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Backgrounds: Asthma and ulcerative colitis (UC) are chronic inflammatory
diseases linked through the "gut-lung axis,” but their shared mechanisms remain
unclear. This study aims to identify common biomarkers and pathways between
asthma and UC using bioinformatics.

Methods: Gene expression data for asthma and UC were retrieved from
the GEO database, and differentially expressed genes (DEGs) were analyzed.
Weighted Gene Coexpression Network Analysis (WGCNA) identified UC-
associated gene modules. Shared genes between asthma and UC were derived
by intersecting DEGs with UC-associated modules, followed by functional
enrichment and protein-protein interaction (PPI) analysis. Machine learning
identified hub genes, validated through external datasets using ROC curves,
nomograms, and boxplots. Gene Set Enrichment Analysis (GSEA) explored
pathway alterations, while immune infiltration patterns were analyzed using
the CIBERSORT algorithm. Molecular docking (MD) was performed to predict
therapeutic compounds, followed by molecular dynamics simulations on the
top-ranked docked complex to assess its binding stability.

Results: A total of 41 shared genes were identified, linked to inflammatory
and immune pathways, including TNF, [L-17, and chemokine signaling.
Four key hub genes—NOS2, TCN1, CHI3L1, and TIMPl—were validated as
diagnostic biomarkers. Immune infiltration analysis showed strong correlations
with multiple immune cells. Molecular docking identified several potential
therapeutic compounds, with PD 98059, beclomethasone, and isoproterenol
validated as promising candidates. The stability of the TIMP1-Beclomethasone
complex was determined through molecular dynamics simulations.

Conclusion: This study highlights NOS2, TCN1, CHI3L1, and TIMP1 as potential
biomarkers and therapeutic targets for asthma and UC, providing insights into
shared mechanisms and new strategies for diagnosis and treatment.

bioinformatics analysis, machine learning, ulcerative colitis, asthma, immune
infiltration, hub genes, molecular dynamics simulation
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1 Introduction

Asthma is a chronic inflammatory airway disease marked by
symptoms such as wheezing, nocturnal cough, shortness of breath,

Abbreviations: KEGG, Kyoto Encyclopedia of Genes and Genomes; UC,
Ulcerative colitis; GEO, Gene Expression Omnibus; GO, Gene Ontology;
WGCNA, Weighted gene co-expression network analysis; PPI, protein
protein interaction; KNN, K-Nearest Neighbor; GBM, Grandient Boosting
Machine; GLM, Generalized Linear Models; DT, Decision Tree; RF, Random
Forest model; SVM, Support Vector Machine; XGB, eXtreme Gradient
Boosting model; ROC, receiver operating characteristic; LASSO, Least
absolute shrinkage and selection operator; NNET, Neural network.
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chest tightness, and reduced expiratory volume (Lin et al., 2019).
It results from the interaction between genetic and environmental
factors. The disease is characterized by immune dysregulation,
chronic inflammation, tissue remodelling, and heightened tissue
sensitivity, all of which vary dynamically across individuals (Agache
and Akdis, 2019). Asthma affects around 10% of children and
adolescents and 6%-7% of adults, impacting over 300 million
people globally (Stern et al., 2020). Its high morbidity, mortality,
and economic burden pose significant public health challenges
worldwide (von Mutius and Smits, 2020). The primary pathogenic
mechanism of asthma is typically driven by immune-inflammatory
responses mediated by type 2 helper T Cells (Th2) and type 2 innate
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lymphoid cells (ILC2), and is regulated by type 2 cytokines such as
interleukins (IL)-4, IL-5, and IL-13,and includes both allergic and
non-allergic eosinophilic phenotypes (Carriera et al., 2025).

Ulcerative colitis (UC) is a chronic inflammatory bowel
disease characterized by symptoms like recurrent diarrhea, bloody
stools with mucus, and abdominal pain (Wang et al., 2021). Its
development involves a combination of genetic factors, impaired
epithelial barriers, immune system irregularities, and environmental
influences (Ungaro et al, 2017). The global incidence of UC is
rising, with approximately 20% of patients experiencing acute flare-
ups during treatment. These flare-ups are often associated with
extraintestinal symptoms, significantly affecting patients” quality of
life, social wellbeing, and mental health. Various cell types, including
antigen-presenting cells (dendritic cells and macrophages), T
helper cells, regulatory T Cells, and natural killer T Cells,
play a crucial role in the pathogenesis of UC by modulating,
inhibiting, and maintaining inflammation. Innate lymphoid cells
(ILCs) may serve as key drivers in the disease mechanism, leading
to numerous potential new therapeutic targets. Similarly, pro-
inflammatory cytokines such as tumor necrosis factor-alpha (TNE-
), interleukins (IL)-1, IL-6, IL-9, IL-13, and IL-33 play significant
roles in the pathogenesis of UC (Ungaro et al., 2017; Tatiya-
Aphiradee et al., 2018).

The exact causes of asthma and ulcerative colitis (UC) remain
unclear, but both share common genetic and environmental risk
factors (Kisiel et al., 2023). Both diseases, as chronic inflammatory
conditions, operate through distinct immune pathways, resulting in
the sustained activation of inflammatory responses (Carriera et al.,
2025). Emerging research highlights a link between the gut and
lungs, known as the “gut-lung axis,” which plays a key role in
immune regulation (Dang and Marsland, 2019). Although the
mechanisms by which gut microbiota influence lung microbiota
are not fully understood, there is evidence of overlapping
pathological changes between intestinal and respiratory diseases,
suggesting intestinal inflammation can lead to lung inflammation
(Tulic et al., 2016). Studies also indicate a bidirectional relationship
between gut microbiota and lung inflammation, where changes
in gut microbes and their metabolites can influence respiratory
disease progression via immune pathways (Kim et al, 2024).
This interaction is linked to the higher incidence of airway
conditions like asthma in patients with chronic gastrointestinal
disorders. Similarly, inflammatory mediators from the lungs can
impact gastrointestinal health (Marsland et al., 2015). Therefore,
it has a good prospect for the specific prevention and treatment
of ulcerative colitis and asthma through the intervention of
intestinal flora, gut lung axis and immune inflammatory pathway
(Wang et al., 2023).

Currently, sensitive and specific biomarkers for clinical use
are lacking, highlighting the need to identify marker genes
linked to asthma and ulcerative colitis (UC) for improved early
diagnosis and treatment (Zergham et al., 2020). Recent advances
in bioinformatics enabled us to retrieve gene expression data
for asthma and UC from the Gene Expression Omnibus (GEO)
database. We then used weighted gene co-expression network
analysis (WGCNA) and machine learning to identify potential key
genes shared by both diseases. Common biological pathways were
explored through GO and KEGG analysis, followed by validation
to ensure the reliability of hub genes. Additionally, we examined
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immune infiltration patterns in asthma and UC, providing valuable
insights for diagnosing, tracking, and targeting therapies for these
conditions.

2 Materials and methods
2.1 Microarray dataset download

We first retrieved raw gene expression data and clinical
information from the GEO database (http://www.ncbinlm.nih.
gov/geo). RNA-Seq profiles for “asthma” and “ulcerative colitis” were
searched, selecting datasets with at least 15 samples per group.
Ultimately, we downloaded the asthma datasets (GSE43696 and
GSE63142) and UC datasets (GSE87466 and GSE92415).

2.2 Analysis of differentially expressed
genes (DEGs)

We used the limma package in R to normalize and annotate
gene expression data. Differentially expressed genes (DEGs) were
identified between asthma and normal groups and between UC and
normal groups, with thresholds of |log2 FC| = 0.5 or one and p-
adjust <0.05. The “ggplot2” “agglomerate” “dplyr” and “pheatmap”
R packages were employed to generate volcano and heat maps for
visualizing the DEGs.

2.3 Building and analyzing weighted gene
Co-expression networks (WGCNA)

We used the WGCNA R package to construct co-expression
networks for asthma and UC DEGs in relation to clinical
characteristics. Prior to analysis, hierarchical clustering was
conducted with the hclust function in R to remove outliers.
The “picksoftthreshold” function in WGCNA was then used
to select an optimal soft power B (ranging from 1 to 20) for
network construction based on a scale-free topology. Modules
were identified through topological overlap matrix analysis, with
module assignments indicated by colours and module eigengenes
(me). The module with the highest correlation was selected as
the UC-related module. Using an online Venn diagram tool,
we identified common genes by overlapping the UC-related
modules.

2.4 Functional enrichment analysis

To explore the biological significance and pathway involvement
of differentially expressed genes (DEGs), we conducted GO and
KEGG enrichment analyses using the Metascape platform. The GO
analysis categorizes genes into biological processes (BP), cellular
components (CC), and molecular functions (MF), while KEGG
focuses on pathway-level bioinformatics analysis.
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2.5 Construction of PPl network and
identification of hub genes

Using the common DEGs, a PPI network was built via the
STRING database to analyze gene interactions, with a confidence
score set above 0.4. The network was visualized in Cytoscape, and
core functional genes were identified using the Maximum Clique
Centrality (MCC) plugin.

2.6 Identification of characteristic genes
and construction and verification of ROC
curve

Expression data from NAFLD and HCC were used to
build prediction models, including K-Nearest Neighbor (KNN),
Gradient Boosting Machine (GBM), Generalized Linear Model
(GLM), Decision Tree (DT), Random Forest (RF), Support
Vector Machine (SVM), Least absolute shrinkage and selection
operator (LASSO), Neural network (NNET), and eXtreme Gradient
Boosting model (XGB). Model performance was evaluated using
prediction functions, and key genes were selected by analyzing
inverse cumulative distribution, residual box plots, and ROC
curves.

2.7 Validation and construction of
diagnostic model

A nomogram was constructed from cross genes identified
by nine machine learning algorithms using the “RMS” package
in R. The calibration curve assessed the nomogram’s predictive
ability, while ROC analysis of candidate genes calculated the AUC
to evaluate the prediction accuracy for asthma combined with
UC. Hub gene expression levels were compared between case
and control samples, and results were visualized with a block
diagram.

