Gastroenterology

Baishideng Publishing Group Inc



World Journal of
Gastroenterology

Contents Weekly Volume 30 Number 33 September 7, 2024
EDITORIAL
3791  Targeting both ferroptosis and pyroptosis may represent potential therapies for acute liver failure

Xing ZY, Zhang CJ, Liu LJ

3799  Lipid metabolism-related long noncoding RNAs: A potential prognostic biomarker for hepatocellular
carcinoma
Zhang RN, Fan JG
3803  Linear endoscopic ultrasound: Current uses and future perspectives in mediastinal examination
Gadour E, Al Ghamdi S, Miutescu B, Shaaban HE, Hassan Z, Almuhaidb A, Okasha HH
3810  Colorectal cancer cell dormancy: An insight into pathways
Kumar A, Saha L
3818  Early diagnostic strategies for colorectal cancer
Liu SC, Zhang H
ORIGINAL ARTICLE
Retrospective Cohort Study
3823  Pan-immune-inflammation value as a prognostic biomarker for colon cancer and its variation by primary
tumor location
Wang QY, Zhong WT, Xiao Y, Lin GL, Lu JY, Xu L, Zhang GN, Du JF, Wu B
Observational Study
3837 Human leukocyte antigen compatibility and incidence of donor-specific antibodies in pediatric liver
transplant recipients
Melere MU, Feier FH, Neumann J, Kalil AN, Montagner JM, Nader LS, da Silva CS, Junior MAF, Coral GP, Bobsin GP,
Ferreira CT
LETTER TO THE EDITOR
3846  Depression weights in patients with gastric cancer: Bibliometric analysis as a weapon to chart the future of

research

Pellegrino R, Gravina AG

uisnidenge VVIG | https://www.wjgnet.com I September 7,2024 | Volume30 | Issue33 |



World Journal of Gastroenterology

Contents
Weekly Volume 30 Number 33 September 7, 2024

ABOUT COVER

Editorial Board Member of World Journal of Gastroenterology, Sung-Chul Lim, MD, PhD, Professor, Department of
Pathology, Chosun University Hospital, Gwangju 501-717, South Korea. sclim@chosun.ac.kr

AIMS AND SCOPE

The primary aim of World Journal of Gastroenterology (WJ]G, World | 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 2024 edition of Journal Citation Reports® cites the 2023 journal impact factor (JIF) for WJG as
4.3; Quartile: Q1. The WJG’s CiteScore for 2023 is 7.8.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Hua-Ge Yu.; Production Department Director: X# Guo; Cover Editor: Jia-Ru Fan.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

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

ISSN GUIDELINES FOR ETHICS DOCUMENTS
ISSN 1007-9327 (print) ISSN 2219-2840 (online) https:/ /www.wignet.com/bpg/Gerlnfo /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.wijgnet.com/bpg/Getlnfo/288
EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Andrzej S Tarnawski https:/ /www.wignet.com/bpg/gerinfo/208
EXECUTIVE ASSOCIATE EDITORS-IN-CHIEF POLICY OF CO-AUTHORS

Jian-Gao Fan (Chronic Liver Disease) https:/ /www.wignet.com/bpg/Gerlnfo/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
September 7, 2024 https:/ /www.wijgnet.com/bpg/Getlnfo/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 | https://www.shca.org.cn

University https:/ /www.zs-hospital.sh.cn

Biliary Tract Disease Institute, Fudan University

© 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

63%9@ WJG | https://www.wjgnet.com I September 7,2024 | Volume30 | Issue33 |



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

Submit a Manuscript: https:/ /www.f6publishing.com

DOI: 10.3748 / wjg.v30.i33.3799

World Journal of
Gastroenterology

World | Gastroenterol 2024 September 7; 30(33): 3799-3802

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

EDITORIAL

Lipid metabolism-related long noncoding RNAs: A potential
prognostic biomarker for hepatocellular carcinoma

Rui-Nan Zhang, Jian-Gao Fan

Specialty type: Gastroenterology
and hepatology

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

Peer-review model: Single blind

Peer-review report’s classification
Scientific Quality: Grade C
Novelty: Grade B

Creativity or Innovation: Grade B
Scientific Significance: Grade B

P-Reviewer: Zhang C

Received: March 26, 2024
Revised: August 13, 2024
Accepted: August 16, 2024

Published online: September 7,
2024

Processing time: 159 Days and 11.2
Hours

Jaishideng®

WIG | https://www.wjgnet.com

Rui-Nan Zhang, Jian-Gao Fan, Department of Gastroenterology, Xinhua Hospital Affiliated to
Shanghai Jiao Tong University School of Medicine, Shanghai 200092, China

