University of
< Reading

AmalgamScope: merging annotations data
across the human genome

Article
Published Version
Creative Commons: Attribution 3.0 (CC-BY)

Open Access

Tsiliki, G., Tsaramirsis, K. and Kossida, S. (2014)
AmalgamScope: merging annotations data across the human
genome. BioMed research international, 2014. pp. 1-5. ISSN
2314-6133 doi: 10.1155/2014/893501 Available at
https://centaur.reading.ac.uk/39462/

It is advisable to refer to the publisher’s version if you intend to cite from the

work. See Guidance on citing.
Published version at: http://europepmc.org/articles/PMC4055292

To link to this article DOI: http://dx.doi.org/10.1155/2014/893501

Publisher: HiIndawi

All outputs in CentAUR are protected by Intellectual Property Rights law,
including copyright law. Copyright and IPR is retained by the creators or other
copyright holders. Terms and conditions for use of this material are defined in
the End User Agreement.

www.reading.ac.uk/centaur

CentAUR

Central Archive at the University of Reading


http://centaur.reading.ac.uk/71187/10/CentAUR%20citing%20guide.pdf
http://www.reading.ac.uk/centaur
http://centaur.reading.ac.uk/licence

University of
< Reading

Reading’s research outputs online



Hindawi Publishing Corporation
BioMed Research International

Volume 2014, Article ID 893501, 5 pages
http://dx.doi.org/10.1155/2014/893501

Research Article

AmalgamScope: Merging Annotations Data across

the Human Genome

Georgia Tsiliki,! Konstantinos Tsaramirsis,"” and Sophia Kossida'

! Bioinformatics and Medical Informatics Team, Biomedical Research Foundation, Academy of Athens, 115 27 Athens, Greece
2 Henley Business School, Business Informatics, University of Reading, Whiteknights, Reading RG6 6UD, Uk

Correspondence should be addressed to Georgia Tsiliki; gtsiliki@bioacademy.gr

Received 1 October 2013; Revised 21 February 2014; Accepted 18 April 2014; Published 20 May 2014

Academic Editor: Shigehiko Kanaya

Copyright © 2014 Georgia Tsiliki et al. This is an open access article distributed under the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

The past years have shown an enormous advancement in sequencing and array-based technologies, producing supplementary
or alternative views of the genome stored in various formats and databases. Their sheer volume and different data scope pose a
challenge to jointly visualize and integrate diverse data types. We present AmalgamScope a new interactive software tool focusing
on assisting scientists with the annotation of the human genome and particularly the integration of the annotation files from
multiple data types, using gene identifiers and genomic coordinates. Supported platforms include next-generation sequencing and
microarray technologies. The available features of AmalgamScope range from the annotation of diverse data types across the human
genome to integration of the data based on the annotational information and visualization of the merged files within chromosomal
regions or the whole genome. Additionally, users can define custom transcriptome library files for any species and use the file

exchanging distant server options of the tool.

1. Background

A major advancement in the field of biomedical research
is that currently researchers analyze multiple types of data,
such as expression profiling, whole genome sequencing and
other high-throughput experiments, which correspond to
complementary views of a single organism [1]. Those diverse
data types improve our ability to detect gene sets associated
with a phenotype of interest. For instance, cancer genomes
contain point mutations, methylation abnormalities, copy
number, and expression changes not seen in normal tissues
[2]. To fully comprehend those data, often called “omics”
data, one needs to consult publicly available databases
provided by major bioinformatics organizations, such as
the National Center for Biotechnology Information (NCBI;
http://www.ncbi.nlm.nih.gov/) and the European Bioinfor-
matics Institute (EBIL http://www.ebi.ac.uk/). Their sheer
volume accompanied with auxiliary information, justify for
novel tools that are able to flexibly scale, integrate, and jointly
visualize them.

