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Abstract
According to the latest global cancer statistics, colorectal cancer (CRC) has emerged as the third most prevalent malignant tumor across the globe. In recent decades, the medical field has implemented several levels of CRC screening tests, encompassing fecal tests, endoscopic examinations, radiological examinations and blood tests. Previous studies have shown that leukocyte immunoglobulin-like receptor B2 (LILRB2) is involved in inhibiting immune cell function, immune evasion, and promoting tumor progression in acute myeloid leukemia and non-small cell lung cancer. However, its interaction with CRC has not been reported yet. Recently, a study published in the World Journal of Gastroenterology revealed that LILRB2 and its ligand, angiopoietin-like protein 2, are markedly overexpressed in CRC. This overexpression is closely linked to tumor progression and is indicative of a poor prognosis. The study highlights the potential of utilizing the concentration of LILRB2 in serum as a promising biomarker for tumors. However, there is still room for discussion regarding the data processing and analysis in this research.
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Core Tip: In this study, it has been extensively demonstrated that there is an overexpression of leukocyte immunoglobulin-like receptor B2 (LILRB2) and its ligand angiopoietin-like protein 2 in colorectal cancer tissues. Furthermore, these proteins have been found to be closely associated with tumor progression and poor prognosis. The author conducted an analysis of LILRB2 serum concentration using 313 serum samples and compared its advantages and disadvantages with traditional tumor markers such as carcinoembryonic antigen and carbohydrate antigen 199. However, we believe that certain aspects of data collection and analysis in the article warrant further consideration. Therefore, we would like to discuss our perspective on this intriguing research.

TO THE EDITOR
According to the most recent global cancer statistics, colorectal cancer (CRC) is now the third most common malignant tumor worldwide. It has a notably high incidence rate, a poor prognosis at advanced stages, and ranks as the second leading cause of cancer-related deaths[1,2]. However, the implementation of population-based CRC screening, such as fecal occult blood tests and endoscopy, has significantly improved overall survival rates and brought about promising prospects for the cure of CRC[3]. We have carefully read the case-control study written by Wang et al[4]. This study commences by introducing the worldwide incidence and prognosis of CRC while emphasizing the challenges associated with its current treatment. Subsequently, the research team discovered the leukocyte immunoglobulin-like receptor B2 (LILRB2) protein through prior proteomic investigations[5]. The study postulates that LILRB2 could potentially serve as both a therapeutic target and a screening biomarker for CRC. Within the experimental section, the research team collected pathological specimens and medical records from a substantial number of patients who had undergone curative surgery for CRC. The expression levels of LILRB2 were compared across various populations using serological tests, immunohistochemistry, enzyme-linked immunosorbent assay, and other experimental methods. They also compared the differences in detection between this tumor marker and traditional tumor markers. Lastly, the study summarizes the experimental results and offers recommendations for further comprehensive research.
This study employed an innovative flow cytometry analysis method in combination with traditional immunohistochemical staining methods to mutually validate the results obtained from both approaches. This approach effectively confirms the reliability of the experimental findings. Moreover, the research team utilized gene platforms for online analysis of differentially expressed genes or mRNAs between normal and cancer tissues, which complemented the protein-level experiments. The team compared the expression levels of the LILRB2 protein in CRC tissues and adjacent tissues. They also analyzed the correlation between LILRB2 mRNA expression and angiopoietin-like protein 2 (ANGPTL2) mRNA expression in CRC tissues, as well as the correlation between LILRB2 protein expression and ANGPTL2 protein expression. Furthermore, they compared the diagnostic efficiency of LILRB2 with traditional tumor markers (carcinoembryonic antigen and carbohydrate antigen 199) using serum samples.
We would like to congratulate the research team on their compelling findings. They conducted a comprehensive investigation into the expression changes of the LILRB2 protein and its ligand ANGPTL2 in the occurrence and development of colorectal tumors. However, there are some questions that require further consideration by the researchers regarding this article.
The researchers collected a total of 313 serum samples between February 2021 and October 2022. Among these, there were 117 preoperative serum samples from CRC patients, 85 postoperative serum samples, 93 serum samples from adenoma patients, and 18 serum samples from healthy controls. They then compared the differences in serum LILRB2 concentrations among CRC patients, adenoma patients, and healthy controls, and discovered statistically significant variations in LILRB2 concentrations among the three groups. However, we would like to point out that there is a significant disparity in the number of serum samples between the CRC patient group (202 samples) and the healthy control group (18 samples). This raises concerns about potential data bias in the research results. Additionally, the criteria for including patients with normal colonoscopy findings in the healthy control group may be too broad. We believe it is necessary to establish detailed inclusion criteria for the healthy control group.
It is intriguing that the research findings in this article suggest that LILRB2 mRNA expression does not correlate with overall survival or progression-free survival in CRC patients. However, the overexpression of the LILRB2 protein is significantly associated with reduced overall survival, indicating a poor prognosis in CRC patients and suggesting a pro-cancer role of the LILRB2 protein in CRC progression. These results warrant further in-depth studies to elucidate the mechanisms behind these intriguing findings.
During our review of the research results in the article, we noticed the absence of any mention regarding baseline data processing for the participants' data. This omission raises concerns about the potential introduction of bias into the research results, which could impact the accurate assessment of the findings and diminish the reliability and validity of the study.
Previous studies on LILRB2 have primarily focused on hematopoietic stem cells and bone marrow immune cells, with limited attention given to CRC. LILRB2 has been found to play a significant role in inflammatory response and cell proliferation processes in these cells[6,7]. However, LILRB2 enrichment has also been observed in several malignant tumors, such as acute myeloid leukemia, chronic lymphocytic leukemia, esophageal cancer, pancreatic cancer, non-small cell lung cancer, and breast cancer[8]. It is premature to consider LILRB2 as a specific tumor marker for CRC since elevated serum levels of LILRB2 can occur in various solid tumors. Additionally, the differential effects of LILRB2 mRNA and protein expression on CRC prognosis warrant further investigation. Moreover, LILRB2 inhibitors are currently in phase I clinical trials[9], and their efficacy in treating CRC requires further observation.
This study offers preliminary evidence supporting the potential of the LILRB2 protein as a novel therapeutic target and non-invasive screening biomarker for CRC. Its implications are particularly beneficial for clinical practitioners, as it enables early screening, precise treatment and accurate prognostic evaluation of CRC.