Corresponding author: Jian-Gao Fan, MD, PhD, Director, Professor, Department of
Gastroenterology, Xinhua Hospital Affiliated to Shanghai Jiao Tong University School of
Medicine, No. 1665 Kongjiang Road, Shanghai 200092, China. fanjiangao@xinhuamed.com.cn

Abstract

The incidence rates of hepatocellular carcinoma (HCC) have increased in recent
decades. Despite advancements in therapy and early diagnosis improving short-
term prognosis, long-term outcomes remain poor. Long noncoding RNAs
(IncRNAs) and lipid metabolism play crucial roles in the development and
progression of HCC. Enhanced lipid synthesis promotes HCC progression, and
IncRNAs can reprogram the expression of lipogenic enzymes. Consequently, lipid
metabolism-related (LMR)-IncRNAs regulate lipid anabolism, accelerating the
onset and progression of HCC. This suggests that LMR-IncRNAs could serve as
novel prognostic biomarkers and therapeutic targets.

Key Words: Long noncoding RNAs; Lipid metabolism; Hepatocellular carcinoma,;
Prognosis; Biomarker
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Core Tip: Lipid metabolism and long noncoding RNAs (IncRNAs) are pivotal in hepato-
cellular carcinoma (HCC) development. While the prognosis of HCC remains poor and
prognostic biomarkers are lacking, lipid metabolism-related IncRNAs may be promising
candidates for prognostic biomarkers in HCC.
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INTRODUCTION

Primary liver cancer ranks sixth globally among all malignant tumors and is the third leading cause of cancer-related
mortality worldwide. It is also a major cause of death in cirrhosis, with about 80%-90% of primary liver cancers being
hepatocellular carcinoma (HCC)[1,2]. The primary causes of cirrhosis leading to HCC include hepatitis B virus infection,
hepatitis C virus infection, alcohol-related liver disease, and metabolic dysfunction-associated fatty liver disease[1,3]. The
main therapeutic strategies for HCC include surgical resection, radiotherapy, chemotherapy, vascular interventional
treatments, and immunotherapy. However, the 5-year survival rate remains unsatisfactory, as many patients are
diagnosed at an advanced stage, resulting in a poor prognosis[4,5]. Therefore, identifying new prognostic biomarkers and
exploring underlying molecular mechanisms are crucial to improve HCC treatment modalities.

Metabolic reprogramming of lipids, such as fatty acids (FA), is an important marker of liver carcinogenesis and
progression. Understanding this mechanism can help elucidate the complexity of HCC pathogenesis[6,7]. Long
noncoding RNAs (IncRNAs) also play significant roles in HCC development[8]. Moreover, IncRNAs are key mediators of
lipid metabolism and are directly involved in the reprogramming of lipid metabolism in HCC cells. Several studies have
shown that IncRNAs such as RP11-386G11.10 and nuclear paraspeckle assembly transcript 1 (NEAT1) regulate the
expression of FA synthase (FASN) and adipose triglyceride lipase (ATGL) to promote lipid anabolism, accelerating HCC
progression and influencing patient prognosis[9,10]. Lipid metabolism-related (LMR)-IncRNAs may serve as biomarkers
for early diagnosis and prognosis of HCC[11].

PROGNOSTIC BIOMARKERS IN HCC

The long-term prognosis for HCC remains poor, with a 5-year survival rate of only 17%[12]. HCC patients often exhibit
no symptoms in the early stages, and clinical signs typically manifest only at advanced stages of the disease.
Consequently, the prognosis is unsatisfactory, and therapeutic interventions have low efficacy when HCC is diagnosed at
advanced stages[13]. There is a significant need for biomarkers to enable early detection and prognosis of HCC.

Serum alpha-fetoprotein (AFP) is the most widely used biomarker for HCC. However, its utility for early detection is
limited due to poor sensitivity. To enhance diagnostic performance, serum AFP is often used in combination with AFP
lectin fraction (AFP-L3) and des-gamma-carboxy prothrombin[14]. Other biomarkers, such as glypican 3[15], cytokeratin
19[16], midkine[17], Golgi protein 73[18], osteopontin[19], and squamous cell carcinoma antigen[20], as well as liquid
biopsies including circulating tumor cells, circulating tumor DNA, microRNA, and extracellular vesicles, also play roles
in the diagnosis and prognosis of HCC[21]. However, these markers have not yet been widely adopted in clinical practice.

