department of Gastroenterology, Shengjing Hospital of China 
Medical University, Shenyang 110004, Liaoning Province, China

Corresponding author: Si-Yu Sun, MD, PhD, Professor, Department of Gastroenterology, 
Shengjing Hospital of China Medical University, No. 36 Sanhao Street, Shenyang 110004, 
Liaoning Province, China. sunsy@sj-hospital.org

Abstract
We are writing in response to the paper published in the World Journal of Gastroen-
terology by Zhou et al. The authors identified higher serum immunoglobulin (Ig) 
G4 levels and age over 55 years as independent risk factors for disease relapse. 
Despite notable strengths, it is crucial to address potential biases. Firstly, the 
cohort study included 189 patients with autoimmune pancreatitis (AIP) type 1 
(with higher IgG4 seropositivity and higher relapse) and 24 with type 2 (with 
lower IgG4 seropositivity and lower relapse). Consequently, most, if not all, AIP 
type 2 patients were assigned to the normal group, possibly inflating the asso-
ciation of higher serum IgG4 levels with relapse and potentially exaggerating the 
association of older age with relapse. Secondly, the authors did not provide 
sufficient details regarding AIP diagnosis, such as the ratio of definitive vs 
probable cases and the proportion of biopsies. In cases where histological eviden-
ce is unavailable or indeterminate, AIP type 2 may be misdiagnosed as definitive 
type 1, and type 1 may also be misdiagnosed as probable type 2, particularly in 
cases with normal or mildly elevated serum IgG4 levels. Lastly, in this retro-
spective study, approximately one-third of the consecutive patients initially 
collected were excluded for various reasons. Accordingly, the impact of non-
random exclusion on relapse outcomes should be carefully considered. In 
conclusion, the paper by Zhou et al offers plausible, though not entirely com-
pelling, evidence suggesting a predictive role of elevated serum IgG4 levels and 
advanced age in AIP relapse. The foundation for future investigations lies in 
ensuring a reliable diagnosis and accurate disease subtyping, heavily dependent 
on obtaining histological specimens. In this regard, endoscopic ultrasound-guided 
fine-needle biopsy emerges as a pivotal component of the diagnostic process, 
contributing to mitigating biases in future explorations of the disease.

Key Words: Autoimmune pancreatitis; Immunoglobulin; Endoscopic ultrasound; Relapse; 
Age
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Core Tip: This paper assesses the strengths and potential biases of the provided study. Accurate diagnosis and subtyping are 
crucial for both clinical practice and research. In this context, endoscopic ultrasound-guided fine-needle biopsy emerges as a 
pivotal component of the diagnostic process, playing a key role in mitigating the introduction of various biases in future 
investigations of autoimmune pancreatitis.
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TO THE EDITOR
We are writing in response to the recent clinical research paper published in the World Journal of Gastroenterology by Zhou 
et al[1]. In their study, the authors presented a cohort of 213 patients diagnosed with autoimmune pancreatitis (AIP), 
assigned to two groups based on serum immunoglobulin (Ig) G4 levels. Specifically, 148 patients were assigned to the 
abnormal group with serum IgG4 levels exceeding 2-fold the upper limit of the reference range, while 65 patients 
belonged to the normal group with serum IgG4 levels at or below this threshold. Through a comprehensive comparison 
of clinical characteristics and outcomes between these two groups, Zhou et al[1] identified higher serum IgG4 levels and 
age over 55 years as independent risk factors for disease relapse.

The significance of this large-sample study, considering the relative rarity of AIP, lies in its potential to contribute 
valuable insights to the management of patients with AIP. The findings suggest that monitoring serum IgG4 levels, 
particularly when exceeding 2-fold the upper limit of the reference range, can serve as a useful predictive indicator for 
disease relapse. Furthermore, the identification of age over 55 years as an independent risk factor adds dimension to the 
prognostic considerations for AIP. The implications of these results are noteworthy, as they may guide clinicians in 
developing more targeted and effective management strategies for AIP patients. The study conducted by Zhou et al[1] 
provides a solid foundation for further discussions and investigations in the field of AIP, shedding light on potential 
paths for improved patient care and outcomes.