REFERENCES
[bookmark: OLE_LINK7384][bookmark: OLE_LINK7385]1 Siegel RL, Miller KD, Jemal A. Cancer statistics, 2020. CA Cancer J Clin 2020; 70: 7-30 [PMID: 31912902 DOI: 10.3322/caac.21590]
2 Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I, Jemal A, Bray F. Global Cancer Statistics 2020: GLOBOCAN Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer J Clin 2021; 71: 209-249 [PMID: 33538338 DOI: 10.3322/caac.21660]
3 Maida M, Macaluso FS, Ianiro G, Mangiola F, Sinagra E, Hold G, Maida C, Cammarota G, Gasbarrini A, Scarpulla G. Screening of colorectal cancer: present and future. Expert Rev Anticancer Ther 2017; 17: 1131-1146 [PMID: 29022408 DOI: 10.1080/14737140.2017.1392243]
4 Wang QQ, Zhou L, Qin G, Tan C, Zhou YC, Yao SK. Leukocyte immunoglobulin-like receptor B2 overexpression as a promising therapeutic target and noninvasive screening biomarker for colorectal cancer. World J Gastroenterol 2023; 29: 5313-5326 [PMID: 37899785 DOI: 10.3748/wjg.v29.i37.5313]
5 Wang Q, Zhou Y, Zhou G, Qin G, Tan C, Yin T, Zhao D, Yao S. Age-stratified proteomic characteristics and identification of promising precise clinical treatment targets of colorectal cancer. J Proteomics 2023; 277: 104863 [PMID: 36870673 DOI: 10.1016/j.jprot.2023.104863]
6 Colonna M, Samaridis J, Cella M, Angman L, Allen RL, O'Callaghan CA, Dunbar R, Ogg GS, Cerundolo V, Rolink A. Human myelomonocytic cells express an inhibitory receptor for classical and nonclassical MHC class I molecules. J Immunol 1998; 160: 3096-3100 [PMID: 9531263 DOI: 10.4049/jimmunol.160.7.3096]
7 Zheng J, Umikawa M, Cui C, Li J, Chen X, Zhang C, Huynh H, Kang X, Silvany R, Wan X, Ye J, Cantó AP, Chen SH, Wang HY, Ward ES, Zhang CC. Inhibitory receptors bind ANGPTLs and support blood stem cells and leukaemia development. Nature 2012; 485: 656-660 [PMID: 22660330 DOI: 10.1038/nature11095]
8 Zhang Y, Zheng J. Functions of Immune Checkpoint Molecules Beyond Immune Evasion. Adv Exp Med Biol 2020; 1248: 201-226 [PMID: 32185712 DOI: 10.1007/978-981-15-3266-5_9]
9 Siu LL, Wang D, Hilton J, Geva R, Rasco D, Perets R, Abraham AK, Wilson DC, Markensohn JF, Lunceford J, Suttner L, Siddiqi S, Altura RA, Maurice-Dror C. First-in-Class Anti-immunoglobulin-like Transcript 4 Myeloid-Specific Antibody MK-4830 Abrogates a PD-1 Resistance Mechanism in Patients with Advanced Solid Tumors. Clin Cancer Res 2022; 28: 57-70 [PMID: 34598945 DOI: 10.1158/1078-0432.CCR-21-2160]

Footnotes
Conflict-of-interest statement: All the authors report no relevant conflicts of interest for this article.

Open-Access: This article is an open-access article that was selected by an in-house editor and fully peer-reviewed by external reviewers. It is distributed in accordance with the Creative Commons Attribution NonCommercial (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: https://creativecommons.org/Licenses/by-nc/4.0/

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

Peer-review model: Single blind

Peer-review started: October 17, 2023
First decision: December 6, 2023
Article in press: January 10, 2024

[bookmark: _Hlk142059581]Specialty type: Gastroenterology and hepatology
Country/Territory of origin: China
Peer-review report’s scientific quality classification
Grade A (Excellent): 0
Grade B (Very good): 0
Grade C (Good): C
Grade D (Fair): 0
Grade E (Poor): 0

P-Reviewer: Maida M, Italy S-Editor: Li L L-Editor: A P-Editor: Li L
[bookmark: _Hlk156909766]



[image: C:\Users\18810513029\Desktop\logo.png]

Published by Baishideng Publishing Group Inc
7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA
Telephone: +1-925-3991568
E-mail: office@baishideng.com
Help Desk: https://www.f6publishing.com/helpdesk
https://www.wjgnet.com



[image: C:\Users\18810513029\Desktop\二维码.png]










© 2024 Baishideng Publishing Group Inc. All rights reserved.


image1.png
9

JSaishideng®




image2.png