2.8 Gene set enrichment analysis (GSEA) of
biomarkers

To explore potential regulatory pathways and biological
functions of common key DEGs in the GSE43696 and GSE87466
datasets, GSEA was conducted using the “GSEA” R package, with an
adjusted p-value <0.05 as the significance threshold.

2.9 Analysis of immune cell infiltration

Immune cell infiltration was analyzed using the CIBERSORT
deconvolution algorithm to estimate the proportions of 22 immune
cells in asthma and UC samples based on immune-related
gene expression. Spearman correlation was applied to assess the
relationships between immune cells and key genes, with statistical
significance set at p < 0.05.
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2.10 Prediction of candidate drugs for hub
genes

Based on biomarkers associated with asthma and ulcerative
colitis, we utilized the DGIdb database (https://www.dgidb.org/) to
predict potential therapeutic drugs. According to the interaction
scores, we selected the top 10 drugs as promising candidates for
disease treatment.

2.11 Molecular docking

3D structures of hub gene proteins (PDB format) were
downloaded from the RCSB Protein Database (http://www.pdb.
org/) and small molecule structures (SDF format) from PubChem
(https://pubchem.ncbi.nlm.nih.gov/). The SDF files were converted
to PDB format using OpenBabel. Proteins and compounds in PDB
format were imported into AutoDock 1.5.7 for water removal and
hydrogen addition, then saved as pdbqt files for docking. The
docking affinities (kcal/mol) were calculated, with lower values
indicating stronger binding. Small molecules with binding energies
< =5 kcal/mol were selected for further analysis. Molecular docking
results were visualized using PyMOL.

2.12 Molecular dynamics simulation

Based on the molecular docking results, the protein-ligand
complex with the highest docking affinity was selected for molecular
dynamics (MD) simulations. MD simulations were performed using
Gromacs 2022 software, with the GAFF force field applied to
the small molecule, and the AMBER14SB force field and TIP3P
water model used for the protein. The protein and ligand files
were merged to construct the simulation system for the complex.
Simulations were conducted under isothermal-isobaric conditions
with periodic boundary conditions. At 298 K, 100 ps NVT and NPT
equilibration simulations were first carried out, followed by a 100 ns
MD simulation with conformations saved every 10 ps? After the
simulation, the trajectories were analyzed using VMD and PyMOL.

3 Results
3.1 Identification of differential genes

In the GSE43696 asthma dataset, 513 DEGs were identified,
including 201 upregulated and 312 downregulated genes. In
the GSE87466 UC dataset, 1,097 DEGs were found, with 729
upregulated and 368 downregulated genes. The DEGs from both
datasets were visualized using volcano plots and heat maps
(Figures 1A, B) (Supplementary Table S1).

3.2 WGCNA identifies key module genes in
UC samples

To identify key genes associated with the UC phenotype, we
constructed a gene co-expression network using the WGCNA
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FIGURE 1
(A, B) The heat map and volcano map of differentially expressed genes in GSE43696 and GSE87466 datasets, respectively (A) Expression characteristics
of differentially expressed genes (DEGs) in patients with asthma (B) Expression characteristics of differentially expressed genes (DEGs) in patients with
ulcerative colitis (UC). In the DEGs Heatmap, green and blue indicate mRNA upregulation and downregulation, respectively. The darker the colour, the
higher the expression level. Normal is a healthy control group, and asthma and UC are disease groups.

algorithm. After removing abnormal samples, we generated a
clustering dendrogram for UC and control groups (Figure 2A).
A soft threshold of 16 (R?
free network (Figure 2B). We merged modules based on a cut-off

= 0.9) was chosen to build a scale-
value, resulting in seven co-expression modules (Figure 2C). The
“Turquoise” module, containing 1,235 genes, showed the strongest
clinical relevance to SAP (COR = 0.73, P = 7 x 107°) and was
identified as the most valuable module in relation to UC phenotype
(Figure 2D). Relevant shared genes were obtained by crossing the
UC module genes obtained by WGCNA with 513 DEGs obtained
from the gse43696 dataset of asthma and 1,097 DEGs obtained
from the gse87466 dataset of UC, as shown in the Venn diagram in
Figure 2E (Supplementary Table S2).

3.3 Functional enrichment analysis

We conducted GO biological process enrichment and KEGG
pathway analysis to identify common regulatory mechanisms
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between asthma and UC. Using the Metascape platform, we
performed 232 GO and 15KEGG enrichment analyses. This
revealed 195 BPs, 23 MFs, and 14 CCs through GO enrichment. In
Go analysis, most DEGs are mainly involved in human immune
response inflammatory response(BP); side of membrane. external
side of plasma membrane(CC); Cytokine activity, CXCR chemokine
receptor binding (MF) (Figures 3A-C). KEGG enrichment analysis
showed that most DEGs were mainly enriched in cytokine receptor
interaction, TNF signaling pathway, chemokine signaling pathway
and IL-17 signaling pathway (Figure 3D).

3.4 PPI network construction and hub
gene identification

To explore protein-protein interactions and identify hub genes
in asthma and UC, we constructed a PPI network using the
STRING database. After removing isolated nodes, the network
contained 24 nodes and 55 edges (Figure 3E). Using the MCC
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plugin in Cytoscape, we identified the core functional genes: IL6,
CXCL13, CCR6, CXCL3, CXCL6, TIMP1, CD22, SOCS3, CHI3L1,
and FAM20A (Figure 3F) (Supplementary Table S3).

3.5 Selection and validation results of
machine learning models

We used the DEGs data of asthma and UC to construct the
results of SVM, RE, XGB, KNN, LASSO, NNET, DT, GBM, and GLM
machine learning prediction models respectively. In the asthma
model, according to the residual box diagram, inverse cumulative
distribution diagram and ROC curve (Figures 4A-C), GBM method
has the highest area under the ROC curve, the lowest residual
value and the lowest inverse cumulative value. Therefore, the GBM
method was considered to be the most accurate and was selected
as the best model for further analysis. Similarly, the GLM method
is considered to be the most accurate method in the UC model
(Figures 4E-G). GBM and GLM models provided importance scores
for the selected signature genes, as shown in Figures 4D, H, revealing
10 signature genes. Nomograms were constructed using the 10 genes
with the highest importance scores. Then, the genes selected by
the two methods were crossed, and finally, the key genes involved
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in the progression of asthma to UC (CXCL13, NOS2, TCNI,
CHI3L1 and TIMPI1) were obtained. To validate the efficacy of
core hub genes, we validated five candidate hub genes in two other
validation datasets (GSE63142 for asthma and GSE92415 for UC).
The results showed that only four genes (NOS2, TCN1, CHI3LI,
TIMP1) showed statistically significant differences in expression
in the data sets validated by asthma and UC compared with the
control group (Figures 5A, D). In order to enhance clinical utility,
nomograms containing five biomarkers were generated to predict
the progression of asthma and UC, respectively (Figures 5B, E).
The calibration curve showed that the difference between the
actual value and the predicted value of risk was small, which
indicated that the nomogram had a high diagnostic value. In
the validation set, five biomarkers showed significant differences
(Figures 5C, F) (Supplementary Table S4).

3.6 GSEA analysis

To better understand the impact of biomarkers on asthma
and UC progression, we performed GSEA. In asthma, significant
enrichment was observed in the cytokine receptor interaction,
chemokine signaling, NK cell-mediated cytotoxicity, JAK-STAT,
and Toll-like receptor pathways (Figure 6A). In UC, significant
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associations.

enrichment was found in the cytokine receptor interaction,
chemokine signaling, Fc epsilon RI, RIG-I-like receptor, NOD-
like receptor, and leukocyte transendothelial migration pathways,
compared to controls (Figure 6B). Notably, immune pathways like
cytokine receptor interaction and chemokine signaling are shared
between asthma and UC (Supplementary Table S5).

3.7 Analysis of immune cell infiltration

Since the intersecting genes of asthma and UC are primarily
involved in inflammation and immune regulation, we used the
CIBERSORT algorithm to analyze immune cell infiltration in the
AMI and THF datasets. The immune cells and biomarkers with
significant correlation were screened by R-value (p < 0.05). Asthma
data results show that NOS2 is resting with Mast cells (R = 0.26,
p = 0.014), TIMP1 is resting with Plasma cells (R = 0.27, p =
0.011), CHI3L1 is resting with Neutrophils (R = 0.38, p = 0.00029)
is positively correlated (Figures 7B, D, E). CHI3L1 is associated with
Mast cells resting (R = —0.54, p = 5.6e-08), TCN1 and Macrophages
M2 (R = -0.33, p = 0.002), TCN1 and B Cells memory (R =
-0.29, p = 0.0063), TIMP1 were negatively correlated with B Cells
memory (R = -0.27, p = 0.012) (Figures 7A, C, E G). The UC
data results show that CHI3L1 is associated with Neutrophils (R
= 0.69, p = 1.8e-13), NOS2 and Macrophages M1 (R = 0.44,
p = 2.3e-05), TCN1 and Neutrophils (R = 0.58, p = 2.9¢-09),
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TIMP1 were positively correlated with Neutrophils (R = 0.7, p
= 2.6e-14) (Figures 7I-L). CHI3L1 and Macrophages M2 (R =
-0.52, p = 3.6e-07), NOS2 and B Cells memory (R = —0.36, p
= 0.00071), TIMP1 and Macrophages M2 (R = -0.54, p = e-
08) showed a negative correlation (Figures 7M-0). Asthma results
showed (Figure 7H) that the expression of CHI3L1 was positively
correlated with Monocytes, Macrophages M0 and Neutrophils,
while on the contrary, CHI3L1 was negatively correlated with
Plasma cells and Mast cells resting. The expression of NOS2
was positively correlated with Mast cells resting and negatively
correlated with T Cells CD4 memory resting and B Cells memory.
The expression of TCN1 was positively correlated with Dendritic
cells activated and negatively correlated with Macrophages M2,
Dendritic cells resting, B Cells memory and T Cells CD4
naive. TIMP1 was negatively correlated with Plasma cells and T
Cells CD8, B Cells memory, T Cells CD4 naive, Macrophages
M2 and Dendritic cells resting. The results of UC (Figure 7P)
showed that the expression of CHI3L1 was positively correlated
with Neutrophils and Macrophages MO and negatively correlated
with Mast cells resting and Macrophages M2. The expression
of NOS2 was positively correlated with T Cells CD4 memory
activated and Macrophages M1, and negatively correlated with T
Cells regulatory (Tregs) and NK cells activated. The expression
of TCN1 was positively correlated with T Cells CD4 memory
activated and Neutrophils and negatively correlated with Mast cells
resting and Macrophages M2. TIMP1 is positively correlated with

frontiersin.org


https://doi.org/10.3389/fmolb.2025.1554304
https://www.frontiersin.org/journals/molecular-biosciences
https://www.frontiersin.org

Zhang et al.

