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ABSTRACT
Summary
Genomics is a discipline in genetics that applies recombinant DNA technology, DNA sequencing methods and bioinformatics to 
sequence, assemble and analyze the function and structure of genome, the complete set of DNA within a single cell of an organ-
ism. Bioinformatics is an inter-disciplinary scientific field that develops methods for storing, retrieving, organizing and analyzing 
biological data. The advances in bioinformatics have in turn made considerable impact on the development and improvements 
of genomics technologies such as shot-gun sequencing and high-throughput sequencing methods. The various genomics tech-
nologies are used for DNA and genome sequencing, assembly and annotations, which have several applications in medicine, 
agriculture, pharmaceuticals, biotechnology, research etc. These genomics technologies aided by bioinformatics have contrib-
uted to the successful completion of whole organism genome analysis, from prokaryotes to eukaryotes. In fact, the assembly of 
the human genome is one of the greatest achievements of bioinformatics.
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INTRODUCTION

Genomic technologies are generating an extraordinary vol-
ume of information never before achieved in the history of 
biology. With recent advances in technology and the devel-
opment of ultra high-throughput research, the fi eld of bio-
technology began to suffer from data overload. This lead to 
the emergence and evolution of a broadening fi eld of scien-
tifi c discipline called bioinformatics, which is at the intersec-
tion between biology and computation [38]. Bioinformatics 
is therefore often considered to be different thing by different 
people. In its most basic form, bioinformatics might be de-
scribed as ‘the structuring of biological information to en-
able logical interrogation [35].

Bioinformatics addresses the specifi c needs in data acquisi-
tion, storage, analysis and integration, which research in ge-
nomics generates. This relatively new scientifi c discipline fa-
cilitates both the analysis of genomic and post-genomic data, 
and the integration of information from the various related 
fi elds of transcriptomics, proteomics, metabolomics and phe-
nomics. This integration enables the identifi cation of genes 
and gene products, and can elucidate the functional relation-

ships between genotype and observed phenotype, thereby 
allowing a system-wide analysis from genome to phenome 
[35]. Among the current research lines are the following: 
1). Gene prediction and modeling of splicing, related to the 
research on regulation of alternative splicing, and protein 
synthesis 2). Identifi cation and characterization of genomic 
regions involved in Gene Regulation, related to the research 
on Chromatin, Gene Expression, and on the RNA-Proteins 
Interactions and 3). Molecular Evolution, which includes 
evolution of the exonic structure of genes and the evolution 
of splicing. The bioinformatics program also includes a re-
search in microarrays, which is complemented with a new 
group specifi cally devoted to Microarray Informatics. Thus, 
the purpose of this study is to discuss the bioinformatics ad-
vances in genomics and highlights some of the applications 
of bioinformatics advances to biological fi elds.

GENOMICS

Genomics is a discipline in genetics that applies recombinant 
DNA technology, DNA sequencing methods, and bioinfor-
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matics to sequence, assemble and analyze the function and 
structure of genomes, the complete set of DNA within a sin-
gle cell of an organism [1, 2]. The fi eld includes efforts to de-
termine the entire DNA sequence of organisms and fi ne-scale 
genetic mapping. It also includes studies of intragenomic 
phenomena such as heterosis, epistasis, pleiotropy and other 
interactions between loci and alleles within the genome [3].

Brief history of genomics

The term “genomics” was coined by Dr. Tom Roderick, a ge-
neticist at the Jackson Laboratory (Bar Harbor, Maine), at a 
meeting held in Maryland on the mapping of the human ge-
nome in 1986 [4]. Though the word “genome” (derived from 
the German word Genom, attributed to Hans Winkler) was in 
use in English as early as 1926.

Early genes sequencing efforts

Nucleic acid sequencing became a major target of early mo-
lecular biologists, following Rosalind Franklin’s confi rma-
tion of the helical structure of DNA around 1941, James D. 
Watson and Francis Crick’s publication of DNA structure in 
1953 and Frederick Sanger’s publication of the amino acid 
sequence of insulin in 1955 [5]. In 1964, Robert W. Holley 
and colleagues published the fi rst nucleic acid sequence ever 
determined, the ribonucleotide sequence of alanine tRNA 
[6,7]. Extending this work further, Marshall Nirenberg and 
Philip Leder revealed the triplet nature of the genetic code 
and were able to determine the sequences of 54 out of 64 
codons in their experiments [8].