Along these lines, a number of efforts have been estab-
lished which differ on the volume, type, and scope of

data considered. Well-known visualization tools, such as
the Ensembl genome browser [3], the University of Califor-
nia Santa Cruz (UCSC) genome browser [4], and NCBI’s
MapViewer [5], are built on top of the corresponding online
public databases and for that reason provide access to a
broad range of annotational information for a wide vari-
ety of organisms and different genome assemblies. Many
stand alone software exist which retrieve information from
the above and other databases but specialize in producing
summary and visualization results for specific species or
data types. Recently produced visualization software mostly
explore next-generation sequencing (NGS) data alongside
extra annotation from a reference genome, for instance, the
MapView [6], the interactive GenomeView [7], AnyExpress
[8], and the MGAViewer [9] software which offers visualiza-
tion options in metagenomics studies. Representative exam-
ples of tools that focus on merging information from different
data studies are the generic genome browser (GBrowse) [10]
and its web server WebGBrowse [11] which allows users to
upload their own genomic data for display. AnyExpress [8]
accepts as input aligned data, removes undesirable probes,
such as sequence repeats, and generates a target-by-sample
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text file. OmicsBrowse [12] connects different genomes and
evolutional correspondences among multiple species derived
from multiple data-servers; it displays both genetic maps and
genomic annotations within wide chromosomal intervals and
assists the user to select candidate genes by filtering their
annotations or associated documents against user-specified
keywords or ontology terms. Nevertheless, the above software
accepts raw data or concentrates on analyzing user-defined
chromosomal intervals and merges information from various
data sources, rather than exploring data from whole array
data.

The integrative genomics viewer (IGV) [13] is well suited
for genome-wide exploration of NGS data. Particularly, the
IGV tool has the ability to display data and dynamically
group samples based on metadata supplied, giving particular
emphasis on the data scaling option provided to the user.
Additionally, GeneWeaver [14] is a curated repository of
genomic experiments which allows the user to perform
integrative functional genomics in combination with the
incorporated data. When it comes to merging the data in an
annotational level, in order to computationaly analyze them,
it is crucial to be able to extract the data mapping and the
summary information that is graphically displayed. Existing
tools are not flexible enough to support custom changes,
or updated versions of platform databases, whereas such
options are available through less user-friendly programs.
For example, the Galaxy platform [15] and also the statis-
tical computing environment R (http://www.r-project.org/)
via Bioconductor (http://www.bioconductor.org/) provide
extensive annotation resources (e.g., AnnotationDBi) as well
as merging capabilities (e.g., GenomicRanges, GenomicFea-
tures packages).

To address these issues, we present a processs which
automates the matching of NGS and microarray data by
scaling them to genes and also allows users to customize their
database files in order to include only gene sets capturing
established knowledge about biological processes and path-
ways. AmalgamScope (Amalgam) is an online stand alone
tool with a user-friendly graphical interface which allows
merging of large diverse datasets on an annotational level, as
well as offering an interactive graphical user interface.

Amalgam aims to create a map of the human genome
based on the annotation files supplied by the user, pri-
marily focusing on the genomic context, whilst augmenting
the available information from well-known databases. The
user follows a stepwise procedure to derive the merged
data, namely, a knowledgable summary of the human data
uploaded, which can then be used for complementing com-
putational analysis. The suggested pipeline greatly reduces the
time, expertise, and error involved in assembling a common
vocabulary for diverse data, offering the baseline for the
development of analytical integration methodologies and
also a common platform for reproducible exploration of the
transcriptome. An important advantage of the tool is the
option to upload customized input files for merging and
placing equal weight on each dataset, and in a similar way,
the integration of files can be based on customized library
files of any species. Data supported are derived by sequencing
and microarray technologies and currently include RNA
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sequencing (RNA-Seq), microarray gene expression, copy
number variants (CNVs), and DNA methylation data, though
it is possible to import any data files with entities that can
be assigned to either genes or chromosomal locations in the
human genome. Additionally, a special feature of Amalgam
is the option to manage input or output from distant hosting
servers.

2. Implementation

To merge the data uploaded, we consider a common denom-
inator, that is, an entity which can serve as an intermediate
link between the various data types. Since gene names and
chromosomal locations are reported in most of the data
produced by microarray and sequencing technologies, we
have considered both entities as the default “regional units”
where annotations from all datasets would be translated into.
The user can choose a different regional unit as long as that is
present in all loaded datasets and define it via the “Settings”
option. Amalgam aims to identify the wider, in terms of base
pairs, non-overlapping regional units across datasets which
include at least one of the entities supplied. For that reason,
it identifies a list of unique genomic features across datasets
and by that constructs a vocabulary of regional units, where
the merging scheme is based on and all visualization options
are later displayed in. The output is an integrated view of the
data mapped onto the human genome, along with genomic
annotations from public databases.