10.3389/fmolb.2025.1554304

Boxplots of |residual| Feature Importance
Red dot stands for root mean square of residuals cr%ated for the DT, GBM, GLM, KNN, LASSO, NNET, RF, SVM, XGB model
g 3 9 B3 0w B a0 E5 o7 5 cun s ——
B3R E3cs B3 osw B3 wer LA L
ILIGRT :
el
REST
= e sot&
SLAMF7
exeliy
w [f—o—————— NS
b
wr
=) -
i * &
o .o "
e
wer | ° - W
cHalt
wn | ° | o)
000 0z 050 o7s 10 T
TNESEN]
CS:
Reverse cumulative distribution of |residual| KN
LA
B g M oW — w0 — 01— o
- P ——— e
g
IL18R1
cHalt
s
C3
TNFSFiT
LASSO
SLAVET
exelis
Nos2
MS4AT
IL18R1
]
o022
cxets
Ccre
TCN1
NNET
ILs
il
cHisy
C3
TCN
TNESFIT
ReSt
28
CXeLs
RF
LA
exclis
COL3AT
4 [t
1L1ER1
T
cHLt
@ — CXCLe
o 7 <3
sV
LA
© exclis
£ 0o <— RF:0821 coe
g 7 — SVM:0.776 Li
S J— - co22
83 XGB: 0.872 o
o
o —— KNN: 0.753 %%p{z xee
° — NNET: 0814 o]
— LASS0:0.833 usial
s | — DT:0583 Lot
T T T T T T cicls
0.0 02 04 06 08 10 TNFSFT
o 035 040 045 050
1 - Specificity Root mean square error (RMSE) loss after permutations.
FIGURE 4
ulcerative colitis.

055

(A) Block diagram of nine machine learning model residuals in asthma (B) Inverse cumulative distribution of residuals of nine machine learning models
in asthma (C) ROC of nine machine learning models in asthma (D) Feature importance histogram of nine machine learning models in asthma (E) Block
diagram of nine machine learning model residuals in ulcerative colitis (F) Inverse cumulative distribution of nine machine learning model residuals in
ulcerative colitis (G) ROC of nine machine learning models in ulcerative colitis (H) Feature importance histogram of nine machine learning models in

o E3or B3R E3 o E3 mer oT
CETETT oY —
cFReT :
N H
o } l 031
[ ° $0$53
veo [[H—0— gl
R8T
o —e———— G
TPt
cHis
o o uid
— o— ok
N SOC‘S:g
[ ® PR
WieRt
Py
com | o CXCLS
[ &
HET CTHRC1
I bt LTF
om 025 0% 075 100 [
48
Reverse cumulative distribution of [residual| KNN
- —or — R — N TP
F g — T — oy — ey e
- usso - sw - xeB — cow g
o3l
100% Nogz
o cb22
o LASSO
Py
0% oels
o
o coliat }
NOS2
0% S0CS3
«
o SLAE? H
o NNET
CHI3L1
2% cRaRct
oK
0% Qi
0CS3
gt
suE?
Rest
‘ TIMP1
o
S 7 COL3AT
3
FN20A
C_PZZ
@ | wslf
° [
SVM
et
257 o]
§ S | o
2 0CS3
3 < XGB: 0913 &
? 34 FAMZOR
° GLM: 0.968 o
—— GBM:0.923 Tree o
o —— KNN: 0.859 TIMP1
° — NNET: 0,500 oTHRCT '.
— LASS0: 0.955 1652 H
6083
° — DT:0942 FANZ0A I
S
SLaller
00 02 04 06 08 10 WSaAT

Boxplots of |residual|
Red dot standsfo oot mesn square o esiduals

Feature Importance
created for the DT, GBM, GLM, KNN, LASSO, NNET, RF, SVM, XGB model

03 04 05
1 - Specificity Root mean square error (RMSE) loss after permutations.

Macrophages M0 and Neutrophils. It is negatively correlated with
Mast cells resting and Macrophages M2. In conclusion, Asthma
and UC patients have varying degrees of multiple immune cell
infiltrations that may be potential regulatory points for treatment
(Supplementary Table S6).

3.8 Candidate drug prediction

This study employed the DGIdb database to predict
potential intervention drugs. Table 1 presents the top 10
compounds based on adjusted p-values. PD 98059 (PD
98059 CTD 00003206), (beclomethasone
CTD 00005468), (isoproterenol CTD
00006175) are three important drugs associated with key

targets.

beclomethasone

and isoproterenol

3.9 Molecular docking

To assess the affinity of candidate drugs for their targets and
predict their therapeutic potential for asthma and UC, we conducted
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molecular docking. The drugs PD 98059, beclomethasone and
isoproterenol were respectively docked with the core targets
NOS2, TCNI1, CHI3L1 and TIMPI1. Using AutoDock Vina
v.1.5.7, we identified binding sites and interactions, generating
binding energies for each drug-target interaction (Figures 8A, B).
The drugs interacted with their protein targets via hydrogen
bonds and electrostatic forces. Beclomethasone showed the
lowest binding energy with TIMP1 (-8.5 kcal/mol), indicating
a highly stable binding. The detailed information of the
molecular docking results mentioned above can be found in
Supplementary Table S7.

3.10 Molecular dynamics simulation

In this study, molecular dynamics simulations were performed
to further confirm the stability of the ligand-receptor binding,
specifically to verify the binding affinity between TIMP1 and
Beclomethasone. RMSD (Root Mean Square Deviation) is an
indicator used to assess the stability of protein-ligand complexes.
The smaller the RMSD, the less the overall structural change
of the complex, indicating greater stability. Figure 9A illustrates
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(A) Analysis of hub genes in the GSE63142 dataset using the ROC curve (B) Nomogram and a calibration curve of five biomarkers of asthma (C)
Expression of asthma-related hub genes in the GSE63142 dataset (D) The hub genes in the GSE92415 dataset were analyzed using ROC curves (E)
Nomogram and a calibration curve of five biomarkers of UC (F) Expression of UC-related hub genes in the GSE63142 dataset.
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Immune cell infiltration analysis. Ashma data correlation analysis (A)

Correlation analysis between the expression of CHI3L1 and Mast cells
resting (B) Correlation analysis between NOS2 expression and Mast
cells resting (C) Correlation analysis of TCN1 expression and
Macrophages M2 (D) Correlation analysis between TIMP1 expression
and Plasma cells (E) Correlation analysis between the expression of
CHI3L1 and Neutrophils (F) Correlation analysis of TCN1 expression
and B Cells memory (G) Correlation analysis between TIMP1
expression and B Cells memory (H) The correlation diagram of the
association between immune cells and NOS2, TCN1, CHI3L1, and
TIMP1 in asthma. Correlation analysis of UC data (I) Correlation
analysis of CHI3L1 expression and Neutrophils (J) Correlation analysis
between NOS2 expression and Macrophages M1 (K) Correlation
analysis between the expression of TCN1 and Neutrophils (Harb et al.,
2020). (L) Correlation analysis of TIMP1 expression and Neutrophils.
(M) Correlation analysis between the expression of CHI3L1 and
Macrophages M2 (N) Correlation analysis between NOS2 expression
and B Cells memory (O) Correlation analysis of TIMP1 expression and
Macrophages M2 (P) Correlation diagram of the association of
immune cells with NOS2, TCN1, CHI3L1, and TIMP1 in UC.
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TABLE 1 Candidate drug predicted using DGldb.

10.3389/fmolb.2025.1554304

Drug names Adjusted

P-value
PD 98059 CTD 8.80E-06 0.001600693 NOS2; CHI3L1;
00003206 TIMP1
2,4-Diisocyanato- 1.39E-05 0.001600693 NOS2; TIMP1
1-methylbenzene
CTD 00006908
DIALLYL 2.58E-05 0.001600693 NOS2; TIMP1
DISULFIDE CTD
00001321
Gadodiamide 2.70E-05 0.001600693 NOS2; TIMP1
hydrate CTD
00002623
beclomethasone 6.60E-05 0.00313045 NOS2; TIMP1
CTD 00005468
isoproterenol 9.20E-05 0.003632299 NOS2; TIMP1
CTD 00006175
chitosamine CTD 1.09E-04 0.003691714 NOS2; CHI3L1
00006030
Diallyl trisulfide 1.25E-04 0.003698062 NOS2; TIMP1
CTD 00001934
Dinoprostone 2.38E-04 0.006268338 NOS2; TIMP1
CTD 00007049
Isotretinoin HL60 2.73E-04 0.006468926 CHI3L1; TIMP1
UP

the RMSD values of the three systems over time. At 30 ns, all
systems reached a stable state: the TIMP1-Beclomethasone complex
maintained an RMSD of 0.35nm, and from 30 to 100 ns, the
RMSD remained stable with minimal fluctuation, suggesting a
very stable binding between TIMPI and Beclomethasone, and a
strong binding state. The fluctuation of amino acid residues in
the protein after small molecule binding is reflected by RMSF
(Root Mean Square Fluctuation). The results (Figure 9B) indicate
minimal conformational changes in the amino acids during the
simulation process. Rg (Radius of Gyration) analysis was employed
to characterize the compactness and stability of the structure during
the dynamic simulation. This parameter reflects the distribution
of molecular atoms relative to the center of mass and serves
as an important measure of the overall compactness of the
protein-small molecule complex. As shown in Figure 9C, the Rg
of the complex ranged from 2.050 to 2.100, indicating that the
complex is structurally stable and compact. To investigate the
hydrogen bond characteristics at the binding site, the number
of hydrogen bonds between the ligand and the protein was
calculated. Figure 9D shows that the number of hydrogen bonds
between the small molecule and the protein fluctuated mainly
between 0 and 2.
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4 Discussion

Recently, bioinformatics and machine learning have been widely
used to identify key genes, biomarkers, signaling pathways, and
therapeutic targets, aiding in the comprehensive understanding of
diseases (Huang et al., 2024). Asthma and ulcerative colitis are
chronic immune-mediated inflammatory diseases of the respiratory
and gastrointestinal systems, respectively. Over recent decades,
their incidence and prevalence have risen globally, placing a
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significant burden on individuals, populations, and healthcare
systems (Kuenzig et al., 2017). The potential link between these two
conditions has garnered increasing attention (Zou et al., 2023).
revealed that the
genes of Asthma-UC are primarily involved in immune
response, inflammation, and cytokine activity. These genes
cytokine
interaction, TNF signaling, chemokine signaling, and IL-17
signaling.

