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Abstract

Accumulating evidences have shown that the deregulation of circRNA has close associ-
ation with many human cancers. However, these experimental verified circRNA-cancer
associations are not collected in any database. Here, we develop a manually curated
database (circR2Cancer) that provides experimentally supported associations between
circRNAs and cancers. The current version of the circR2Cancer contains 1439 associa-
tions between 1135 circRNAs and 82 cancers by extracting data from existing literatures
and databases. In addition, circR2Cancer contains the information of cancer exacted from
Disease Ontology and basic biological information of circRNAs from circBase. At the
same time, circR2Cancer provides a simple and friendly interface for users to conve-
niently browse, search and download the data. It will be a useful and valuable resource
for researchers to understanding the regulation mechanism of circRNA in cancers.

Database URL: http://www.biobdlab.cn:8000

Introduction

Circular RNA (circRNA) is a special class of noncoding
RNA that differs from traditional linear RNAs (contain-
ing 5" ends and 3’ ends) (1). The molecular structure of
the circRNA is a closed loop, i.e. the 3’ and 5’ ends nor-
mally present in the circular RNAs are joined together.
This feature confers many properties on the circular RNA,
many of which have only recently been identified. In addi-
© The Author(s) 2020. Published by Oxford University Press.

tion, circRNA is not affected by RNA exonuclease, and
its expression is more stable and less prone to degrada-
tion (2). According to recent studies, circRNAs are rich
in microRNA (miRNA) binding sites and act as miRNA
sponges in cells. Therefore, the circRNAs can abolish the
inhibition of miRNAs on their target genes and increase the
expression of target genes which are known as the compet-
itive endogenous RNA (ceRNA) mechanism (3). In recent
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years, with the development of high-throughput sequencing
techniques, the dysregulated circRNAs have been widely
detected in a wide range of cancers, including gliomas
(4), esophageal cancer (5,6), liver cancer (7,8) and so
on. In addition, circRNA is characterized by universal-
ity, tissue/cell specificity, conservation and stability, and is
easily detected in human blood or saliva (9). Therefore, cir-
cRNA is becoming an ideal molecular biomarker for cancer
diagnosis and treatment (10-13).

Several circRNA-related databases have been estab-
lished to store circRNA-related data such as CircBase,
CircNet, starBase, CircInteractome, PlantCircNet and
TSCD, etc. Among them, CircBase provides users with
a common and reliable circRNA data set to query and
download, in which users can search for circRNAs by
circRNA ID, sequence or by identifier, gene description
and location (14). CircNet is the first public database
to store circRNA-miRNA-gene regulatory networks and
tissue-specific circRNA expression profiles which provides
users with miRNA-target gene networks and expression
of circRNA subtypes spectrum (15). TSCD is an online
database that provides information on the characteris-
tics and function of tissue-specific circRNA to explore
the application of new RNA biomarkers in organ devel-
opment (16). CircInteractome is an online knowledge
base that provides users with associations between circR-
NAs and miRNAs or circRNAs and RNA-binding pro-
teins (RBPs) (17).
that provides users with a large number of high-quality
RNA-RNA and protein—-RNA interaction networks from
CLIP-Seq (18). PlanCircNet is a repository which pro-
vides users with plant circRNA-related networks (19). In
addition to the above circRNA-related databases, CIR-
Cpedia V2 (20), Circ2Traits (21), circRNADD (22), cir-
cBank (23), CircFunBase (24), PlantcircBase (25) and the
existing circRNA-disease association databases (such as
circRNADisease (26), circR2Disease (27), Circ2Disease
(28), Circad (29)) also provide researchers with reliable
circRNA-related data. All the databases mentioned above

StarBase is an open source platform

are shown in Table 1. Although these databases can pro-
vide users with a large amount of reliable circRNA-related
data. However, a database that can provide a large num-
ber of high-quality cancer-related circRNA data is still
rare. Therefore, in order to meet the needs of relevant
researchers, it is necessary to develop a database with a
large number of reliable and cancer-related circRNAs.