AIP represents a distinctive form of chronic pancreatitis triggered by aberrant autoimmune or inflammatory reactions. 
The disease encompasses two clinical subtypes, namely type 1 (histologically defined as lymphoplasmacytic sclerosing 
pancreatitis) and type 2 (histologically defined as idiopathic duct-centric pancreatitis). Despite sharing indistinguishable 
imaging manifestations and exhibiting a complete response to steroid treatments, these two subtypes display distinct 
clinical, histological, and prognostic features[2]. Notably, patients with AIP type 1 exhibit higher IgG4 seropositivity 
(60%-80%)[3-5] and a more elevated relapse rate (up to 60%)[4] compared to those with type 2, where IgG4 seropositivity 
is lower (approximately 20%)[4,5], and the relapse rate is correspondingly reduced (approximately 20%)[6,7]. 
Additionally, individuals with type 1 are, on average, two decades older than their type 2 counterparts[2].

One of the outstanding challenges in clinical practice is identifying reliable risk factors associated with the relapse of 
AIP type 1. Presently, the most pertinent factors include proximal bile duct involvement (vs no involvement), diffuse 
pancreatic enlargement (vs focal enlargement), and initial treatment with steroids (vs surgical resection)[8]. However, the 
role of elevated serum IgG4 levels and older age remains contentious, as discussed in this paper and other sources[8]. The 
primary contribution of this study is to underscore the significance of elevated serum IgG4 levels and older age in 
predicting relapse. However, it is crucial to interpret this contribution cautiously due to potential biases. Firstly, the 
cohort study included 189 patients with AIP type 1 and 24 with type 2, resulting in a proportion of type 2 patients of 
approximately 10%, consistent with an international multicenter study[9]. Consequently, most, if not all, AIP type 2 
patients (with lower IgG4 seropositivity and lower relapse rates) were assigned to the normal group, possibly inflating 
the association of higher serum IgG4 levels with relapse. Similarly, the abnormal group mostly comprised AIP type 1 
patients with older age (as indicated in the study, male patients in the abnormal group were older than their normal 
group counterparts) and higher IgG4 seropositivity, potentially exaggerating the association of older age with relapse. 
Secondly, the authors did not provide sufficient details regarding AIP diagnosis, such as the ratio of definitive vs 
probable cases and the proportion of biopsies. According to international consensus diagnostic criteria, biopsy is 
mandatory for AIP type 2 but not for type 1[10]. However, in cases where histological evidence is unavailable or 
indeterminate, AIP type 2 may be misdiagnosed as definitive type 1[11], and type 1 may also be misdiagnosed as 
probable type 2, particularly in cases with normal or mildly elevated serum IgG4 levels. Lastly, in this retrospective 
study, a total of 308 consecutive patients were initially collected, but 95 patients (approximately one-third) were excluded 
for various reasons. As the exclusion was not random (e.g., patients with no relapse were more likely to be excluded due 
to incomplete follow-up data), the impact of exclusion on relapse outcomes should be carefully considered.

In conclusion, the clinical research paper authored by Zhou et al[1] provides plausible, albeit not entirely compelling, 
evidence suggesting a predictive role of elevated serum IgG4 levels and advanced age in the relapse of AIP. These 
findings, while intriguing, warrant further validation through prospective, multi-center studies with larger sample sizes. 
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The cornerstone of such investigations lies in ensuring a reliable diagnosis and accurate disease subtyping, a task heavily 
reliant on obtaining histological specimens. In this regard, endoscopic ultrasound (EUS)-guided fine needle aspiration 
(FNA) and biopsy (FNB) emerge as pivotal components of the diagnostic process. While EUS-FNA proves valuable in 
distinguishing between the two subtypes of AIP, particularly in seronegative cases[12], the overall performance of FNB 
surpasses that of FNA. A recent clinical research paper published in the Endoscopic Ultrasound by Thomsen et al[13] sheds 
light on this aspect. Their examination of 852 consecutive pancreatic EUS-SharkCore FNB procedures, spanning both 
benign and malignant lesions, revealed the successful acquisition of sufficient tissue cylinders for histological diagnosis in 
93.4% (796/852) of cases. Despite immediate and late complications occurring in 5.4% and 4.7% of procedures, 
respectively, only 0.2% required intervention. Notably, among the FNB procedures from 15 patients with AIP (10 type 1 
and 5 type 2), the study reported a sensitivity of 83.3%, a specificity of 99.5%, and an accuracy of 99.2%. Furthermore, 
EUS, especially ultrasound elastography, provides distinctive features that enhance the diagnosis of AIP, while concur-
rently aiding in its differentiation from pancreatic cancer[14,15]. Collectively, these studies underscore the potential of 
EUS-FNB as an optimal approach for diagnosing and subtyping AIP, offering a high level of efficacy and safety. This 
contributes to mitigating the introduction of various biases in future explorations of the disease.
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