Functional enrichment analysis key

are associated with pathways such as receptor
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Molecular dynamics simulation results of the TIMP1-Beclomethasone complex (A) RMSD of the complex, protein, and small-molecule ligand (B) RMSF
of the protein within the complex (C) Radius of Gyration (Rg) of the complex (D) Number of hydrogen bonds (Hbond number) in the complex.

TNF-a is crucial in the pathogenesis of asthma and may
serve as a candidate gene for the condition (Huang et al,
2014), with its overproduction contributing to acute and
chronic inflammation, including asthma (Richmond et al,
2015). In addition, immune cells produce proinflammatory
cytokines, which play a crucial role in the pathogenesis
of UC. Among them, cytokines such as TNF serve as
key immune mediators, contributing to persistent immune
dysregulation and intestinal inflammation (Kobayashi et al,
2020; Suzuki et al, 2014). TNF-a, produced by immune cells
in the gut of UC patients, is linked to Thl7 differentiation
and regulates innate and adaptive immunity (Nakase et al,
2022). Over recent decades, TNF-a monoclonal antibodies, like
infliximab, have shown therapeutic effectiveness in UC treatment
(Guo and Wang, 2023).

IL-17E (IL-25) is key to regulating type 2 immune responses
and driving inflammatory conditions like allergic asthma through
IL-17RA and IL-17RB receptors (Wilson et al., 2022). Research
highlights IL-17A’s pivotal role in severe asthma, with elevated IL-
17 levels observed in sputum and bronchial biopsies from such
patients (Manni etal., 2014; Chesné et al., 2014). In a murine asthma
model, NF-«B activation in epithelial cells was linked to increased
neutrophilia, eosinophilia, and IL-17 production (Pantano et al.,
2008). Novielo et al. highlighted the critical role of the IL-23/IL-
17 axis in UC pathogenesis (Noviello et al., 2021). Monoclonal
antibody treatments targeting IL-17A have been shown to trigger
or worsen UC, highlighting IL-17’s role in preserving intestinal
homeostasis and regulating innate inflammation (Fauny et al., 2020).
Notably, IL-17 cytokines are upregulated at inflammation sites
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and synergize with TNF-a to amplify the inflammatory response
(Camargo et al., 2023).

In our study, 10 biomarkers (IL6, CXCL13, CCR6,CXCL3,
CXCL6, TIMP1, CD22, SOCS3, CHI3L1, and FAM20A) were
identified as the top ranked hub targets. IL-6 functions as
both a pro-inflammatory marker and an active contributor to
asthma pathogenesis, potentially driving lung function decline in
untreated patients (Rincon and Irvin, 2012). Elevated intestinal
levels of the inflammatory cytokine IL-6 are positively correlated
with the activity and severity of ulcerative colitis (Cui et al,
2023). CXCL13 is a potent B Cell chemokine that is released in
high concentrations in the airways of asthmatics and plays an
important role in allergic inflammation (Baay-Guzman et al., 2012).
Targeting CXCL13 + T Cells or CXCL13 itself may help reduce
the production of pathogenic B Cells, thereby alleviating colonic
inflammation (Uzzan et al., 2022). Cxcl3 is a well-known potent
neutrophil chemokine and a potent mediator of smooth muscle
cell migration in normal and asthmatic airways (Al-Alwan et al,
2013). Relevant experiments showed that the expression of CXCL3
in colon tissue of UC rats was elevated 28-fold, which may
play a key role in the pathogenesis of inflammation-based UC
(Boshagh et al., 2019).

GSEA analysis showed that NOS2, TCNI, CHI3L1 and
TIMP1 were jointly involved in cytokine receptor interaction
in asthma and ulcerative colitis chemokine signaling pathway.
CCL6 deficiency significantly reduces ovalbumin-induced airway
eosinophilia, mucus hypersecretion, and Th2 responses, with
the CCL6-CCRI1 axis serving as a key regulator in asthma
pathogenesis and a promising therapeutic target (Du et al,
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2021). Additionally, CCL6 plays a crucial role in immune cell
recruitment and intestinal inflammation (Cao et al, 2016).
Similarly, CXCL8, a well-studied proinflammatory chemokine,
is linked to
inflammatory bowel disease through its dysregulated signaling
(Ha et al., 2017).

Heparanase (HPSE) is an essential enzyme that degrades

inflammation-driven diseases like asthma and

the extracellular matrix (ECM) and basement membrane (BM),
playing a crucial role in infectious and autoimmune inflammatory
processes (Jin and Cui, 2018). HPSE promotes the recruitment
of eosinophils to the lungs in response to allergens by degrading
heparan sulfate and releasing cytokines bound to it. Relevant
experiments have shown that pharmacological inhibition of
heparanase suppresses bronchial hyperresponsiveness (BHR)
(Morris et al, 2015). Studies have also observed that the
deficiency of HPSE reduces dendritic cell numbers in the lungs
and selectively eliminates Th2 cell-mediated immune responses
that induce asthma, providing potential new therapeutic targets
for anti-inflammatory drugs to treat asthma and other allergic
diseases (Poon et al, 2014). During chronic inflammation in
the colon, such as in UC, HPSE degrades heparan sulfate
(HS) chains, disrupting the integrity of the ECM and BM,
thus promoting the directional migration of inflammatory
cells and releasing bioactive factors from the ECM and cell
surfaces. Additionally, HPSE can mediate the release of cytokines
such as TNF-a and IL-6 from macrophages, exacerbating
intestinal inflammation, inducing tumorigenesis, and promoting
angiogenesis (Waterman et al., 2007; 2011;
Hermano et al., 2012; Cui et al., 2021).

LRP8, through its influence on the Wnt signaling pathway

Lerner et al,

(Fang et al, 2022), may contribute to the pathogenesis of

asthma, including airway inflammation and remodeling,

by interacting with specific Wnt ligands in various cell
types. The Wnt signaling pathway is involved in a range
of  physiological
neuroinflammation

and pathological processes,

diseases,

including
and  autoimmune and its
regulation could impact disease progression (Baarsma and
Konigshoff, 2017).

Notch4 disrupts Treg cells into TH2 and TH17 effector T (Teff)
cells through Wnt and Hippo pathway-dependent mechanisms,
thereby enhancing immune cell infiltration in the airways and
exacerbating the inflammatory response in asthma. As a result,
related studies have identified Notch4-mediated disruption
of immune tolerance as a fundamental mechanism of tissue
inflammation in asthma (Harb et al, 2020). The discovery of
a novel Notch4-Wnt-GDF15 axis in controlling allergic asthma
in mice, and its subsequent validation in patients with severe
asthma, undoubtedly offers new therapeutic prospects for restoring
pulmonary immune tolerance and maintaining systemic balance
(Hammad and Lambrecht, 2020). Notch signaling, which plays a
critical role in maintaining the proliferation and differentiation of
colon epithelial cells, has been linked to severe inflammation and
colitis when chronic inhibition of the Notch pathway, combined
with intestinal infection, leads to changes in mucosal components,
bacterial dysbiosis, and loss of tight junction integrity (Ahmed et al.,
2018). Relevant animal studies provide compelling evidence of
Notch signalings involvement in the crosstalk between innate

and adaptive immune cells (Cahill et al., 2015), and demonstrate a
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significant role for Notch4 in embryonic dermal lymphangiogenesis
(Muley et al., 2022).

In addition, we identified NOS2, TCN1, CHI3L1, and TIMP1 as
possible diagnostic markers for UC and asthma. NOS2 (inducible
nitric oxide synthase) plays a critical role in immune-inflammatory
diseases (Kanwar et al., 2009). Present in the respiratory epithelium,
NOS2 is strongly linked to exhaled NO levels in asthmatic children
and may serve as a redox-related marker of asthma progression
(Salam et al,, 2011; Qi et al.,, 2018). Increased iNOS activity and
expression have been observed in the colonic mucosa of UC patients,
with NOS2 inhibition shown to alleviate intestinal inflammation,
highlighting its role in UC pathogenesis (Zhang et al, 2022;
Bernstein et al., 2007).

TCNI1 is linked to various immune checkpoint markers
and immune cells, playing key roles in cell metabolism and
proliferation (Li H. et al., 2022). Its expression is elevated in
the sputum of asthmatic patients, correlating positively with
inflammatory markers and negatively with lung function, making
it a potential biomarker for asthma diagnosis and treatment
(Xu et al, 2023). While TCNI1 expression differences have
been noted in other studies, current evidence does not support
its use as a UC biomarker (Cheng et al, 2020; Hu et al,
2022). However, elevated TCN1 levels have been observed
in refractory UC cases (Komeda et al, 2020). In our study,
TCN1 showed excellent discrimination ability, which indicated
that TCN1 was expected to be a candidate biomarker for
asthma and UC.

