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Abstract

BACKGROUND
Circular RNAs (circRNAs) are involved in the pathogenesis of many diseases
through competing endogenous RNA (ceRNA) regulatory mechanisms.

AIM

To investigate a circRNA-related ceRNA regulatory network and a new predictive
model by circRNA to understand the diagnostic mechanism of circRNAs in
ulcerative colitis (UC).

METHODS

We obtained gene expression profiles of circRNAs, miRNAs, and mRNAs in UC
from the Gene Expression Omnibus dataset. The circRNA-miRNA-mRNA net-
work was constructed based on circRNA-miRNA and miRNA-mRNA interac-
tions. Functional enrichment analysis was performed to identify the biological
mechanisms involved in circRNAs. We identified the most relevant differential
circRNAs for diagnosing UC and constructed a new predictive nomogram, whose
efficacy was tested with the C-index, receiver operating characteristic curve (R-
OC), and decision curve analysis (DCA).

RESULTS

A circRNA-miRNA-mRNA regulatory network was obtained, containing 12
circRNAs, three miRNAs, and 38 mRNAs. Two optimal prognostic-related differ-
entially expressed circRNAs, hsa_circ_0085323 and hsa_circ_0036906, were
included to construct a predictive nomogram. The model showed good discrim-
ination, with a C-index of 1(> 0.9, high accuracy). ROC and DCA suggested that
the nomogram had a beneficial diagnostic ability.
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CONCLUSION

This novel predictive nomogram incorporating hsa_circ_0085323 and hsa_circ_0036906 can be conveniently used to
predict the risk of UC. The circRNa-miRNA-mRNA network in UC could be more clinically significant.

Key Words: Circular RNAs; RNA regulatory network; Ulcerative colitis; New predictive model; Bioinformatics; Diagnose
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Core Tip: In this study, we constructed a circRNA-miRNA-mRNA regulatory network to investigate the probable mechanism
of circRNAs in ulcerative colitis. Initially, differentially expressed circRNAs (DEcircRNAs), differentially expressed
miRNAs (DEmiRNAs), and differentially expressed mRNAs (DEmRNAs) were retrieved using the RNA expression
spectrum of circRNA, miRNA, and mRNA in the Gene Expression Omnibus dataset. The competing endogenous RNA
(ceRNA) network was then established after determining the DEcircRNA-DEmiRNA and DEmiRNA-DEmRNA
interactions using bioinformatics analysis methods. Functional enrichment analysis was performed to evaluate the biological
functions of DEmRNAs in the ceRNA network. Ultimately, DEcircRNAs in the circRNA-miRNA-mRNA network were
used to construct a new diagnostic model.

Citation: Yuan YY, Wu H, Chen QY, Fan H, Shuai B. Construction of the underlying circRNA-miRNA-mRNA regulatory network
and a new diagnostic model in ulcerative colitis by bioinformatics analysis. World J Clin Cases 2024; 12(9): 1606-1621

URL: https://www.wjgnet.com/2307-8960/full/v12/i9/1606.htm

DOI: https://dx.doi.org/10.12998/wjcc.v12.i9.1606

INTRODUCTION

Ulcerative colitis (UC) is an inflammatory bowel disease (IBD) that affects the mucosa and submucosa of the colon and
rectum and sometimes a small segment of the terminal ileum. Severe UC is characterised by fever, abnormal C-reactive
protein and haemoglobin levels, and other signs of intestinal inflammation[1]. In addition to these clinical symptoms, the
diagnosis of UC involves fibreoptic colonoscopy, double-contrast angiography with barium enema, and characteristic
biomarkers. Following the expansion of treatment facilities for ulcerative colitis, the number of drugs with new targets is
expected to increase rapidly in future[2,3]. However, despite the progress in biology, the information regarding the
pathogenesis of UC continues to be limited. Therefore, exploring the molecular mechanism of UC to formulate
appropriate therapeutic strategies and diagnose the disease is important.