2.1. Translating and Merging. By uploading the data files,
the user is prompted to choose between local and web
annotation retrievals. The local download retrieves data from
three local repositories downloaded from NCBI, Ensembl
(http://www.ensembl.org/index.html), and UCSC Browser
(http://genome.ucsc.edu/) databases. The local library files
include gene names and synonyms, gene identifiers, and
chromosomal locations in base pairs. The web annotation
retrieval is comparatively time-consuming, as it directly
connects with the above databases to retrieve up-to-date
and possibly missing information. Additionally, the user can
choose to upload customized library files and proceed with
merging the data.

Upon completion of the merging procedure, the user can
browse and download the merged tabulated files as formated
text or HTML file format. The latter includes active links
to the above mentioned three databases. The results are
organized based on the identified vocabulary of regional units
and the data types considered. If the input data files include
extra information, such as metadata or data values, then those
will be also available in the merged files. Compressed formats
can be emailed to a user specified address, enabling a quick
data exchange (backup) of information which could be reused
as input to avoid repetition of the same analysis. In Figure 1 we
show a schematic representation of how K different datasets
(Dataset 1--- K) are processed using Amalgam to produce a
merged annotation file mapped onto the human genome. The
user can download the merged file or alternatively launch the
graphical interface options.
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FIGURE I: Schematic view of the procedure followed by Amalgam. Input files, Datasets 1 - - - K, are scanned to ensure that all entries include
regional information. If that is not the case a reverse annotation procedure is followed to produce the unique annotational vocabulary. After
merging the files, annotational information is available in Txt and Html formats, along with visualization options.

2.2. Visualization Options. Amalgam offers two visualization
options for an intuitive real-time exploration of the merged
data, called “Region Browser” and “Midnight Browser,
respectively. The first visualization tab page displays the
identified list of regional units and their summaries; upon
clicking a region, region-specific details appear via the
above-mentioned databases. The second visualization win-
dow provides chromosome and human genome maps of
the integrated data, where the user can launch a genome-
wide exploration to see the identified regional units together
with their individual annotational information. Navigation
through the merged data ranges from whole genome to
base pair level. Figure 2 shows the processing windows
of Amalgam. Particularly, in Figure 2(a) the window for
uploading and translating the data, either locally or remotely,
is shown, whereas Figure 2(b) shows the “Integrator” tab page
as it appears when the mapping procedure is completed and
the output file is available in Txt and Html formats. At the
bottom of Figure 2, the Amalgam’s integrated data visualiza-
tion options are shown. In Figure 2(c) the merged files are
presented in a list, given the regional units identified. For each
regional unit, relative annotational information are supplied,
whereas the user also has the option to further explore
the information derived by NCBI, Ensembl, and UCSC
databases. Figure 2(d) shows the “Midnight Viewer” tab
window, where we can observe the regional units vocabulary
derived by diverse datasets (i.e., microarray gene expression,
RNA gene expression, and CNV). A search by term option is
offered, as well as the FASTA files of the genes found in the
identified regional units.

2.3. Use Distant Server. A special feature of Amalgam is the
option to manage input or output files from local exchange
email clients or file hosting services. Amalgam uses an
internal timer to receive input from distant email servers and

cloud storage servers, “E-mail Listener” and “Cloud Listener”
options, respectively, as shown in Figure 2(a). Every few
seconds, feedback is requested from the server. If a new email
has been received and it is qualified for processing, Amalgam
downloads the attached files, processes them locally, and
resends them using the given email server. Similarly, if new
files have been uploaded on a given directory, Amalgam
processes them and saves the output to the given output
directory. The reason for using internet hosting or emailing
services is to allow the users to access their results from any
network device.