In order to address this gap, we develop a manu-
ally curated database (circR2Cancer) to provide a com-
prehensive and high-quality resource by retrieving pub-
lished literatures and integrating available circRNA-related
databases. The current version of circR2Cancer contains
1439 experimentally supported associations between 1135

( ( ( The existing circRNA-disease { )
() relational database

input data to
circR2Cancer

All circRNA-cancer Basic circRNA Basic cancer
associations were information was information
screened extracted were extracted
circBase Dissass
Ontology
/ 1135 circRNA / / 82 cancer /

Keywords
search

1439 circRNA-cancer ;

associations

1324 literature

Figure 1. The data collection process of circR2Cancer.
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Figure 2. The statistics information of CircR2Cancer. It contains 1439 known
associations, 1135 circRNAs and 82 cancers.

circRNAs and 82 cancers. We hope that circR2Cancer
can serve as useful resource for researchers to explore the
regulation mechanism between circRNAs and cancers.

Data collection and database content

The circR2Cancer is a database for storing experimentally
validated circRNA-cancer associations. The data colla-
tion process of circR2Cancer is shown in Figure 1. The
data of this database are mainly derived from two parts.
First, we searched the keywords ‘circRNA Cancer’ and
‘circRNA neoplasm’ on the PubMed database, and finally
obtained the abstract of 1324 published articles. Then,
874 experimentally verified circRNA—cancer associations
were obtained by manual method. Further, in order to
enrich the circR2Cancer, we selected circRNA—cancer asso-
ciations from the existing circRNA-disease associations
database to enrich circR2Cancer. Finally, the circR2Cancer
contains 1439 experimentally validated circRNA-cancer
associations, including 1135 circRNAs and 82 cancers.
The statistical information of circR2Cancer is shown in
Figure 2.

In addition, circR2Cancer provides users with high-
quality basic information of circRNA and cancer, respec-
tively. The basic information of circRNA and cancer were
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circR2Cancer

A database of experimental validation on ¢circRNA-miRNA-Cancer

Home Browse Search Download About

The circR2Cancer is a manually curated database that provides Statistics

reliable associations between circRNAs and cancers. The current
version of the database contains 1439 experimentally verified circRNA-
cancer relationships, including 1135 circRNAs and 82 cancers. At the
same time, we offer users a simple friendly interface, making it
convenient to browse, search and download the interactions mentioned

above.
( The eising rcRNA-disease
PubMed relaional database

Known interactions: 1439
circRNA:1135

Cancer:82

Related Databases

circR2Cancer

A database of experimental validation on circRNA-miRNA-Cancer

circBase
circRNADb
circNet
\ Al dircRNA-ancer
Keywords.
search ol CsCD
circBank
CircFunBase
1439 drcRNA-cancer
associations
Maintained by Bioinformatics Research Group — GuangXi University
ICPAZICP# 1901154851
A database of experimental validation on circRNA-miRNA-Cancer
Home Browse Search Download About

Welcome to use circR2Cancer. In order to provide the necessary assistance to the relevant staff, we have
stored the relevant information in the database in the form of tables and made it available for everyone to
download. The circR2Cancer database contains data stored in "circRNA-cancerxisx". This table does not
contain the basic information of circRNA-cancer such as circRNA Name, disease Name, PMID, etc. It also
contains the basic information of circRNA, such as chromosome, position, strand, etc.

Name Table Name Download Link

circRNA-Cancer circRNA-Cancer association table

Maintained by Bioinformatics Research Group — GuangXi University
ICP:ICP#190115485-1

Home Browse Search Download About
circRNA-Cancer
circRNA Cancer Detail
BCRC-3 bladder cancer
8Lt colorectal cancer
CDR1as cervical cancer
CDRIas triple-negative breast cancer
CDR1as esophageal squamous cell cancer
CDR1as gastric cancer
CDR1as bladder cancer
CDR1as osteosarcoma
CDR1as lung adenocarcinoma
CDR1as laryngeal squamous cell carcinoma
Showing 1 to 10 of 1279 ro\vsm rows per page previous page - 203 4 s 128 nextpage | 1GO
Maintained by Bioinformatics Research Group — GuangXi University
ICPAZICPE190115485-1
circR2Cancer
A database of experimental validation on circRNA-miRNA-Cancer
Home Browse Search Download About
Type | Cancer ¥| CancerName | breast cancer m m
circRNA-Cancer
circRNA Cancer detail
circ-ABCB10 breast cancer
circACAP2 breast cancer
CircANKRD12 breast cancer
circASS1 breast cancer
circBMPR2 breast cancer
cire-CDYL breast cancer
circDENNDA4C breast cancer
circ-DNMT1 breast cancer
CircEHMT1 breast cancer
circIRAK3 breast cancer
Showing 1o 10 of 88 mmmmws per page previous page - 2l3las 9 nextpage | 1|GO