Circular RNAs (circRNAs), a type of ncRNA, are formed from a covalently closed loop by 50-30 back-splicing or
specific splicing[4]. CircRNAs regulate mRNA translation by sponging miRNAs as competing endogenous RNA (ceRNA)
or acting as mRNA traps[5,6]. The biological mechanisms of circRNAs fall into six categories: (1) Acting as circRNA
sponge miRNA; (2) acting as circRNA sponge RNA-binding protein RBP; (3) acting as a protein-RNA complex member;
(4) acting as a protein scaffold; (5) recruiting trans-regulatory factors to regulate transcription; and (6) translation of
peptides[7,8]. Previous studies have shown that circRNAs are closely related to many human diseases such as tumours,
ischaemic heart disease, rheumatoid arthritis, and degenerative diseases[9]. However, studies on the relationship between
UC and circRNAs, especially the expression matrix of circRNAs in UC species, are few[10]. Therefore, whether circRNAs
can serve as clinical biomarkers of UC needs to be addressed. We believe that the contributions of circRNAs to UC will
become a hotspot in future studies[11]. Commonly, miRNAs recognise the miRNA response elements (MREs) on RNAs
that mediate their interaction and binding. These RNAs containing circRNA, IncRNAs, and mRNAs act as competing
endogenous RNAs (ceRNAs). They combine with miRNAs through MREs to regulate a series of subsequent life activities
[12,13]. Through clinical samples and cell experiments, Li et al[14] showed that hsa_circ_0001021 is expressed in epithelial
cells and is associated with ZO-1, occludin, and CLDN-2. Furthermore, hsa_circ_0001021 sponges miR-224-5p to
upregulate smad4 and increase ZO-1 and occludin to regulate UC epithelial barrier function[14]. However, the potential
role of circRNAs in UC remains to be investigated.

In this study, we constructed a circRNA-miRNA-mRNA regulatory network to investigate the probable mechanism of
circRNAs in UC. Initially, differentially expressed circRNAs (DEcircRNAs), differentially expressed miRNAs
(DEmiRNAs), and differentially expressed mRNAs (DEmRNAs) were retrieved using the RNA expression spectrum of
circRNA, miRNA, and mRNA in the Gene Expression Omnibus (GEO) dataset. The ceRNA network was then established
after determining the DEcircRNA-DEmiRNA and DEmiRNA-DEmRNA interactions using bioinformatics analysis
methods. Functional enrichment analysis was performed to evaluate the biological functions of DEmRNAs in the ceRNA
network. Ultimately, DEcircRNAs in the circRNA-miRNA-mRNA network were used to construct a new diagnostic
model. The circRNA-miRNA-mRNA network regulatory network and new diagnostic model play an important role in
the comprehensive analysis of gene interactions and identification of potential biomarkers that can be used for disease
diagnosis, therapy, and prognosis of UC[15,16].
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MATERIALS AND METHODS

Data collection

The NCBI GEO (http:/ /www.ncbi.nlm.nih.gov/gds/) public database was used to obtain microarray data. The ctiteria
for the selected dataset were as follows: (1) The grouping had biological replication significance; and (2) Colon tissue
belonging to UC human or mouse. The circRNA expression profile of UC was derived from GSE131911, which
constituted four patients with ulcerative colitis and four healthy controls. The miRNA expression data of UC were
retrieved from GSE43009 (including five UC patients and five controls), and the mRNA expression data of UC were
acquired from GSE48958 (including nine UC patients and 10 controls). The basics of the three microarray datasets are
presented in Table 1.

Recognition of DEcircRNAs, DEmiRNAs, and DEmRNAs

After downloading the raw microarray data, the data were normalised and logarithmically expressed. The associated
probe ID was converted to an international uniform name. When multiple probes corresponded to the same gene symbol,
they were averaged, and probes that did not match the gene symbol were eliminated. DEcircRNAs, DEmiRNAs, and
DEmRNAs between UC and control samples were screened using Bioconductor limma R. The thresholds were the
absolute value of |log2(fold-change) | > 1.0, and the adjusted P-value < 0.05.