3. Results and Discussion

Amalgam was tested with publicly available data downloaded
from The Cancer Genome Atlas (TCGA; http://cancerge-
nome.nih.gov/) data portal, but can be easily applied to
any datasets given that gene name or gene identification is
included at the uploaded files or alternatively chromosome
name along with chromosomal locations given in base pairs.
Datasets can be loaded from local or remote sources, enabling
users to merge their data with other publicly available
data of interest. As a case study, we applied Amalgam to
merge three publicly available human breast cancer samples
downloaded from the TCGA data portal, that is, an Agilent
gene expression microarray (G4502A) sample, an Illumina
HiSeq RNA-Seq (V2), and a copy number variant data sample
from Affymetrix Genome wide SNP 6.0 array. Amalgam finds
the wider, in terms of base pairs, regional units for all data
samples to constitute a unique genome vocabulary of non-
overlapping intervals. Each regional unit originates from one
of the three data samples and may include subregions, that
is, entries from the remaining two data samples. Diverse data
types are merged, placing equal weights to each dataset.
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FIGURE 2: Screenshots of Amalgam outlining the key features of the application. The “Translator” window (a) awaits for input files allowing
users to upload text annotation or data files. When merging is complete, the output files can be downloaded by the “Integrator” tab page (b).
The output merged files can be displayed in the two browsing windows. Particularly, genomic features, such as gene names and chromosomal
positions, are extracted from the text files and are displayed in the “RegionBrowser” tab page (c). For each identified region, gene related
information can be displayed from well-known public databases. In the “Midnight Viewer” tab page (d), the merged data are displayed on
chromosomal or genome maps.

Fhrososome  StartFlag StopFlag Start Stop  Entity Name  Data Type

1 48998327 50489626 48998527 50489626 AcaLs  Gene Expression - WA SealdceLs)

1 48098527 50480626 49103539 40242547 AGBLS  Gene Expression - ANA Seq(BENDS)

1 48998527 50489626 49193535 49242547 AGSL4  Gene z-pvemon-uumnm(uwum

1 40998327 50489626 49236724 49252456 AGBLE  SNP(AGDLA)

1 45274154 45279801 45274154 45279801 BTE010 Gene Expression - ANA Seql(B8T8D19)

1 15438311 15478960 15438311 15478960 Clorf126 Gene Expression - RNA Seql(Clorf126)

1 24082567 24935819 20002567 24935819 Clorf13e Gene Expression - ANA Sea(Clorf138)

1 24882567 ZA')SIlI 24897315 24002076 Clerfide SNP(NCHAR)

1 154171848 154 154171848 154178809 Clorf189 Gene Expression - ANA Sea(Clorf189) nﬂﬂnnwxx
1 1300 2144159 msm n«m Clortes Cane Exoression - WA Sea(Clorfes) licroamays
1 3120335 CCOC3D Gene Expression - RNA Seq(CCDC30)

1 m 4)12'!!5 l).S)ZlI l].i‘”’ CCDCI0  SNP(CCDCIR)

1 16160710 16374642 16160710 16174642 FLIIT4S) Gene Expression - ANA Seq(FL)37453)

1 147906022 147931980 147906022 147931980 FLI39739 Gene Expression - RNA Seq(FL)39739)

1 149894221 149804616 149804221 149804616 WISTZHEA Gene Expression - ANA Sea(MIST2HAA)

1 22138758 2151714 22138758 22151714 LDLRAD2 Gene Expression - ANA Seq(LDLRADZ)

1 149279476 145291742 149279476 149291742 LOC388692 Gene Expression - ANA Seq(LOC388692)
1 121260910 121313686 121260910 121313686 Loceernit Gene Expression - ANA Seq(LOC647121)
1 146514509 LOCT28989 Gene Expression - ANA Seq(LOCT20089)
1 146512913 LOCT28989 SNP(LOC728989)

1 59597608 59412479 39597608 59612479 LOCT29467 Gene Expression - ANA Seq(LOCT29467)
1 148003642 148025848 148003642 148025848 NOOFL4 Gene Expression - MUA Seq(NBpFid)

1 Gene Expression - RNA Seql0R2G6)

1 146649430 146651520 146649439 146651528 POTAIP Gone Expression - ANA Seq(PDIAIP)

1 148201752 148202536 148201752 148202536 PPIALAD Gene Expression - RNA Seq(PPIAL4D)

1 13716088 13719064 13716088 13719064 PRAMEF17 Gene Expression - RANA Seq(PRAMEF17)