In 1972, Walter Fiers and his team at the Laboratory of Mo-
lecular Biology, Ghent, Belgium, were the fi rst to determine 
the sequence of a gene: the gene for Bacteriophage MS2 coat 
protein [9]. 

BIOINFORMATICS

As a result of recent advances in technology and the devel-
opment of ultra high-throughput sequencing research tech-
niques, the fi eld of biotechnology started to experience data 
overload. This lead to the development of an ever-broadening 
fi eld of science known as bioinformatics, in which biology 
and information technology converge. This is an interdisci-
plinary scientifi c fi eld that develops methods for storing, re-
trieving, organizing, and analyzing biological data. A major 
activity in bioinformatics is to develop software tools to gen-
erate useful biological information or knowledge. Therefore, 
simply defi ned, bioinformatics uses computers to better un-
derstand biology, by working with basic biological data e.g. 
DNA bases. That means it works on a small scale paying at-
tention to details unlike computational biology which builds 
large scale general theoretical models of biological systems.

Brief history of bioinformatics

Paulien Hogeweg was the one that coined the term “Bioin-
formatics” in 1970, to refer to the study of information pro-
cesses in biotic systems. Bioinformatics is an interdisciplin-
ary fi eld in a broader fi eld of biotechnology.

Computers became essential in molecular biology when pro-
tein sequences became available. After the sequence of insu-
lin was determined in the early 1950s by Frederick Sanger, 
comparing multiple sequences manually turned out to be 
impracticable, hence the need for computers. Margret Oak-
ley Dayhoff, recognized as the “mother and father of bioin-
formatics”, was a pioneer in the fi eld and compiled one of 
the fi rst protein sequence databases, initially published as a 
book, and also pioneered methods of sequence alignment and 
molecular evolution [10].

DNA sequencing technology developed

Fier’s group then expanded on their MS2 coat protein work, 
determining the complete nucleotide sequence of bacterio-
phage MS2-RNA (whose genome encodes for just four genes 
with 3569 base pairs) and Simian virus 40, in 1976 and 1978 
respectively [11, 12]. Frederick Sanger and Walter Gilbert 
shared the 1980 Nobel prize in chemistry, for independently 
developing methods for the sequencing of DNA. Sanger and 
his colleagues played a key role in the development of DNA 
sequencing techniques, which enabled the establishment of 
comprehensive genome sequencing projects [3]. In 1975, he 
and Alan Coulson published a sequencing procedure using 
DNA polymerase with radio-labeled nucleotides, which he 
called the “Plus and Minus technique” [13, 14]. In 1977, his 
group was able to sequence most of the 5,386 nucleotides 
of the bacteriophage φX174, completing the fi rst fully-se-
quenced DNA-based genome [15].

BIOINFORMATICS CONTRIBUTIONS TO 
ADVANCES IN GENOMICS 

The primary goal of bioinformatics is to increase the under-
standing of biological processes. Common activities in bio-
informatics include mapping and analyzing DNA and protein 
sequences, aligning different DNA and protein sequences to 
compare them, creating and viewing 3-Dimentional models 
of protein structures. Over the past few decades, rapid devel-
opments in genomics, other molecular research technologies 
and developments in information technology have combined 
to produce a tremendous volume of information related to 
molecular biology, leading to the advancement of bioinfor-
matics. These bioinformatics advances have in turn lead to 
greater developments of genomics.

Bioinformatics now entails the creation and advancement 
of databases, algorithms, computational and statistical tech-
niques, and theories to solve formal and practical problems 
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arising from the management and analysis of biological data. 
In the fi eld of genetics and genomics, it aids in sequencing 
and annotating genomes and their observed mutations. It 
plays a role in the textual mining of biological literature and 
the development of biological and gene ontologies to orga-
nize and query biological data. As whole genome sequences 
became available, again with the pioneering work of Freder-
ick Sanger [15], bioinformatics was re-discovered to be use-
ful in the creation of databases such as GenBank in 1982. It is 
now known to play a role in the analysis of gene and protein 
expression and regulation. Bioinformatics tools aid in the 
comparison of genetic and genomic data, and more general-
ly in the understanding of evolutionary aspects of molecular 
biology. At a more integrative level, it helps to analyze and 
catalogue the biological pathways and networks that are im-
portant part of systems biology. In structural biology, it aids 
in the simulation and modeling of DNA, RNA and protein 
structures, as well as molecular interactions. 