Prediction of circRNA-miRNA and miRNA-mRNA interactions

The circRNA interactome[20] (https:/ /circinteractome.nia.nih.gov/), a comprehensive database of circRNAs, was used to
predict the target circRNAs of the DEmiRNAs. We then deployed the online database Venny 2.1.0 (http://bioinfogp.cnb.
csic.es/tools/venny/index.html) to evaluate the intersection of target circRNAs of DEmiRNAs and DEcircRNAs. The
target mRNAs of DEmiRNAs were derived from three different miRNA target gene databases, miRTarBase, TargetScan,
and miRDB, which intersect with DEmRNAs[21]. In addition, target genes appearing in at least two databases were
selected[22].

Structure of the circRNA-miRNA-mRNA regulatory network

Because circRNA can competitively bind miRNA to regulate miRNA expression, only those who conform to circRNA-
miRNA and miRNA-mRNA targeting rules can be selected for the construction of ceRNA network. By combining the
circRNA-miRNA and miRNA-mRNA pairs, we constructed a circRNA-miRNA-mRNA regulatory network, which was
visualised using Cytoscape (version 3.9.1).

Functional and pathway enrichment analysis
To assess functional enrichment, Gene Ontology (GO) analysis and Kyoto Encyclopedia of Genes and Genomes (KEGG)
pathway analysis were performed on DEmRNAs using the R package (corrected P-value < 0.05, show category = 5)[23].

Screening circRNA predictors in UC models

The least absolute shrinkage and selection operator (LASSO) algorithm was used to screen statistically significant model
features for the subsequent establishment of a risk model for diagnosing UC. LASSO was used the glmnet/R package to
screen circRNAs with the optimal predictive features being observed in the circRNA-miRNA-mRNA. Such circRNAs, as
the initial part of the ceRNA network, had features with nonzero coefficients in the LASSO regression model[24].

Model establishment and validation

The nomogram was used to establish a model for the expression level of circRNAs and the risk of ulcerative colitis, and
the corresponding value on each variable axis was determined according to the expression level of the feature. A vertical
line can be formed to intersect the upper ruler at each point on the feature, where the intersection represents the score.
The total score was calculated by adding the feature scores. The total score is found on the lower scale and by making a
vertical line down that intersects with the risk of ulcerative colitis. Finally, the degree of correlation between circRNAs
and the prevalence of ulcerative colitis were determined[25]. To evaluate the performance of the model, this study used
the C-index, area under the receiver operating characteristic (ROC) curve, and decision curve analysis (DCA) to verify the
diagnostic efficacy of the model. DCA is a decision curve analysis performed by quantifying the net benefit at different
threshold probabilities to determine the clinical usefulness of a nomogram. The analytical model can predict the
correlation between circRNA and UC and obtain the net benefit at each threshold probability, with P < 0.05 considered
statistically significant[26].

RESULTS

Identification of DEcircRNAs, DEmiRNAs, and DEmRNAs

A flowchart illustrating the selection process is shown in Figure 1. The GSE131911 dataset identified 120 DEcircRNAs (38
upregulated and 82 downregulated). Similarly, 19 DEmiRNAs (8 upregulated and 11 downregulated) and 910 DEmRNAs
(575 upregulated and 336 downregulated) were identified in GSE43009 and GSE87466, respectively. Subsequently, a
heatmap and volcano plot of DEcircRNAs (Figure 2A), DEmiRNAs, and DEmRNAs (Figure 2B and C) were constructed.
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Table 1 Gene Expression Omnibus basic information on three groups of microarray data

Data number Platform Ref. Year Region Sample content (UC/control) Type of RNA studied
GSE131911 GPL21825 Hu et al[17] 2021 China 4/4 circRNA

GSE43009 GPL16384  Lietal[18] 2018  United States  5/5 miRNA

GSE87466 GPL13158  Yang et al[19] 2019  China 87/21 mRNA

UC: Ulcerative colitis.