1 13474053 13477560 13474053 13477569 PRANEF1D Gene Expression - ANA Seq(PRANEF1S)«

1 13736907 13747803 13736907 13747803 PRAMEF20 Gene Expression = ANA SeqlPRAMEF20)

1 48567387 48648100 48567187 48648100 SKINTL Gene Expression - ANA Seq(SKINTL)

1 20445937 29450421 29445007 20450421 THEMZ008 Gene Expression « ANA Seq(TMEN2008)

1 231664399 232177018 231664399 232177018 TSNAX-DISCI Gene Expression - RNA Seq(TSNAX-DISC1)
1 231664399 232177 231762561 232177018 TSNAX-DISC1 Gene Expression - ANA Seq(DISC1)

1 231664300 23217 231050372 231954263 TSNAX-DISCE  Gene Expression - ANA Seq(DISC2)

1 231664399 232177 231664399 231702270 TSNAX-DISCI Gene Expression - RNA Seq(TSNAX)

1 231664399 02177 231762561 232177018 TOUX-DISCT  Gene Expression-Microarrays(OKFIMIKIALS)
1 231664300 232177018 231664399 231702270 TOUX-DISCT  Gene Expression-Microarrays(TICIS

1 231664399 232177018 231754372 231788828 TSNAX-DISC1 SNP{TSNAX-DISC1)

1 14362 29370 14362 29370 MASHIP Gene Expression - ANA Seq(WASHIP)

(a) (b)

FIGURE 3: Txt and Html formats of the merged file are produced. Three breast cancer TCGA samples were uploaded and merged. Each sample
is derived by a different platform, namely, Agilent gene expression microarray, Illumina RNA-Seq, and Affymetrix copy number variant data.
(a) The tabulated merged file includes chromosomal id, start/end positions of the identified regional units (StartFlag, StopFlag), and the
subregions included in the identified regions (Start, Stop), the region name (Entity name) and the data type that the region belongs to. (b)
The same information as in (a) is displayed in Html format with active links to the NCBI database.
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In Figure 3 we show the merged files produced from
the three data samples uploaded. As can be seen from the
Txt (Figure 3(a)) and Html (Figure 3(b)) exports produced,
information for the regional units identified is given, as well as
the subregions included in each regional unit. In the example
presented 52,932 unique regions were identified, from which
343 entries did not map to gene or other regional information
based on our local databases. Using the “Web Annotation”
option, we identified 293 additional entries. This information
can be also displayed using Amalgam’s visualization browsers
as shown in Figures 2(c) and 2(d). Reusability is ensured since
the user can relaunch Amalgam and merge an output from a
previous Amalgam run with additional input sample files.

Additionally, custom files can be uploaded, either as
input or library files, enabling users to augment, merge, and
visualize their data with publicly available data. This, also
ensures that the tool is up-to-date at all times, since apart
from hosting custom-made libraries, it is also able to house
a compiler when running.

4. Conclusions

Integration and analysis of large diverse datasets is a promis-
ing field of ongoing research towards the understanding of the
genome and its relation to human disease [2, 16]. However,
merging diverse data types in the genome often becomes a
time-consuming task due to the continuous improvement of
the underling technologies and certain format incompatibil-
ities. This calls for intuitive tools able to flexibly integrate
multiple data types and produce a common vocabulary
map of the human genome given the supplied data. We
have developed AmalgamScope, a user-friendly stand-alone
tool for merging annotation files of diverse genomic data
types, including data values. Our software provides a flexible
framework to summarize fragmented annotation informa-
tion across data types, relative to information extracted
from web-based annotation resources, providing a common
platform for reproducible exploration of the transcriptome.
The integrated annotation files can considerably assist further
analysis for data integration or visualization.

To improve the management and storage of input/output
files, an emailing exchange procedure is included together
with a cloud utility; however, in the future we aim to further
explore Amalgam’s cloud capabilities, given the complexity
and volume of the data. Currently, we are extending Amalgam
in a distributed computing environment to accommodate
larger studies.

Availability and Requirements

Project Name. AmalgamScope.

Project Home Page. http://www.bioacademy.gr/bioinforma-
tics/ Amalgam/index.html.

