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Abstract: Brain cancer (BC), melanoma (ML), bladder cancer (BDC), benign tumor (BT), gliomas
(GM) are annihilating diseases among people because of their high death risk. These five diseases are
associated among themselves. The analysis shows that there are eight common genes TERT, MYC,
GSTP1, GSTM1, CXCR4, CXCL12, GSTT1, PROM1, among those associated with five diseases.
Preprocessing has been done to find these eight common genes based on biological, biochemical, and
genetic relationships between common genes. This analysis identifies the most significant hub proteins.
Seed, nodes, and edges create networks that indicate the relationship between the genes and proteins.
Protein-protein interaction (PPIs) network, TF —gene interactions, gene regulatory network (GRN),
protein-drug, protein-chemical, gene-diseases analysis has been done the common genes and their
interactions, correlation, association, and candidate drugs. Topological analysis finally provides eight
common genes that can develop an efficient drug design for this research.

Keywords: bioinformatics; topological properties analysis; gene regulatory network; protein-drug
interaction; brain cancer; melanoma; benign tumor.

Abbreviations: BC = Brain Cancer; ML = Melanoma; BDC = Bladder Cancer; BT = Benign Tumor
GM = Gliomas.
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1. Introduction

Nowadays, cancer is the most significant disease among deadly diseases in the world.
Among them, brain cancer is one of the most common cancers, causing death for many people.
Brain tumors are different in terms of shape, texture, size, and location (Neuroma,
Meningioma, Pituitary, Glioma, etc.). An enhanced deep learning model has been used to
classify and detect brain cancer from MRI images using a deep learning algorithm in [1]. In
Asia, brain cancer/brain tumor and problem in central nervous system-related diseases are very
frequent, according to a report of WHO, 2018. According to deep learning, highlights among
the relationship between brain cancer and other brain disorders like stroke, Alzheimer’s,
Parkinson’s, and Wilson’s disease, leukoaraiosis, and other neurological disorders has been
shown in [2]. Potential fatal skin malignancy is called melanoma, and it is increasing day by
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day. Age, gender, family history, genetics are some of the risk factors for melanoma—
environmental risks, like sun exposure, influence melanoma [3,4]. Progress from primary to
metastatic disease for genetically evolving of uveal melanomas continues [5].

About 170000 deaths are happening every year worldwide due to the deadly disease of
bladder cancer. Muscle invasive bladder cancer and advanced bladder cancer treatment have
been represented by V. G. Patel in [6]. In [7], urinary bladder cancer and its worldwide risk
factors have been represented. According to the research, age, gender, region are some of the
significant factors for bladder cancer. W. J. A. Witlox et al. investigated and performed an
analysis to reveal the association between the Mediterranean diet and bladder cancer [3748].
Age, gender, TNM stages, smoking status, MDS are some of the risk factors for bladder cancer.
In [9], ambient air pollution and bladder cancer have no clear evidence for their association.
The risk of benign tumor in myotonic dystrophy type | (DM1) has been compared in [10]. The
significant risk factors like skin, endocrine, sex, tumor status are shown in the study. An
artificial neural network (ANN) is used to assess benign tumor risk in terms of sensitivity,
ROC, Cl, specificity, PPV, etc [11]. P-value in the research shows the significant risk factors
in the benign tumor. Gliomas have a complex relationship with the central nervous system and
is a deadly disease in recent years. To evade the immune system, gliomas employ several
mechanisms [12]. In [13], characteristics between diabetes and lungs are correlated and is also
shown the correlation among the diseases. These diseases can be connected through the
common parameters among them. Several studies have been carried out for disease risk factor
detection using machine learning and statistical analysis in [14-16]. Besides, gene analysis has
been done in [17] using online tools and revealed significant gene network

In this research, the riskiest five diseases (BC = brain cancer, ML = melanoma, BDC
=bladder cancer, BT = benign tumor, GM = Gliomas) and their common 8 genes have been
found by mining. The network between the eight genes has been analyzed by the most popular
online gene analysis tools to reveal and illustrate the PPl, GRN, TF-Gene Interaction, and
protein-drug and protein-chemical interactions.