[ GSE131911 ] GSE43009

{ Adj.|log2(fold-change)| > 1.0 and adjusted Pvalue < 0.05 ]
\ Y
120 DEcircRNAs 19 DEmiRNAs
(38 upregulated and 82 (8 upregulated and 11
downregulated) downregulated)
[ Circular RNA Interactome ]
[ Venny 2.1.0 database ]

12 target circRNAs predict from DEmiRNAs,and 3
related DEmiRNAs

¥
[ 3 Related miRNAs ]
GSE87466
miRTarBase, TargetScan and miRDB databases
(22)
Y
[ 1061 Target mRNAs ] 911 DEmRNAs

(575 upregulated and 336

Venny 2.1.0 downregulated)
database

[ 38 Overlap mRNAs ]

circRNA-miRNA-mRNA regulatory network:12cicRNAs-3miRNAs-
38mRNAs

Figure 1 Flow chart screening process of the circRNA-miRNA-mRNA regulatory network.

Constitution of the circRNA-miRNA-mRNA network

First, the target miRNAs predicted by DEcircRNAs and DEmiRNAs were intersected, after which 12 circRNAs and 3
miRNAs were identified. Second, we predicted target mRNAs from three miRNA databases (= 2) and considered their
intersection with DEmRNAs. Finally, by integrating potential target mRNAs, related miRNAs, and related circRNAs, 12
overlapping circRNAs (hsa_circ_0023461, hsa_circ_0005044, hsa_circ_0007333, hsa_circ_0033572, hsa_circ_0089761,
hsa_circ_0036906, hsa_circ_0089762, hsa_circ_0089763, hsa_circ_0012673, hsa_circ_0006770, hsa_circ_0085323, and
hsa_circ_0072665), 3 miRNAs, and 38 target mRNAs were allowed to enter the circRNA-miRNA-mRNA network for
further study (Figure 3).

GO and KEGG functional enrichment analyses

GO (Figure 4A) and KEGG (Figure 4B) enrichment analyses were performed on the 38 DEmRNAs derived from the
previous process. Biological process (BP) analysis revealed that DEmRNAs were predominantly enriched in cellular
divalent inorganic cation homeostasis (GO:0072503) and divalent inorganic cation homeostasis (GO:0072507). To the best
of our knowledge, the present study is the first to suggest that the occurrence of colitis may be related to homeostasis of
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divalent inorganic cations. When considering cellular component (CC), basolateral plasma membrane (GO:0016323), basal
plasma membrane (GO:0009925), and basal part of the cell (GO:0045178) were the top three enriched terms. Imbalances in
epithelium-matrix interactions have been discussed as a pathomechanism in UC, resulting in dysfunction of the mucous
barrier of the colon[27]. Active transmembrane transporter activity (GO:0022804) and secondary active transmembrane
transporter activity (GO:0015291) are related to molecular function. Transporters can influence the disposition of
chemicals within the intestine by participating in their absorption, distribution, and elimination[28]. KEGG pathway
analysis showed that the mRNAs were also considerably concentrated in the T-cell receptor signalling pathway, which
confirmed that UC is an autoimmune disease (hsa:04660).

LASSO dissection of circRNAs in circRNA-miRNA-mRNA networks

From the 12 differentially expressed circRNAs and 8 samples, LASSO was used to screen the circRNAs with optimal
predictive features. Features with nonzero coefficients were selected in the LASSO regression model. LASSO regression
selection revealed that hsa_circ_0085323 and hsa_circ_0036906 were important diagnostic circRNAs (Figures 5A and B).