CHI3LI, part of the glycoside hydrolase family 18, plays a
key role in tissue injury, inflammation, repair, and remodeling.
Elevated CHI3L1 levels have been detected in the serum and
lungs of asthma patients (Zhao et al., 2020). The promoter SNP
(-131C>G) in CHI3LL1 is linked to higher serum CHI3L1 levels,
asthma susceptibility, bronchial hyperresponsiveness, and lung
function indicators (Chupp etal., 2007; James et al., 2016; Tang et al.,
2010). In inflammatory bowel disease, CHI3L1 aggravates
inflammation and promotes bacterial adhesion and invasion by
interacting with bacterial chitin-binding proteins (Buisson et al.,
2016). Targeting CHI3L1 activity offers a promising therapeutic
strategy.

TIMP1, a metalloproteinase inhibitor, forms irreversible
complexes with MMPs like MMP10 and MMP13, suppressing
protease activity and limiting collagen degradation (LiV. et al,
2022). Studies suggest TIMP1 enhances eosinophilic airway
inflammation, airway remodeling, and lung function decline
in severe asthma, making it a potential marker for predicting
persistent eosinophilic inflammation and poor outcomes in
severe asthma (Cao et al, 2023). In UC patients, TIMP1
expression is elevated and associated with innate and B
cell-mediated immune responses, immune regulation, and
T Cell activation, playing an immunomodulatory role in
UC pathogenesis (Pan et al, 2023). TIMP1 also influences
the prognosis of IBD-associated CRC and may serve as a
marker for monitoring intestinal mucosal healing in UC
(LiY. et al., 2022; Altadill et al., 2021).

In conclusion, NOS2, TCN1, CHI3L1 and TIMPI, as key
immune and inflammatory regulatory targets, play an important role
in the comorbidity of asthma and ulcerative colitis. The functions of
these targets are not only of great significance in the pathogenesis
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of a single disease, but their interactions in comorbidities may
promote the dysregulation of systemic immune responses, leading
to the exacerbation of patients’ conditions. Therefore, the combined
treatment strategies targeting these targets may provide more
effective treatment options for patients with comorbid asthma and
ulcerative colitis.

CIBERSORT
in immune cell infiltration between asthma, UC,

differences
and the
control group, with several immune cell subtypes closely

analysis revealed significant

linked to the biological processes of both diseases. Recent
studies confirm that immune cell infiltration plays a critical
role in the development of asthma and UC. Our analysis
found a strong correlation between the expression of hub
genes (NOS2, TCN1, CHI3LI, and TIMP1) and immune cell
infiltration in disease comorbidities. Specifically, these genes
were significantly associated with Macrophage M1, Macrophage
M2, resting mast cells, memory B Cells, and resting memory
CD4 T Cells.

Macrophages, the most abundant immune cells in the lungs, play
a crucial role in asthma. They differentiate into pro-inflammatory
M1 or anti-inflammatory M2 phenotypes based on local stimuli.
M1 macrophages are predominant in non-allergic asthma, while M2
macrophages are more involved in allergic asthma (Saradna et al.,
2018). M1 macrophages are particularly linked to severe asthma,
especially in patients unresponsive to systemic corticosteroids
(Oriss et al, 2017). Similarly, in the gastrointestinal mucosa,
macrophages are essential for intestinal homeostasis, with M1
macrophages promoting inflammation and mucosal damage, while
M2 macrophages aid in tissue repair and reduce inflammation,
thus alleviating IBD symptoms (Bain and Mowat, 2014; Huo and
Wang, 2023).

Mast cells (MCs) are versatile immune effectors widely
distributed throughout the body (Paivandy and Pejler, 2021).
They play a central role in asthma pathogenesis by producing
mediators that regulate both innate and adaptive immunity in
the lungs. Mast cell activation, triggered by allergic and non-
allergic stimuli, is crucial for initiating and maintaining the
allergic inflammatory cycle, primarily through the secretion of
type 2 (Th2) cytokines. Key triggers for mast cell activation in
asthma include allergen-stimulated IgE receptors (FCeRI), toll-
like receptors, and cytokines that activate alarmin receptors
(e.g., TSLP, IL-33) (Bradding and Arthur, 2016). In ulcerative
colitis, a reduction in quiescent mast cells in affected tissues
compared to normal tissue has also been observed (Ding et al.,
2023). Our findings showed a strong correlation between
the expression of four diagnostic markers and immune cell
infiltration, highlighting the critical role of immune mechanisms
in the
complicated by UC.

inflammation and immune responses of asthma

In addition, we predict the progression of potentially effective
therapeutics for UC with asthma. We obtained 10 overlapping
potential drugs targeting NOS2, TCN1, CHI3L1 and TIMP1 from
the DGIdb database and verified the molecular docking of three
of them. Among them, PD 98059, an ERK inhibitor, acts as a
downstream regulator of Kv1.3 channel inhibitors in neutrophilic
asthma and has therapeutic potential for the treatment of asthma
(Zhou et al., 2018). It is well known that beclomethasone is widely

used in the treatment of asthma. Similarly, in Italy and a few other
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European and non-European countries, oral controlled-release BDP
preparations have been approved for the treatment of active mild to
moderate ulcerative colitis (Manguso et al., 2016). Relevant studies
have shown that continuous inhalation of low-dose I-isoproterenol
in the emergency department and hospital environment is superior
to salbutamol in the treatment of pediatric patients with acute severe
attacks of asthma. Compared with salbutamol, it has a faster onset
of action and fewer adverse events (Katsunuma et al., 2019). MD
simulations are crucial for understanding protein conformational
changes and dynamic mechanisms, and are commonly used in
drug design and target validation. The results above indicate
that the binding between TIMP1 and Beclomethasone is highly
stable. Therefore, our findings may provide valuable insights
for developing effective treatments for asthma and ulcerative
colitis UC.

This study identified potential diagnostic markers and molecular
mechanisms of asthma and ulcerative colitis using bioinformatics
and machine learning. However, a key limitation is the lack of
experimental validation, which is essential to confirm the biological
relevance of our findings. In the future, our research will focus on
in vitro and in vivo experiments to further validate the identified
biomarkers. Despite this limitation, our study provides a valuable
computational framework for future research and potential clinical
applications.

5 Conclusion

In conclusion, our bioinformatics analysis identified NOS2,
TCN1, CHI3L1 and TIMPI as potential diagnostic biomarkers
for asthma and UC. These genes are likely involved in disease
pathogenesis through their roles in immunity and inflammation.
Furthermore, immune infiltrating cells, such as Macrophage
MI, Macrophage M2, resting mast cells, memory B Cells,
and resting memory CD4 T Cells, dominate in both diseases.
These findings highlight the key role of immune responses
in asthma and UC, driven by interactions between hub genes
and immune cells. These biomarkers offer new insights for
personalized diagnosis, prevention, and treatment of asthma
and UC and could advance our understanding of the gut-lung
axis.

Data availability statement

The datasets presented in this study can be found in online
repositories. The names of the repository/repositories and accession
number(s) can be found in the article/Supplementary Material.

Author contributions

CZ: Conceptualization, Data curation, Formal Analysis,
Methodology, Supervision, Validation, Visualization, Writing -
original draft, Writing — review and editing. ZL: Writing — original
draft, Writing - review and editing. L]: Writing - original draft, Data
curation, Methodology.

frontiersin.org


https://doi.org/10.3389/fmolb.2025.1554304
https://www.frontiersin.org/journals/molecular-biosciences
https://www.frontiersin.org

Zhang et al.

Funding

The author(s) declare that financial support was received for
the research and/or publication of this article. This work was
supported by the Document No. 75 [2022] of the Personnel and
Education Office of the National Administration of Traditional
Chinese Medicine — Shen Qilin’s Named Senior Traditional Chinese
Medicine Expert Inheritance Studio.

Acknowledgments

We thank all of authors contributing to our article. We sincerely
appreciate the GEO databases for providing meaningful datasets and
clinical information.

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

References

Agache, I, and Akdis, C. A. (2019). Precision medicine and phenotypes, endotypes,
genotypes, regiotypes, and theratypes of allergic diseases. J. Clin. Invest. 129 (4),
1493-1503. doi:10.1172/JCI124611

Ahmed, I, Roy, B. C,, Raach, R. T., Owens, S. M., Xia, L., Anant, S., et al. (2018).
Enteric infection coupled with chronic Notch pathway inhibition alters colonic mucus
composition leading to dysbiosis, barrier disruption and colitis. PLoS One 13 (11),
€0206701. doi:10.1371/journal.pone.0206701

Al-Alwan, L. A,, Chang, Y., Mogas, A., Halayko, A.]., Baglole, C.J., Martin, J. G., et al.
(2013). Differential roles of CXCL2 and CXCL3 and their receptors in regulating normal
and asthmatic airway smooth muscle cell migration. J. Immunol. 191 (5), 2731-2741.
doi:10.4049/jimmunol. 1203421

Altadill, A., Eiro, N., Gonzilez, L. O., Andicoechea, A., Fernindez-Francos, S.,
Rodrigo, L., et al. (2021). Relationship between metalloprotease-7 and -14 and
tissue inhibitor of metalloprotease 1 expression by mucosal stromal cells and
colorectal cancer development in inflammatory bowel disease. Biomedicines 9 (5), 495.
doi:10.3390/biomedicines9050495

Baarsma, H. A., and K6nigshoff, M. (2017). WNT-er is coming: WNT signalling in
chronic lung diseases. Thorax 72 (8), 746-759. doi:10.1136/thoraxjnl-2016-209753

Baay-Guzman, G. J., Huerta-Yepez, S., Vega, M. L, Aguilar-Leon, D., Campillos, M.,
Blake, J., et al. (2012). Role of CXCL13 in asthma: novel therapeutic target. Chest 141
(4), 886-894. d0i:10.1378/chest.11-0633

Bain, C. C,, and Mowat, A. M. (2014). The monocyte-macrophage axis in the
intestine. Cell. Immunol. 291 (1-2), 41-48. doi:10.1016/j.cellimm.2014.03.012