Maintained by Bioinformatics Research Group — GuangXi University
|ICPAEICP# 1901154851
—

Figure 3. The user interface overview of circR2Cancer. (A) The home page of circR2Cancer. (B) The browse page of circR2Cancer. (C) The search page of the

circR2Cancer, where breast cancer as an example is used as input and relevant circRNA-cancer associations are obtained. (D) The download page of circR2Cancer.

extracted from the circBase (14) and the Disease Ontology
(30), respectively. The basic information of circRNA pro-
vided by circR2Cancer including circRNA name, circRNA
alias, detection method, expression pattern, gene symbol,
gene coordinates, etc. At the same time, circR2Cancer pro-
vides basic information of cancers such as cancer names,
DOID, definitions, synonyms, and Xrefs.

Based on above data, we designed a website interface
to display these data. All data are stored and managed
in the database organized by the popular open source
database (MySQL). All data on our website were available
to download. We used Django based on Python, Apache
and MySQL systems, which is a python web framework
for designing and implementing a friendly web interface

for users to browse. The circR2Cancer website is freely
available at http://www.biobdlab.cn:8000.

User interface

For the convenience of users, the circR2Cancer pro-
vides a simple and friendly interface to query, browse
and download the data.
of circR2Cancer is shown in Figure 3. In the ‘Home’

The user interface overview

page, circR2Cancer provides not only an overview of the
database, but also statistics information of database. More-
over, CircR2cancer also provides users with hyperlinks to
other circRNA-related databases. In the ‘Browse’ interface,
circR2Cancer displays the circRNA—cancer association to
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search by cancer Name

circR2Cancer

A database of experis validation on circRNA-miRNA-Cancer

Home Browse Search Download About
Type [Caoncer ] CancerName [ gasicconcer | [0 [
circRNA-Cancer
cireRNA Cancer detail
contss gutic cancer

cire_SPECC1 gastric cancer

circ-ARHGAP26 gastric cancer

CircATXNT gastric cancer

cirecCDCe6 gastric cancer
cire-CEPBSL gastric cancer
circ-DCAFS gastric cancer
circ-DONSON gastric cancer
circ-EIF4G3 gastric cancer
cic-ERBE2 gastric cancer

Showing 110 10 of 164 rows [JERRY rows per page previous page

search by circRNA Name

circR2Cancer

A database of experimental validation on cireRNA-miRNA-Cancer

next page | 1 GO

Home Browse Search Download About

Type [araNA v Method | search by crehnAName 7| cirernaname |cores | [N [N
cireRNA-Cancer
dreRnA Cancer aeai
cortas
corts iple-negative brest cancer
cors esophagealsquamous cell cancer
cors gostic cancer
corae bisdder cancer
cors ostosarcoma
cortas lung adenecarcinoma
CDR1as laryngeal squamous cell carcinoma
cors nasopharyngesl carcinoma
cors non-small cll ung cancer
Stoving 11010 o 10 ros [ rov e page preiovs pae [l neoase | 1 G0
h b . RNA R .
A database of experis validation on circRNA
Home Browse Search Download About
Type | creRNA v|  Method | Searchby Region Chromsome | <ir
Start Region | 130000000 endtRegion | 1ac000000 | [N [
circRNA-Cancer
circRNA Cancer detail
conres cenves cancer
conss iple-negatve breast cancer
conss esophagesl squamous cellcancer
Cors gastic cncer
Cortas iadder cancer
Cortas esteossrcoma
CDR1as lung adenocarcinomsa
CoRs larynges! squamaus cal crcnoma
conrss nssopharyngealcarcinoma
Coras non-smal cell lung cancer
Showing 110 101 22 rows [ rovs por e wertpage | 1]G0

show the association details

circR2Cancer

A database of experimental validation on cireRNA-miRNA-Cancer

Home Browse Search Download About
circRNA-Cancer
circRNA Cancer miRNA Pmid
CDR1as gastric cancer miR-7
Function

overexpression of ciRS-7 blocked the miR-7-induced tumor suppression in MGC-803 and HGC-27 cells and led to a more aggressi
ve oncogenic phenotype, via antagonizing miR-7-mediated PTEN/PI3K/AKT pathway. ciRS-7 may act as a prospective prognostic b
iological marker and a promising therapeutic target for GC.

PubMed ID links to PubMed website

> J Cell Biochem. 2018 Jan;119(1):440-446. doi: 10.1002/jcb.26201. Epub 2017 Jul 7.