Establishment and validation of a circRNA prediction model for UC

The optimal model predictors (hsa_circ_0085323 and hsa_circ_0036906) screened from the differential circRNA data in the
ceRNA network were used to establish a nomogram to predict the risk of UC (Figure 6A). The Harrell C-index of the
model was analysed to quantify the discriminative performance of the nomogram, and the model discrimination
performance was 1. The ROC curve, which represents the measurement of the diagnostic accuracy of the predictive
model, was 1 (Figure 6B). The decision curve integrates the above models, and the maximum area under the curve is the
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maximum benefit (Figure 6C). Because few models can achieve perfect prediction performance, the overfitting results
presented by this verification method may be due to the small amount of relevant data. The data amount will be further
expanded and related research will be conducted in the future.

DISCUSSION

UC is one of the most serious intestinal diseases and has a poor prognosis. The elevated recurrence rate and therapy
resistance of ulcerative colitis after treatment have inspired researchers to explore further the molecular mechanisms and
new therapeutic targets and diagnostic markers. Recent progress in circRNA research has revealed the core aspects of
circRNA biogenesis and biology. In particular, circRNA is closely related to the pathogenesis of UC. CircRNAs have a
relatively stable structure owing to their circular structure. Knockout or overexpression of circRNAs can regulate
downstream miRNA-mRNAs. Research on the circRNA-miRNA-mRNA regulatory network has been deeply involved in
various tumours, making it vital for the diagnosis, prognosis, and treatment of UC[29].

Following the development of high-throughput genome sequencing technologies and the availability of diverse open
databases, computer analysis enables us to build a circRNA-miRNA-mRNA network to help us better understand the
cross-talk between RNAs and elucidate the occurrence and development of UC from complex genetic interactions[30].
Numerous studies have demonstrated that circRNAs can modulate intestinal immune imbalances, such as through the
autophagy pathway, and can even be used as biomarkers for the diagnosis of IBD[11].

Our study compared UC and normal intestinal mucosa with datasets retrieved from the GEO database to identify
DEcircRNAs, DEmiRNAs, and DEmRNAs. CircRNA-miRNA and miRNA-mRNA interactions were subsequently
predicted, and 12 circRNAs, 3 miRNAs, and 38 mRNAs were selected to construct the ceRNA network. GO and KEGG
enrichment analyses of mRNA in this ceRNA network were also performed. Furthermore, this circRNA-miRNA-mRNA
network enhances the precision of potential candidate biomarkers for disease diagnosis and treatment, as it narrows the
scope of research.

CircRNAs are naturally occurring RNAs highly expressed in the eukaryotic transcriptome[31]. CircRNAs can target
miRNAs with high intensity, reducing their ability to target mRNAs, and are thus optimal biomarkers for UC. We
identified two circRNAs (hsa_circ_0085323 and hsa_circ_0036906) using LASSO regression analysis. In addition, we
constructed and internally validated a new model to calculate UC risk based on hsa_circ_0085323 and hsa_circ_0036906.
Our model used the nomogram because it has been used extensively as a prognostic tool in oncology and medicine[32].
To our knowledge, our study is the first to apply a nomogram to UC. In addition, molecular and subsequent molecular
mechanisms were identified in this study, which is an innovative combination.