Operating System. Microsoft Windows. Programming lan-
guage: C sharp. License: Freeware.

Conflict of Interests

The authors declare that they have no conflict of interests.

Acknowledgments

Georgia Tsiliki and Sophia Kossida were supported by the
EU DICODE (Mastering Data-Intensive Collaboration and
Decision Making) Collaborative Project (FP7, ICT-2009.4.3,
Contract no. 257184) and EU COST Action SeqAhead
(BM1006).

References

[1] D. E. Sullivan, J. L. Gabbard Jr., M. Shukla, and B. Sobrala,
“Data integration for dynamic and sustainable systems biology
resources: challenges and lessons learned,” Chemistry and Bio-
diversity, vol. 12, pp. 1599-1610, 2002.

[2] S. Tyekucheva, L. Marchionni, R. Karchin, and G. Parmigiani,
“Integrating diverse genomic data using gene sets,” Genome
Biology, vol. 12, no. 10, article R105, 2011.

[3] J. Stalker, B. Gibbins, P. Meidl et al., “The Ensembl web site:
mechanics of a genome browser;” Genome Research, vol. 14, no.
5, pp. 951-955, 2004.

[4] L. Meyer, A. Zweig, A. Hinrichs et al., “The UCSC genome
browser database: extensions and updates 2013,” Nucleic Acids
Research, vol. 41, no. 1, pp. D64-D69, 2013.

[5] S.Dombrowskiand D. Maglott, Using the Map Viewer to Explore
Genomes, NCBI Handbook, 2003.

[6] H. Bao, H. Guo, ]. Wang, R. Zhou, X. Lu, and S. Shi, “MapView:
visualization of short reads alignment on a desktop computer;,”
Bioinformatics, vol. 25, no. 12, pp. 1554-1555, 2009.

[7] T. Abeel, T. van Parys, Y. Saeys, J. Galagan, and Y. van de Peer,
“GenomeView: a next-generation genome browser,” Nucleic
Acids Research, vol. 40, no. 2, article el2, 2011.

[8] J. Kim, K. Patel, H. Jung, W. P. Kuo, and L. Ohno-Machado,
“AnyExpress: integrated toolkit for analysis of cross-platform
gene expression data using a fast interval matching algorithm,”
BMC Bioinformatics, vol. 12, article 75, 2011.

[9] Z. Zhu, B. Niu, J. Chen, S. Wu, S. Sun, and W. Li, “MGAviewer:
a desktop visualisation tool for analysis of metagenomics
alignment data,” Bioinformatics, vol. 29, no. 1, pp. 122-123, 2013.

[10] L. D. Stein, C. Mungall, S. Shu et al., “The generic genome
browser: a building block for a model organism system
database,” Genome Research, vol. 12, no. 10, pp. 1599-1610, 2002.

[11] R.Podicheti, R. Gollapudi, and Q. Dong, “WebGBrowse—a web
server for GBrowse,” Bioinformatics, vol. 25, no. 12, pp. 1550-
1551, 2009.

[12] T. Toyoda, Y. Mochizuki, K. Player, N. Heida, N. Kobayashi, and
Y. Sakaki, “OmicBrowse: a browser of multidimensional omics
annotations,” Bioinformatics, vol. 23, no. 4, pp. 524-526, 2007.

[13] J. T. Robinson, H. Thorvaldsdéttir, W. Winckler et al., “Integra-
tive genomics viewer,” Nature Biotechnology, vol. 29, no. 1, pp.
24-26, 2011.

(14] E. Baker, J. Jay, J. Bubier, M. Langston, and E. Chesler,
“GeneWeaver: a web-based system for integrative functional
genomics,” Nucleic Acids Research, vol. 40, no. 1, pp. D1067-
D1076, 2012.

[15] J. Goecks, A. Nekrutenko, J. Taylor, and Galaxy Team, “Galaxy:
a comprehensive approach for supporting accessible, repro-
ducible, and transparent computational research in the life
sciences,” Genome Biology, vol. 11, no. 8, article R86, 2010.

[16] Q. Mo, S. Wang, V. Seshan et al., “Pattern discovery and
cancer gene identification in integrated cancer genomic data,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 110, no. 11, pp. 4245-4250, 2013.