IncRNAs are defined as RNAs longer than 200 nucleotides that do not encode protein products. Numerous studies
have shown that IncRNAs are involved in various biological processes, including cell cycle regulation, proliferation,
apoptosis, and cell death, and that they mediate cancer growth, invasion, and metastasis[22,23]. Abnormal IncRNA
expression can impact the initiation and development of different diseases[23]. LncRNAs have also been identified as
early diagnostic markers for HCC, serving as promising candidates for early biomarkers that enable timely intervention
and improve patient outcomes[24]. Additionally, IncRNAs have demonstrated substantial prognostic value in HCC and
are associated with HCC progression and poor prognosis, highlighting their prognostic potential[25,26].

LMR-LNCRNAS AND HCC

Lipid metabolic reprogramming is significantly altered in various cancer cells, with increasing research highlighting that
metabolic dysregulation plays a crucial role in tumorigenesis and progression. Specifically, FA accumulation is associated
with membrane synthesis, energy storage, and the generation of signaling molecules. Enhanced lipid synthesis or uptake
promotes the rapid growth of cancer cells and induces tumor formation in cancers such as gastric cancer, breast cancer,
colorectal adenocarcinoma, and esophageal adenocarcinoma[27]. FA metabolism is also essential in HCC. Increased
accumulation of FAs in tumor cells promotes HCC progression by either enhancing FA synthesis or inhibiting FA
oxidation. Conversely, inhibiting FA metabolism restricts HCC proliferation[6].

Aberrant IncRNA expression and FA signaling dysfunction both contribute to HCC occurrence and development.
Several studies have reported that IncRNAs play a critical role in FA metabolism. Disruption of the CCT3-LINC00326
regulatory network leads to decreased lipid accumulation and increased lipid degradation in vitro, as well as reduced
tumor growth in vivo, correlating strongly with poor HCC prognosis[28]. RP11-386G11.10 functions as a competing
endogenous RNA for miR-345-3p, regulating the expression of nucleoprotein HNRNPU and its downstream lipogenic
enzymes, such as FASN, leading to lipid accumulation in HCC cells[9]. The LncRNA-NEAT1 disrupts HCC cell lipolysis
through ATGL, with the combination of NEAT1 and ATGL showing improved prognostic accuracy for HCC[10].
LncRNA-HRI1 reduces lipid metabolism by inhibiting the activity of the SREBP1c promoter and FASN expression[29].
LncRNAs SNHGI1 and SNHG7 regulate various FA metabolism-related genes, such as glycerol kinase 2 and carnitine
palmitoyl-transferase 2, promoting FA beta-oxidation[22]. These LMR-IncRNAs identified in these studies may serve as
promising biomarkers to predict HCC prognosis.

In a recent issue of the World Journal of Gastroenterology, Wang et al[30] identified LMR-IncRN As-negative regulator of
antiviral response (NRAV), RNA transmembrane and coiled-coil domain family 1 antisense RNA 1 (TMCC1-AS1), and
RP11-81714.1-as predictive markers for HCC patients. Among these, RP11-81714.1 was strongly correlated with overall
survival (OS) and showed potential as a standalone predictive biomarker for HCC. It exhibited the highest correlation
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with adenosine triphosphate citrate lyase (ACLY), a key gene involved in lipid synthesis, regulating ACLY expression by
acting as a sponge for miR-3120-3p, thereby promoting lipid accumulation in HCC cells. This research highlights that
IncRNAs are associated with the development, progression, and prognosis of HCC, and suggests that LMR-IncRNAs,
particularly those associated with OS, may serve as novel prognostic biomarkers for HCC.

CONCLUSION

Lipid metabolism and IncRNAs are significantly associated with HCC. Several studies have identified various biomarkers
related to lipid metabolism and IncRNAs that are linked to HCC prognosis. However, a definitive prognostic biomarker
for HCC remains unmet, and further research is needed. LMR-IncRNAs could serve as potential prognostic biomarkers
for HCC, with higher expression levels of IncRNAs (NRAV, TMCC1-AS1, or RP11-81714.1) correlating with poorer
prognoses. LMR-IncRNAs may provide valuable prognostic indicators for HCC and could facilitate the development of
new therapeutic drugs and strategies.
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