Bernstein, H., Holubec, H., Bernstein, C., Ignatenko, N. A., Gerner, E., Dvorak, K.,
et al. (2007). Deoxycholate-induced colitis is markedly attenuated in Nos2 knockout
mice in association with modulation of gene expression profiles. Dig. Dis. Sci. 52 (3),
628-642. doi:10.1007/510620-006-9608-0

Boshagh, M. A., Foroutan, P., Moloudi, M. R., Fakhari, S., Malakouti, P., Nikkhoo, B.,
etal. (2019). ELR positive CXCL chemokines are highly expressed in an animal model
of ulcerative colitis. J. Inflamm. Res. 12, 167-174. doi:10.2147/JIR.S203714

Bradding, P, and Arthur, G. (2016). Mast cells in asthma-state of the art. Clin. Exp.
Allergy. 46 (2), 194-263. doi:10.1111/cea.12675

Buisson, A., Vazeille, E., Minet-Quinard, R., Goutte, M., Bouvier, D., Goutorbe,
F, et al. (2016). Faecal chitinase 3-like 1 is a reliable marker as accurate as faecal
calprotectin in detecting endoscopic activity in adult patients with inflammatory
bowel diseases. Aliment. Pharmacol. Ther. 43 (10), 1069-1079. doi:10.1111/apt.
13585

Cahill, E. E, Tobin, L. M., Carty, E, Mahon, B. P, and English, K. (2015). Jagged-1 is
required for the expansion of CD4+ CD25+ FoxP3+ regulatory T cells and tolerogenic
dendritic cells by murine mesenchymal stromal cells. Stem Cell. Res. Ther. 6 (1), 19.
doi:10.1186/s13287-015-0021-5

Frontiers in Molecular Biosciences

16

10.3389/fmolb.2025.1554304

Generative Al statement

The author(s) declare that no Generative Al was used in the
creation of this manuscript.

Publisher’s note

All  claims
of the authors and do not necessarily represent those of
their affiliated organizations, those of the publisher,
the editors and the reviewers. Any product that may be

expressed in this article are solely those

or

evaluated in this article, or claim that may be made by
its manufacturer, is not guaranteed or endorsed by the
publisher.

Supplementary material

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/fmolb.2025.
1554304/full#supplementary-material

Camargo, L. D. N, Righetti, R. E, de Almeida, E. M., Dos Santos, T. M., Fukuzaki,
S., Martins, N. A. B,, et al. (2023). Modulating asthma-COPD overlap responses with
IL-17 inhibition. Front. Immunol. 14, 1271342. doi:10.3389/fimmu.2023.1271342

Cao, S., Su, X, Zeng, B., Yan, H., Huang, Y., Wang, E., et al. (2016). The gut epithelial
receptor LRRC19 promotes the recruitment of immune cells and gut inflammation. Cell.
Rep. 14 (4), 695-707. doi:10.1016/j.celrep.2015.12.070

Cao, T. B. T,, Quoc, Q. L, Yang, E. M., Moon, J. Y, Shin, Y. S,, Ryu, M. S,
et al. (2023). Tissue inhibitor of metalloproteinase-1 enhances eosinophilic airway
inflammation in severe asthma. Allergy Asthma Immunol. Res. 15 (4), 451-472.
doi:10.4168/aair.2023.15.4.451

Carriera, L., Barone, R., Ielo, S., and Coppola, A. (2025). Simultaneous treatment with
benralizumab and ustekinumab in a patient with severe asthma and ulcerative colitis.
Lung India 42 (1), 49-52. doi:10.4103/lungindia.lungindia_337_24

Cheng, E, Li, Q., Wang, J., Zeng, E, Wang, K., and Zhang, Y. (2020). Identification
of differential intestinal mucosa transcriptomic biomarkers for ulcerative colitis by
bioinformatics analysis. Dis. Markers 2020, 8876565. doi:10.1155/2020/8876565

Chesné, J., Braza, F, Mahay, G., Brouard, S., Aronica, M., and Magnan, A. (2014).
IL-17 in severe asthma. Where do we stand? Am. J. Respir. Crit. Care Med. 190 (10),
1094-1101. doi:10.1164/rccm.201405-0859PP

Chupp, G. L, Lee, C. G,, Jarjour, N., Shim, Y. M., Holm, C. T., He, S, et al. (2007).
A chitinase-like protein in the lung and circulation of patients with severe asthma. N.
Engl. J. Med. 357 (20), 2016-2027. doi:10.1056/NEJMoa073600

Cui, Y,, Hy, J, Li, Y., Au, R, Fang, Y., Cheng, C,, et al. (2023). Integrated network
pharmacology, molecular docking and animal experiment to explore the efficacy and
potential mechanism of baiyu decoction against ulcerative colitis by enema. Drug Des.
Devel Ther. 17, 3453-3472. d0i:10.2147/DDDT.S432268

Cui, Y., Zhang, J., Chen, Y, and Chen, L. G. (2021). Upregulation of fecal
epithelial heparanase mRNA is associated with increased ulcerative colitis activity and
cancerization risk. Dig. Dis. Sci. 66 (5), 1488-1498. d0i:10.1007/s10620-020-06350-y

Dang, A. T, and Marsland, B. J. (2019). Microbes, metabolites, and the gut-lung axis.
Mucosal Immunol. 12 (4), 843-850. doi:10.1038/s41385-019-0160-6

Ding, R. L., Zheng, Y., and Bu, J. (2023). Exploration of the biomarkers of comorbidity
of psoriasis with inflammatory bowel disease and their association with immune
infiltration. Skin. Res. Technol. 29 (12), e13536. doi:10.1111/srt.13536

Du, X, Li, F, Zhang, C., Li, N., Huang, H., Shao, Z., et al. (2021). Eosinophil-derived
chemokine (hCCL15/23, mCCL6) interacts with CCR1 to promote eosinophilic airway
inflammation. Signal Transduct. Target Ther. 6 (1), 91. doi:10.1038/s41392-021-00482-x

Fang, Z., Zhong, M., Zhou, L., Le, Y., Wang, H., and Fang, Z. (2022). Low-density
lipoprotein receptor-related protein 8 facilitates the proliferation and invasion of
non-small cell lung cancer cells by regulating the Wnt/p-catenin signaling pathway.
Bioengineered 13 (3), 6807-6818. doi:10.1080/21655979.2022.2036917

frontiersin.org


https://doi.org/10.3389/fmolb.2025.1554304
https://www.frontiersin.org/articles/10.3389/fmolb.2025.1554304/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fmolb.2025.1554304/full#supplementary-material
https://doi.org/10.1172/JCI124611
https://doi.org/10.1371/journal.pone.0206701
https://doi.org/10.4049/jimmunol.1203421
https://doi.org/10.3390/biomedicines9050495
https://doi.org/10.1136/thoraxjnl-2016-209753
https://doi.org/10.1378/chest.11-0633
https://doi.org/10.1016/j.cellimm.2014.03.012
https://doi.org/10.1007/s10620-006-9608-0
https://doi.org/10.2147/JIR.S203714
https://doi.org/10.1111/cea.12675
https://doi.org/10.1111/apt.13585
https://doi.org/10.1111/apt.13585
https://doi.org/10.1186/s13287-015-0021-5
https://doi.org/10.3389/fimmu.2023.1271342
https://doi.org/10.1016/j.celrep.2015.12.070
https://doi.org/10.4168/aair.2023.15.4.451
https://doi.org/10.4103/lungindia.lungindia_337_24
https://doi.org/10.1155/2020/8876565
https://doi.org/10.1164/rccm.201405-0859PP
https://doi.org/10.1056/NEJMoa073600
https://doi.org/10.2147/DDDT.S432268
https://doi.org/10.1007/s10620-020-06350-y
https://doi.org/10.1038/s41385-019-0160-6
https://doi.org/10.1111/srt.13536
https://doi.org/10.1038/s41392-021-00482-x
https://doi.org/10.1080/21655979.2022.2036917
https://www.frontiersin.org/journals/molecular-biosciences
https://www.frontiersin.org

Zhang et al.

Fauny, M., Moulin, D., DAmico, E, Netter, P, Petitpain, N., Arnone, D, et al. (2020).
Paradoxical gastrointestinal effects of interleukin-17 blockers. Ann. Rheum. Dis. 79 (9),
1132-1138. doi:10.1136/annrheumdis-2020-217927

Guo, M., and Wang, X. (2023).
drugs of ulcerative colitis: a review. Med. Baltim.
doi:10.1097/MD.0000000000035020

Ha, H., Debnath, B., and Neamati, N. (2017). Role of the CXCL8-CXCR1/2
Axis in cancer and inflammatory diseases. Theranostics 7 (6), 1543-1588.
doi:10.7150/thno.15625

Hammad, H., and Lambrecht, B. N. (2020). Wnt and Hippo pathways in
regulatory T cells: a NOTCH above in asthma. Nat. Immunol. 21 (11), 1313-1314.
doi:10.1038/s41590-020-0797-z

Harb, H., Stephen-Victor, E., Crestani, E., Benamar, M., Massoud, A., Cui, Y., et al.
(2020). A regulatory T cell Notch4-GDF15 axis licenses tissue inflammation in asthma.
Nat. Immunol. 21 (11), 1359-1370. doi:10.1038/s41590-020-0777-3

Pathological mechanism and targeted
102 (37), e35020.

Hermano, E., Lerner, L, and Elkin, M. (2012). Heparanase enzyme in chronic
inflammatory bowel disease and colon cancer. Cell. Mol. Life Sci. 69 (15), 2501-2513.
doi:10.1007/s00018-012-0930-8

Hu, W,, Fang, T, and Chen, X. (2022). Identification of differentially expressed
genes and miRNAs for ulcerative colitis using bioinformatics analysis. Front. Genet. 13,
914384. doi:10.3389/fgene.2022.914384

Huang, H., Nie, W, Qian, J., Zang, Y., Chen, J., Lai, G., et al. (2014). Effects of TNF-
a polymorphisms on asthma risk: a systematic review and meta-analysis. J. Investig.
Allergol. Clin. Immunol. 24 (6), 406-417.