2. Materials and Methods

String analysis, Protein-Protein Interaction Network, Pathway analysis, regulatory gene
network analysis are carried out on the common genes of 5 diseases (BC, ML, BDC, BT,
GM). Al genes were mined from the online platform NCBI
(https://www.ncbi.nlm.nih.gov/gene/) gene database.
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Figure 1. Flowchart of the proposed research methodology.
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The common genes among the three diseases were explored using Rstudio
(https://rstudio.com/). The common genes were given as input in NetworkAnalyst
(https://www.networkanalyst.ca/) and (https://www.omicsnet.ca/) to examine their overview.
The use of essential bioinformatics tools helps to understand a drug candidate better. Figure 1
exhibits the aimed inquired research methodology.

2.1. Gene collection.

All  genes were collected from the NCBI's online gene database
(https://www.ncbi.nlm.nih.gov/gene/). In this research, Table 1 shows the number of genes for
all species and Homo sapiens. The genes of Homo sapiens have been extracted using R
Programming. The 8 most common genes were found TERT (ID: 7015) MYC (ID: 4609),
GSTP1 (ID: 2950), GSTML1 (ID: 2944), CXCR4 (ID: 7852), CXCL12 (ID: 6387), GSTT1 (ID:
2952), PROML1 (ID: 8842).

Table 1. Gene collection comparison for all species vs Homo sapiens.

Name of Disease Genes for All Species Genes for Homo sapiens
Brain Cancer (BC) 31 30

Melanoma (ML) 13123 1940

Bladder Cancer (BDC) 2135 1243

Benign Tumor (BT) 793 740

Gliomas (GM) 743 669

2.2. Gene co-expression network and pathway analysis.

Gene co-expression and pathway analysis have been done using an online analysis tool
(www.genemania.org). Here all the analysis has been shown by interaction lines of different
colors.

2.3. Protein-protein interaction (PPI).

Generic protein-protein interaction network has been analyzed using String Interactome
database. Here analysis was done using a gene analysis website (www.omicsnet.ca).

2.4. Gene regulatory network (GRN).

Gene regulatory network has been carried out by the famous network analysis website
(www.NetworkAnalyst.ca). Here database was used Signor 2.0. Gene-miRNA and signaling
networks have been done for the regulatory network analysis.

2.5. Protein-chemical and protein-drug interaction.

Protein-chemical and protein-drug analysis was done to find out possible drug design.
For protein-chemical analysis, Comparative Toxicogenesis Database and Protein Disease
analysis DrugBank database have been considered. A website (www.NetworkAnalyst.ca), was
used for these analyses.

2.6. Gene-disease interaction and tissue-specific co-expression.

For gene-disease interaction, the DisGeNET database has been used. For gene co-
expression network, the Immuno-Navigator database was used along with Whole Blood cell.

https://biointerfaceresearch.com/ 12975


https://doi.org/10.33263/BRIAC115.1297312984
https://biointerfaceresearch.com/
https://www.ncbi.nlm.nih.gov/gene/
http://www.genemania.org/
http://www.omicsnet.ca/
http://www.networkanalyst.ca/
http://www.networkanalyst.ca/

https://doi.org/10.33263/BRIAC115.1297312984

Two famous gene network analysis online tools (www.NetworkAnalyst.ca) and
(www.omicsnet.ca) has been applied.

2.7. String analysis.

String analysis was done using online string analysis tools (www.string-db.org) and
research tool Cytoscape V 3.8.2. K-means clustering applied on the whole network for 8
common genes. The glass ball effect of string shows the protein.

3. Results and Discussion

Detailed results and discussion of the associated disease have been presented in this
section.

3.1. Co-expression network and physical interaction pathway.

A co-expression network is an undirected graph that can be used for finding the
interaction among the significant genes. The common 8 genes found among the associated five
diseases are interconnected with more than 20 genes. Figure 2 shows that there are physical
interactions 54.31%, predicted 21.4%, co-expression 11.23%, shared protein domain 5.79%,
colocalization 3.80%, pathway 3.39% among the related genes.
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Figure 2. Gene co-expression network and pathway among 8 common genes using GeneMania.