We performed correlation analyses between the two predicted circRNAs and downstream miRNAs in the ceRNA
network. Interestingly, studies have found that hsa-miR-451 is downregulated in colorectal cancer (CRC), which can play
a tumour suppressor role by targeting the macrophage migration inhibitory factor and can also inhibit the growth of CRC
cells by downregulating the PI3K/AKT pathway[33,34]. Differential analysis showed that hsa_circ_0085323 was
upregulated in UC, upstream of hsa-miR-451, confirming that hsa_circ_0085323 increased the risk of UC if it scored
higher in the nomogram. Although there are few studies on hsa_circ_0085323, additional studies on hsa-miR-451 can
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provide important evidence. Similarly, miR-1249 can directly target heterogeneous nuclear ribonucleoprotein K to
accelerate the malignant phenotype of hepatocellular carcinoma[35]. Prokineticin 2 (PROK2) is an inflammatory cytokine-
like molecule mainly expressed by macrophages and neutrophils infiltrating tissue injury sites and is upregulated in
biopsy samples from patients with UC[36]. PROK2 is a target gene in the ceRNA network of UC, upstream of which is
miR-1249. P53-induced miR-1249 may suppress CRC growth, metastasis, and angiogenesis by targeting vascular
endothelial growth factor and high mobility group A2 HMGA2[37]. Hsa_circ_0036906 can act as a sponge for hsa-miR-
1249, but the mechanism underlying its regulation of hsa-miR-1249 has not yet been investigated. In the prediction
model, the lower the expression of hsa_circ_0036906, the higher the score on the nomogram, which is inconsistent with
the circRNA-miRNA-mRNA regulatory network. The specific mechanisms of action of hsa_circ_0036906 and hsa-miR-
1249 require further experimental verification. Furthermore, recent studies have explored ceRNA networks in UC,
revealing certain distinctions from our own research. For instance, Xu et al[38] performed a comprehensive analysis that
revealed four central genes regulated by NF-«B, ultimately constructing an IncRNA-miRNA-transcription factor (NF-xB)
interaction network. Another study aimed to demonstrate the high diagnostic accuracy of two mRNAs (CTLA4 and
STAT1) within the ceRNA network in UC[39]. In contrast, we focused on circRNA as a potential clinical diagnostic
marker, deviating from conventional approaches, with circRNA possibly offering improved specificity. Over the past two
years, only one article has analysed three mRNAs (FGG, KRT10, and TLR4), six miRNAs (hsa-miR-6875-5p, hsa-miR-
1908-5p, hsa-miR-186-5p, hsa-miR-4436a, hsa-miR-520a-5p, and hsa-miR-6763-5p), two IncRNAs (XIST and NEAT1), and
two chromosomal regions (NM_001039703 and NM_006267) that produce the most effective circRNAs, participating in
the non-coding RNA-associated ceRNA network related to IBD. These elements may serve as potential therapeutic
targets. Further research into ceRNA networks in IBD is essential for future investigations[40].

In summary, we successfully constructed a gut mucosa-derived ceRNA regulatory network associated with circRNAs
and provided insights into the interactions between various RNA transcripts in UC. We established a promising
nomogram model for UC disease risk diagnosis based on circRNA characteristic parameters, indicating biomarkers and
subsequent molecular mechanisms. This model and ceRNA network can help predict disease occurrence and treatment.

Our study had certain limitations: (1) The sample size for the dataset obtained from the available public database was
too small because the human sample sequencing data related to UC are few, thereby limiting the construction of the
ceRNA network only from these three datasets; (2) The clinical sample data were too small, and predicting the risk of all
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Chinese UC patients was impossible. The prevalence of UC tends to be individualised. We searched the GEO data set
again, looking for a similar data set for sample merging and de-batching. However, we only managed to find the same
GSE142106. However, this data set is a mouse sample and did not match the type of sample we had studied before;
therefore, we ended up having to use that unique data set. We hope to test our hypothesis by expanding human samples
in clinical trials in the future; (3) Risk factor analysis did not include all potential factors affecting changes in circRNA
expression; (4) Although the robustness of our nomograms was extensively checked by internal validation using
bootstrapping tests, no external validation was performed. Experimental techniques, such as qPCR, should be used to
detect circRNA expression to validate the accuracy of our model. At a deeper level, we also look forward to the results of
experimental validation in clinical samples. We wish to validate the results of this paper; however, adverse effects may be
inevitable. Under the premise that there is no logical problem, both negative and positive results are worth thinking
about; and (5) We found that hsa_circ_0085323 and hsa_circ_0036906 have no corresponding homologous genes in mice
and rats[41]. Therefore, the next step of qPCR validation must be achieved in humans. As a result of temporal limitations
and various additional considerations, the incorporation of ethical authorization, along with adherence to the Helsinki
Declaration and acquisition of patient consent, has yet to be actualized and will be duly acknowledged in a forthcoming
publication. After passing ethics, we made every effort to collect blood samples from patients with UC for experimental
validation.