Huang, Y., Yue, S., Qiao, J., Dong, Y., Liu, Y., Zhang, M., et al. (2024). Identification of
diagnostic genes and drug prediction in metabolic syndrome-associated rheumatoid
arthritis by integrated bioinformatics analysis, machine learning, and molecular
docking. Front. Immunol. 15, 1431452. doi:10.3389/fimmu.2024.1431452

Huo, A., and Wang, F. (2023). Biomarkers of ulcerative colitis disease activity CXCL1,
CYP2R1, LPCAT1, and NEU4 and their relationship to immune infiltrates. Sci. Rep. 13
(1), 12126. doi:10.1038/s41598-023-39012-w

James, A. J., Reinius, L. E., Verhoek, M., Gomes, A., Kupczyk, M., Hammar,
U, et al. (2016). Increased YKL-40 and chitotriosidase in asthma and chronic
obstructive pulmonary disease. Am. J. Respir. Crit. Care Med. 193 (2), 131-142.
doi:10.1164/rccm.201504-07600C

Jin, H., and Cui, M. (2018). New advances of heparanase and heparanase-2 in human
diseases. Arch. Med. Res. 49 (7), 423-429. doi:10.1016/j.arcmed.2019.02.004

Kanwar, J. R., Kanwar, R. K., Burrow, H., and Baratchi, S. (2009). Recent advances
on the roles of NO in cancer and chronic inflammatory disorders. Curr. Med. Chem. 16
(19), 2373-2394. doi:10.2174/092986709788682155

Katsunuma, T., Fujisawa, T., Maekawa, T., Akashi, K., Ohya, Y., Adachi, Y., et al.
(2019). Low-dose l-isoproterenol versus salbutamol in hospitalized pediatric patients
with severe acute exacerbation of asthma: a double-blind, randomized controlled trial.
Allergol. Int. 68 (3), 335-341. doi:10.1016/j.alit.2019.02.001

Kim, Y. C,, Sohn, K. H., and Kang, H. R. (2024). Gut microbiota dysbiosis and its
impact on asthma and other lung diseases: potential therapeutic approaches. Korean J.
Intern Med. 39 (5), 746-758. doi:10.3904/kjim.2023.451

Kisiel, M. A., Sedvall, M., Malinovschi, A., Franklin, K. A., Gislason, T., Shlunssen, V.,
et al. (2023). Inflammatory bowel disease and asthma. Results from the RHINE study.
Respir. Med. 216, 107307. doi:10.1016/j.rmed.2023.107307

Kobayashi, T., Siegmund, B., Le Berre, C., Wei, S. C., Ferrante, M., Shen, B., et al.
(2020). Ulcerative colitis. Nat. Rev. Dis. Prim. 6 (1), 74. doi:10.1038/s41572-020-0205-x

Komeda, Y., Sakurai, T., Sakai, K., Morita, Y., Hashimoto, A., Nagai, T., et al.
(2020). Refractory case of ulcerative colitis with idiopathic thrombocytopenic purpura
successfully treated by Janus kinase inhibitor tofacitinib: a case report. World J. Clin.
Cases 8 (24), 6389-6395. d0i:10.12998/wjcc.v8.124.6389

Kuenzig, M. E., Barnabe, C., Seow, C. H., Eksteen, B., Negron, M. E., Rezaie, A.,
etal. (2017). Asthma is associated with subsequent development of inflammatory bowel
disease: a population-based case-control study. Clin. Gastroenterol. Hepatol. 15 (9),
1405-1412.e3. doi:10.1016/j.cgh.2017.02.042

Lerner, 1., Hermano, E., Zcharia, E., Rodkin, D., Bulvik, R., Doviner, V., et al. (2011).
Heparanase powers a chronic inflammatory circuit that promotes colitis-associated
tumorigenesis in mice. J. Clin. Invest. 121 (5), 1709-1721. doi:10.1172/JCI43792

Li, H, Guo, L., and Cai, Z. (2022a). TCN1 is a potential prognostic biomarker and
correlates with immune infiltrates in lung adenocarcinoma. World J. Surg. Oncol. 20 (1),
83. d0i:10.1186/5s12957-022-02556-8

Li, Y., Tang, M., Zhang, E J., Huang, Y., Zhang, J., Li, ], et al. (2022b). Screening
of ulcerative colitis biomarkers and potential pathways based on weighted gene co-
expression network, machine learning and ceRNA hypothesis. Hereditas 159 (1), 42.
doi:10.1186/s41065-022-00259-4

Lin, S. C, Shi, L. S, and Ye, Y. L. (2019). Advanced molecular knowledge of
therapeutic drugs and natural products focusing on inflammatory cytokines in asthma.
Cells 8 (7), 685. doi:10.3390/cells8070685

Manguso, E, Bennato, R., Lombardi, G., Riccio, E., Costantino, G., and Fries,
W. (2016). Efficacy and safety of oral beclomethasone dipropionate in ulcerative

Frontiers in Molecular Biosciences

17

10.3389/fmolb.2025.1554304

colitis: a systematic review and meta-analysis. PLoS One 11 (11), e0166455.
doi:10.1371/journal.pone.0166455

Manni, M. L., Robinson, K. M., and Alcorn, J. E (2014). A tale of two cytokines:
IL-17 and IL-22 in asthma and infection. Expert Rev. Respir. Med. 8 (1), 25-42.
doi:10.1586/17476348.2014.854167

Marsland, B. J., Trompette, A., and Gollwitzer, E. S. (2015). The gut-lung
Axis in respiratory disease. Ann. Am. Thorac. Soc. 12 (Suppl. 2), S150-S156.
doi:10.1513/AnnalsATS.201503-133AW

Morris, A., Wang, B., Waern, I, Venkatasamy, R., Page, C., Schmidt, E. P, et al. (2015).
The role of heparanase in pulmonary cell recruitment in response to an allergic but not
non-allergic stimulus. PLoS One 10 (6), €0127032. doi:10.1371/journal.pone.0127032

Muley, A., Kim, Uh M., Salazar-De, S. G., Swaminathan, B., James, J. M., Murtomaki,
A, etal. (2022). Unique functions for Notch4 in murine embryonic lymphangiogenesis.
Angiogenesis 25 (2), 205-224. doi:10.1007/s10456-021-09822-5

Nakase, H., Sato, N., Mizuno, N., and Ikawa, Y. (2022). The influence of cytokines
on the complex pathology of ulcerative colitis. Autoimmun. Rev. 21 (3), 103017.
doi:10.1016/j.autrev.2021.103017

Noviello, D., Mager, R., Roda, G., Borroni, R. G., Fiorino, G., and Vetrano, S. (2021).
The IL23-IL17 immune Axis in the treatment of ulcerative colitis: successes, defeats,
and ongoing challenges. Front. Immunol. 12, 611256. doi:10.3389/fimmu.2021.611256

Oriss, T. B., Raundhal, M., Morse, C., Huff, R. E., Das, S., Hannum, R, et al. (2017).
IRF5 distinguishes severe asthma in humans and drives Th1 phenotype and airway
hyperreactivity in mice. JCI Insight 2 (10), €91019. doi:10.1172/jci.insight.91019

Paivandy, A., and Pejler, G. (2021). Novel strategies to target mast cells in disease. J.
Innate Immun. 13 (3), 131-147. d0i:10.1159/000513582

Pan, Z., Lin, H., Fu, Y,, Zeng, F, Gu, E, Niu, G,, et al. (2023). Identification of gene
signatures associated with ulcerative colitis and the association with immune infiltrates
in colon cancer. Front. Immunol. 14, 1086898. d0i:10.3389/fimmu.2023.1086898

Pantano, C., Ather, J. L., Alcorn, J. E, Poynter, M. E,, Brown, A. L., Guala, A.
S., et al. (2008). Nuclear factor-kappaB activation in airway epithelium induces
inflammation and hyperresponsiveness. Am. J. Respir. Crit. Care Med. 177 (9), 959-969.
doi:10.1164/rccm.200707-10960C

Poon, 1. K., Goodall, K. J,, Phipps, S., Chow, J. D., Pagler, E. B.,, Andrews,
D. M., et al. (2014). Mice deficient in heparanase exhibit impaired dendritic cell
migration and reduced airway inflammation. Eur. J. Immunol. 44 (4), 1016-1030.
doi:10.1002/¢ji.201343645

Qi, S, Liu, G., Dong, X., Huang, N, Li, W,, and Chen, H. (2018). Microarray data
analysis to identify differentially expressed genes and biological pathways associated
with asthma. Exp. Ther. Med. 16 (3), 1613-1620. doi:10.3892/etm.2018.6366

Richmond, V., Michelini, F. M., Bueno, C. A., Alché, L. E., and Ramirez, J. A.
(2015). Small molecules as anti-TNF drugs. Curr. Med. Chem. 22 (25), 2920-2942.
doi:10.2174/0929867322666150729115553

Rincon, M., and Irvin, C. G. (2012). Role of IL-6 in asthma and other inflammatory
pulmonary diseases. Int. J. Biol. Sci. 8 (9), 1281-1290. doi:10.7150/ijbs.4874

Salam, M. T, Bastain, T. M., Rappaport, E. B., Islam, T., Berhane, K., Gauderman,
W. J., et al. (2011). Genetic variations in nitric oxide synthase and arginase influence
exhaled nitric oxide levels in children. Allergy 66 (3), 412-419. doi:10.1111/j.1398-
9995.2010.02492.x

Saradna, A., Do, D. C,, Kumar, S., Fu, Q. L., and Gao, P. (2018). Macrophage
polarization and allergic asthma. Transl. Res. 191, 1-14. doi:10.1016/j.trsl.2017.09.002

Stern, J., Pier, ], and Litonjua, A. A. (2020). Asthma epidemiology and risk factors.
Semin. Immunopathol. 42 (1), 5-15. doi:10.1007/s00281-020-00785-1