Overexpression of Circular RNA ciRS-7 Abrogates
the Tumor Suppressive Effect of miR-7 on Gastric
Cancer via PTEN/PI3K/AKT Signaling Pathway

Haiyan Pan !, Tao Li 2, Yugang Jiang 3, Congcong Pan 4, Yuanlin Ding ', Zhigang Huang
T, Haibing Yu ', Danli Kong '

Affiliations <+ expand
PMID: 28608528 DOI: 10.1002/jcb.26201

Abstract

Gastric cancer (GC) has one of the highest mortality rates of malignancies globally. Currently, ciRS-7,
a novel circular RNA, has emerged as a potential sponge for miR-7. However, few studies on ciRS-7
in GC have been performed. In this study, we investigated the clinical significance and function of
CiRS-7 in GC. First, the expression levels of ciRS-7 in 102 primary GC tissues and the matched para-
carcinoma tissues were evaluated and the clinical relevance was confirmed in an independent
validation cohort (n = 154). Second, the effects of ciRS-7 on miR-7, PTEN, and PI3K were evaluated.
Finally, the function of ciRS-7 in GC was analyzed with cell lines and nude mice. The expression of
CiRS-7 was significantly upregulated in GC tissues compared with the matched para-carcinoma
tissues (P = 0.0023), and the upregulation of ciRS-7 was linked to poor survival in the testing (P =
0.0143) and validation cohort (P = 0.0061). Multivariate survival analysis revealed that ciRS-7 was
probably an independent risk factor of overall survival (P < 0.05). Furthermore, overexpression of
ciRS-7 blocked the miR-7-induced tumor suppression in MGC-803 and HGC-27 cells and led to a
more aggressive oncogenic phenotype, via antagonizing miR-7-mediated PTEN/PI3K/AKT pathway.
CiRS-7 may act as a prospective prognostic biological marker and a promising therapeutic target for
GC. J. Cell. Biochem. 119: 440-446, 2018. © 2017 Wiley Periodicals, Inc.

Keywords: CIRCULAR RNA; GASTRIC CANCER (GC); OVERALL SURVIVAL (OS); ciRS-7; miR-7; miRNA.

© 2017 Wiley Periodicals, Inc.

Figure 4. A schematic workflow of circR2Cancer. CircR2Cancer provides three methods to search for circRNA-cancer associations. Namely, the search method
based on the cancer name, the search method based on the circRNA name and the search method based on the circRNA gene coordinates.

the user. Furthermore, the user can click on ‘Detail’ to
view the details. In order to facilitate users to query the
experimentally verified circRNA-cancer associations, the
circR2Cancer database provides users with circRNA-based
search methods and cancer-based search methods in the

‘Search’ page. The cancer-based search method requires the
user to enter a specific cancer name, and then circR2Cancer
displays the circRNA—cancer associations based on the can-
cer name entered by the user. Moreover, circR2Cancer
provides two different circRNA-based search methods.
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(i) Search for the experimentally verified circRNA~-cancer
association based on the circRNA name; and (ii) search
for known associations based on coordinate. The search
method based on coordinate requires the user to select the
chromosome of circRNA, and then inputs the start and end
positions of circRNA. Finally, circR2Cancer displays the
corresponding circRNA—cancer associations according to
the user’s selection and input. The specific operations of the
three search methods provided by circR2Cancer are shown
in Figure 4.

Discussion and conclusions

Increasing studies have shown that circRNAs are related to
various human cancers such as gastric cancer (31-34), hep-
atocellular carcinoma (35-37), bladder carcinoma (38-41)
and so on. Furthermore, recent researches indicate that
circRNAs can be considered as biomarkers for cancer
diagnosis, treatment and prognosis (20). Thus, in order
to facilitate future research of the regulation mecha-
nism of circRNA in cancer, we develop a comprehen-
sive database which provides experimentally confirmed
associations between circRNAs and cancers. Specifically,
the circR2Cacner contains 1439 experimentally validated
circRNA—cancer associations including 1135 circRNAs
and 82 cancers. Meanwhile, we also provide users with
a friendly and easy-to-use web interface that allows
users to search, browse and download circRNA-cancer

associations.

Future extensions

With the increasing experimentally validated circRNA-
cancer associations, the circR2cancer database will be
updated regularly. Besides, we will add RNA-seq, func-
tion information of circRNAs and circRNA-binding pro-
tein associations. In the meantime, we will develop new
algorithms and tools for analyzing circRNA-cancer asso-
ciations in the future.
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