CONCLUSION

This study for the first time presents the potential role of the circRNA-miRNA-mRNA regulatory network in UC in a
relatively intuitive way and provides a novel idea for constructing predictive nomograms from DEcircRNAs in the
ceRNA network. Diagnostic nomograms based on DEcircRNA signatures may provide a more intuitive method for UC
disease risk prediction and facilitate more optimized treatment strategies.

ARTICLE HIGHLIGHTS

Research background

Ulcerative colitis (UC) is an inflammatory bowel disease that affects the mucosal and submucosal layers of the colon and
rectum. With advancements in the diagnosis and treatment of UC, the prospect of rapidly increasing the number of drugs
with new targets is anticipated. However, despite progress in the biological understanding, information regarding the
pathogenesis of UC remains limited. Therefore, exploring the molecular mechanisms of UC is of paramount importance
for formulating appropriate therapeutic strategies and diagnosing the disease.

Research motivation

The primary focus of the research is to construct a competing endogenous RNA (ceRNA) network in UC and elucidate
the mechanistic role of this network in the pathogenesis of UC. Additionally, using circular RNA (circRNA) as charac-
teristic parameters, a diagnostic model for UC has been developed. Future endeavors involve expanding clinical UC
sample data, applying the research methodology and approach outlined in this study, and conducting experimental
validation. The goal is to further identify a more comprehensive ceRNA network and circRNAs with enhanced clinical
diagnostic value.

Research objectives

The primary objective of this study is to construct a ceRNA network in UC and identify circRNAs serving as diagnostic
biomarkers for UC. Ultimately, we successfully built a circRNA-miRNA-mRNA network in UC, identifying two
circRNAs with clinical diagnostic value. Further exploration in this direction is anticipated to contribute to the innovation
of diagnostic biomarkers for UC and provide additional insights into the crucial significance of non-coding RNA
networks in UC.

Research methods

Three GSE datasets related to UC were obtained from the Gene Expression Omnibus database. Difference analysis was
performed on the three GSE data sets, and differences in circRNA, miRNA and mRNA were identified. Difference
analysis was performed on the three GSE data sets, and differences in circRNA, miRNA and mRNA were identified. A
circRNA-miRNA-mRNA regulatory network was constructed, and Gene Ontology and Kyoto Encyclopedia of Genes and
Genomes analyses were performed on the differential mRNAs. A circRNA-miRNA-mRNA regulatory network was
constructed, and GO and KEGG analyses were performed on the differential mRNAs. circRNA predictors in UC models
were screened and a model was established and validated.

Research results

We have successfully constructed a ceRNA regulatory network originating from intestinal mucosa associated with
circRNAs, providing insights into the interactions among various RNA transcripts in UC. Utilizing circRNA characteristic
parameters, we developed a promising nomogram model for UC disease risk diagnosis, highlighting the involvement of
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biomarkers and subsequent molecular mechanisms. This model and the ceRNA network can aid in predicting the onset
and treatment of the disease. Further experimental verification in clinical UC samples is needed in the future.

Research conclusions

This study introduces the theoretical framework of circRNA as a diagnostic biomarker for clinical identification of UC.
The novel approach proposed involves the circRNA-miRNA-mRNA network as a mechanistic pathway for subsequent
therapeutic interventions in UC.

Research perspectives
The future research direction will focus on observing the significance of circRNAs as diagnostic biomarkers for UC within
a clinical context.
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