Suzuki, M., Nagaishi, T., Yamazaki, M., Onizawa, M., Watabe, T., Sakamaki, Y.,
et al. (2014). Myosin light chain kinase expression induced via tumor necrosis factor
receptor 2 signaling in the epithelial cells regulates the development of colitis-associated
carcinogenesis. PLoS One 9 (2), €88369. doi:10.1371/journal.pone.0088369

Tang, H., Fang, Z., Sun, Y,, Li, B., Shi, Z., Chen, ., et al. (2010). YKL-40 in asthmatic
patients, and its correlations with exacerbation, eosinophils and immunoglobulin E.
Eur. Respir. J. 35 (4), 757-760. doi:10.1183/09031936.00034409

Tatiya-Aphiradee, N., Chatuphonprasert, W., and Jarukamjorn, K. (2018). Immune
response and inflammatory pathway of ulcerative colitis. J. Basic Clin. Physiol.
Pharmacol. 30 (1), 1-10. doi:10.1515/jbcpp-2018-0036

Tulic, M. K., Piche, T., and Verhasselt, V. (2016). Lung-gut cross-talk: evidence,
mechanisms and implications for the mucosal inflammatory diseases. Clin. Exp. Allergy.
46 (4), 519-528. doi:10.1111/cea.12723

Ungaro, R,, Mehandru, S., Allen, P. B., Peyrin-Biroulet, L., and Colombel, J. F. (2017).
Ulcerative colitis. Lancet 389 (10080), 1756-1770. doi:10.1016/S0140-6736(16)32126-2

Uzzan, M., Martin, J. C., Mesin, L., Livanos, A. E., Castro-Dopico, T., Huang, R., et al.
(2022). Ulcerative colitis is characterized by a plasmablast-skewed humoral response
associated with disease activity. Nat. Med. 28 (4), 766-779. doi:10.1038/s41591-022-
01680-y

von Mutius, E., and Smits, H. H. (2020). Primary prevention of asthma: from risk and
protective factors to targeted strategies for prevention. Lancet 396 (10254), 854-866.
doi:10.1016/50140-6736(20)31861-4

frontiersin.org


https://doi.org/10.3389/fmolb.2025.1554304
https://doi.org/10.1136/annrheumdis-2020-217927
https://doi.org/10.1097/MD.0000000000035020
https://doi.org/10.7150/thno.15625
https://doi.org/10.1038/s41590-020-0797-z
https://doi.org/10.1038/s41590-020-0777-3
https://doi.org/10.1007/s00018-012-0930-8
https://doi.org/10.3389/fgene.2022.914384
https://doi.org/10.3389/fimmu.2024.1431452
https://doi.org/10.1038/s41598-023-39012-w
https://doi.org/10.1164/rccm.201504-0760OC
https://doi.org/10.1016/j.arcmed.2019.02.004
https://doi.org/10.2174/092986709788682155
https://doi.org/10.1016/j.alit.2019.02.001
https://doi.org/10.3904/kjim.2023.451
https://doi.org/10.1016/j.rmed.2023.107307
https://doi.org/10.1038/s41572-020-0205-x
https://doi.org/10.12998/wjcc.v8.i24.6389
https://doi.org/10.1016/j.cgh.2017.02.042
https://doi.org/10.1172/JCI43792
https://doi.org/10.1186/s12957-022-02556-8
https://doi.org/10.1186/s41065-022-00259-4
https://doi.org/10.3390/cells8070685
https://doi.org/10.1371/journal.pone.0166455
https://doi.org/10.1586/17476348.2014.854167
https://doi.org/10.1513/AnnalsATS.201503-133AW
https://doi.org/10.1371/journal.pone.0127032
https://doi.org/10.1007/s10456-021-09822-5
https://doi.org/10.1016/j.autrev.2021.103017
https://doi.org/10.3389/fimmu.2021.611256
https://doi.org/10.1172/jci.insight.91019
https://doi.org/10.1159/000513582
https://doi.org/10.3389/fimmu.2023.1086898
https://doi.org/10.1164/rccm.200707-1096OC
https://doi.org/10.1002/eji.201343645
https://doi.org/10.3892/etm.2018.6366
https://doi.org/10.2174/0929867322666150729115553
https://doi.org/10.7150/ijbs.4874
https://doi.org/10.1111/j.1398-9995.2010.02492.x
https://doi.org/10.1111/j.1398-9995.2010.02492.x
https://doi.org/10.1016/j.trsl.2017.09.002
https://doi.org/10.1007/s00281-020-00785-1
https://doi.org/10.1371/journal.pone.0088369
https://doi.org/10.1183/09031936.00034409
https://doi.org/10.1515/jbcpp-2018-0036
https://doi.org/10.1111/cea.12723
https://doi.org/10.1016/S0140-6736(16)32126-2
https://doi.org/10.1038/s41591-022-01680-y
https://doi.org/10.1038/s41591-022-01680-y
https://doi.org/10.1016/S0140-6736(20)31861-4
https://www.frontiersin.org/journals/molecular-biosciences
https://www.frontiersin.org

Zhang et al.

Wang, B., Liu, Y., Sun, J., Zhang, N., Zheng, X, and Liu, Q. (2021). Exploring
the potential mechanism of xiaokui jiedu decoction for ulcerative colitis based
on network pharmacology and molecular docking. J. Healthc. Eng. 2021, 1536337.
doi:10.1155/2021/1536337

Wang, L., Cai, Y., Garssen, J., Henricks, P. A. J, Folkerts, G., and Braber,
S. (2023). The bidirectional gut-lung Axis in chronic obstructive pulmonary
disease. Am. J. Respir. Crit. Care Med. 207 (9), 1145-1160. doi:10.1164/rccm.
202206-1066TR

Waterman, M., Ben-Izhak, O., Eliakim, R., Groisman, G., Vlodavsky, I., and Ilan, N.
(2007). Heparanase upregulation by colonic epithelium in inflammatory bowel disease.
Mod. Pathol. 20 (1), 8-14. doi:10.1038/modpathol.3800710

Wilson, S. C., Caveney, N. A, Yen, M., Pollmann, C., Xiang, X., Jude, K. M,, et al.
(2022). Organizing structural principles of the IL-17 ligand-receptor axis. Nature 609
(7927), 622-629. doi:10.1038/s41586-022-05116-y

Xu, C., Du, L., Guo, Y., and Liang, Y. (2023). TCN1 expression is increased in asthma.
Int. Arch. Allergy Immunol. 184 (11), 1135-1142. doi:10.1159/000531073

Frontiers in Molecular Biosciences

18

10.3389/fmolb.2025.1554304

Zergham, A. S., Sekhon, A. K., Mebasher, A., Tserenpil, G., and Malik, B. H. (2020).
Inflammatory bowel disease and obstructive pulmonary disease: a two-way association?
Cureus 12 (1), e6836. doi:10.7759/cureus.6836

Zhang, J. L., Zhang, M. N., Wang, H. G, Yang, X. Z, and Yu, C. G. (2022).
Jatrorrhizine alleviates ulcerative colitis via regulating gut microbiota and NOS2
expression. Gut Pathog. 14 (1), 41. doi:10.1186/513099-022-00514-z

Zhao, T, Su, Z., Li, Y., Zhang, X., and You, Q. (2020). Chitinase-3 like-protein-
1 function and its role in diseases. Signal Transduct. Target Ther. 5 (1), 201.
doi:10.1038/s41392-020-00303-7

Zhou, Q. L., Wang, T. Y, Li, M., and Shang, Y. X. (2018). Alleviating airway
inflammation by inhibiting ERK-NF-«B signaling pathway by blocking Kv1.3 channels.
Int. Immunopharmacol. 63, 110-118. doi:10.1016/j.intimp.2018.07.009

Zou, X., Lu, R. L., Liao, B,, Liu, S. J., and Dai, S. X. (2023). Causal relationship
between asthma and ulcerative colitis and the mediating role of interleukin-18: a
bidirectional Mendelian study and mediation analysis. Front. Immunol. 14, 1293511.
doi:10.3389/fimmu.2023.1293511

frontiersin.org


https://doi.org/10.3389/fmolb.2025.1554304
https://doi.org/10.1155/2021/1536337
https://doi.org/10.1164/rccm.202206-1066TR
https://doi.org/10.1164/rccm.202206-1066TR
https://doi.org/10.1038/modpathol.3800710
https://doi.org/10.1038/s41586-022-05116-y
https://doi.org/10.1159/000531073
https://doi.org/10.7759/cureus.6836
https://doi.org/10.1186/s13099-022-00514-z
https://doi.org/10.1038/s41392-020-00303-7
https://doi.org/10.1016/j.intimp.2018.07.009
https://doi.org/10.3389/fimmu.2023.1293511
https://www.frontiersin.org/journals/molecular-biosciences
https://www.frontiersin.org

	1 Introduction
	2 Materials and methods
	2.1 Microarray dataset download
	2.2 Analysis of differentially expressed genes (DEGs)
	2.3 Building and analyzing weighted gene Co-expression networks (WGCNA)
	2.4 Functional enrichment analysis
	2.5 Construction of PPI network and identification of hub genes
	2.6 Identification of characteristic genes and construction and verification of ROC curve
	2.7 Validation and construction of diagnostic model
	2.8 Gene set enrichment analysis (GSEA) of biomarkers
	2.9 Analysis of immune cell infiltration
	2.10 Prediction of candidate drugs for hub genes
	2.11 Molecular docking
	2.12 Molecular dynamics simulation

	3 Results
	3.1 Identification of differential genes
	3.2 WGCNA identifies key module genes in UC samples
	3.3 Functional enrichment analysis
	3.4 PPI network construction and hub gene identification
	3.5 Selection and validation results of machine learning models
	3.6 GSEA analysis
	3.7 Analysis of immune cell infiltration
	3.8 Candidate drug prediction
	3.9 Molecular docking
	3.10 Molecular dynamics simulation

	4 Discussion
	5 Conclusion
	Data availability statement
	Author contributions
	Funding
	Acknowledgments
	Conflict of interest
	Generative AI statement
	Publisher’s note
	Supplementary material
	References