3.2. TF-gene interaction.

TF-gene interactions have been shown in Figure 3. Green highlighted nodes are seed
nodes and red nodes are edges that represent the interactions of TF- Gene. TRRUST database
was used, and the TF-gene interactions were constructed using text mining followed by manual
curation.
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Figure 3. TF-Gene Interaction among the common gene.
3.3. Protein-protein interaction (PPI).

Protein-protein interaction among the common genes has been represented in Figure 4.
Here there are 7 seed nodes, 873 edges, and 823 nodes. IMEX Interactome database has been
used to extract the information.

3.4. Gene regulatory network (GRN).

Gene regulatory network provides molecular functions based on biological activities.
In this research, GRN has been analyzed in two ways. Gene-miRNA and signaling network
analysis have been shown in Figure 5 and Figure 6, respectively. Gene-miRNA network uses
miRTar Base database, and the network has 6 seeds 208 nodes, and 200 edges. Signaling
network uses SIGNOR database, and 6 seeds nodes 127 nodes and 126 edges are in the
network. Blue nodes are protein nodes, and yellow nodes are chemicals, orange and red nodes
are proteins and protein families.

3.5. Protein-drug protein-chemical interaction.

Figure 7, Figure 8, and Figure 9 illustrate the protein-drug interactions which use
DrugBank Database. Three subnetworks have been created where the seed is protein, and other
nodes are drugs. Sub-networks contains 2 seeds, 21 edges, 21 edges (Subnetworkl), 1 seed 3
edges 4 nodes (Subnetwork 2), 1 seed 3 edges 4 nodes (Subnetwork 3), respectively. Protein
chemical interactions have been depicted in Figure 10 where 8 seeds, 1308 edges, 828 nodes.
Seed nodes are proteins, and other nodes are chemicals. CTD (Comparative Toxic genomics)
database has been used here.
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Figure 4. Protein-protein interaction network.

Figure 5. Gene-miRNA interaction network.

Figure 6. Gene regulatory signaling network.
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Figure 7. Protein-drug interaction subnetwork 1.

Figure 8. Protein-drug interaction subnetwork 2.
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Figure 9. Protein-drug interaction subnetwork 3.
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Figure 10. Protein-chemical interaction network.
3.6. Gene-disease association.

Gene disease association has been shown in Figure 11. Two subnetworks have been
shown: Figure 11 with 2 seeds 56 nodes 54 edges, and Figure 12 with 1 seed 2 nodes and 3
edges. DisGeNET database has been used to extract the data of genes.

3.7. Tissue-specific co-expression network.

Figure 13 and Figure 14 show the two subnetworks of tissue-specific (whole blood cell)
of the correlated gene. Subnetwork 1 contains 1 seed, 99 nodes, and 100 edges. On the other
hand, subnetwork 2 contains 1 seed, 21 nodes, and 22 edges. TCSBN database has been used
for the analysis.

Figure 11. Gene disease interaction network (Subnetwork 1).
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Figure 12. Gene disease interaction network (Subnetwork 2).

Figure 13. Tissue-specific co-expression network (subnetwork 1).
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Figure 14. Tissue-specific co-expression network (subnetwork 1).
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3.8. String network analysis.

String analysis has been done among the common 8 genes of associated disease. K-
Means clustering algorithm with cluster no 3 has been applied on the gene correlation shown
in Figure 15. 8 genes have been clustered, which shows into 3 different groups green (GSTML1,
GSTP1), red (TERT, MYC, PROML1), and blue (CXCR4, CXCL12) . Glass ball effect of
stringing analysis shows the protein structures in the genes.
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Figure 15. String analysis using K-means clustering algorithm.
4. Conclusions

The bioinformatics investigation was used to categorize collective genes from five
dissimilar relative diseases, which will help categorize potential drugs for drug design and
discovery processes. In the process, the number of genes was reduced and preprocessed which
helped to find the exact genes significant for BC, ML, BDC, BT, and GM. The research
determined 8 genes (TERT, MYC, GSTP1, GSTM1, CXCR4, CXCL12, GSTT1, PROM1)
common among all the five diseases. To reveal protein-drug, protein-chemical, gene-disease
interactions effectively, PPl, GRN, and TGI analyses have been done. From the PPI network,
the hub proteins were selected. The research illustrated the common genes and their association
and network profile, which will help us find candidate drugs as well as association with other
genes.
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