Sequence analysis

Since the bacteriophage, φX174, was sequenced in 1977 [15], 
the DNA sequences of thousands of organisms have been de-
coded and stored in databases. This sequence information is 
analyzed to determine genes that encode polypeptides (pro-
teins), RNA genes, regulatory sequences, structural motifs 
and repetitive sequences. A comparison of genes within a 
species or between different species can show similarities 
between protein functions, or relations between species i.e. 
the use of molecular systematics to construct phylogenetic 
trees.

Phylogenetic Tree 

A phylogenetic tree, also known as a phylogeny, is a dia-
gram that depicts the lines of evolutionary descent of differ-
ent species, organisms, or genes from a common ancestor. 
Thus, a phylogenic tree or evolutionary tree is a branching 
diagram or “Tree” showing the inferred evolutionary rela-
tionships among various biological species or other entities, 
based upon similarities and differences in their physical or 
genetic characteristics. Phylogenies are useful for organizing 
knowledge of biological diversity, for structuring classifi -
cations, and for providing insight into events that occurred 
during evolution. Furthermore, because these trees show 
descent from a common ancestor, and because the strongest 
evidence for evolution comes in the form of common ances-
try, one must understand phylogenies in order to fully ap-
preciate the overwhelming evidence supporting the theory of 
evolution [37]. The importance of phylogenetic trees is that 
they provide effi cient structure for organizing knowledge of 
biodiversity and allow one to develop an accurate, non-pro-
gressive concept of the totality of evolutionary history of 
different organisms, species or genes. The trees are useful 
in the fi eld of bioinformatics, systematics and comparative 
phylogenetics.  

Blast Analysis

BLAST – An acronym for Basic Local Alignment Search 
Tool, is an algorithm for comparing primary biological se-
quence information, such as the amino acid sequences of 
different proteins or the nucleotides of DNA sequences. It 
has long ago became impracticable to analyze DNA sequenc-
es manually, due to the growing amount of biological data. 
Therefore, computer programs such as BLAST are used daily 
to search for sequences from more than 260,000 organisms, 
containing over 190 billion nucleotides [16]. These programs 
can compensate for mutation (exchanged, deleted or inserted 
bases) in the DNA sequence, to identify sequences that are 
related but not identical. BLAST is actually a family of pro-
grams that can be used for several purposes. These include 
identifying species, locating domains, establishing phylog-
eny, DNA mapping and comparison. For example, with the 
use of BLAST, it is possible for scientists to correctly iden-
tify a species or fi nd homologous species, which can be use-
ful when a scientist is working with a DNA sequence from 
an unknown species. The BLAST program was designed 
by Altschul and his colleagues at the National Institute of 
Health, USA [36]. BLAST is one of the most widely used 
bioinformatics programs because it addresses a fundamental 
problem and the heuristic algorithm it uses is much faster 
than calculating an optimal alignment.

Genome sequencing approaches

As sequencing technology continues to improve, however, 
a new generation of effective, fast turnaround bench-top se-
quencers have become available to the academic research 
laboratories [25, 26]. On the whole, genome sequencing 
approaches fall into two broad categories, the Shotgun and 
High-throughput (also known as Next-generation) sequenc-
ing [3].

Shotgun sequencing technique

Shotgun sequencing is a sequencing method designed for 
analysis of DNA sequences longer than 1000 base pairs, up 
to and including entire chromosomes [34]. It is named by 
analogy with the rapidly expanding, quasi-random fi ring pat-
tern of a shotgun. Shotgun sequencing is a random sampling 
process, requiring over-sampling to ensure a given nucleo-
tide is represented in the reconstructed sequence by comput-
er softwares.

High-throughput sequencing method

The demand for low-cost sequencing has driven the devel-
opment of high-throughput sequencing (or Next generation 
sequencing) technologies that perform sequences in parallel, 
producing thousands or millions of DNA sequences at once 
[27]. High-throughput sequencing technologies are intended 
to lower the cost of DNA sequencing beyond the standard 
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dye-terminator methods. In ultra-high-throughput sequenc-
ing, as many as 500,000 sequencing-by-synthesis operations 
may be run in parallel [28]. 

Sequencing Complete Genome

A technique called Shotgun Sequencing (which was used by 
the Institute for Genomic Research for instance, to sequence 
the fi rst bacterial genome i.e. Haemophilus infl uenza ge-
nome) in 1995 [17], does not produce entire chromosomes, 
instead it generates the sequences of many thousands of 
small DNA fragments. The ends of these fragments overlap 
and when align properly by a genome assembly program, can 
be used to reconstruct the complete genome. The following 
year,  i.e. in 1996, a consortium of researchers from laborato-
ries across North America, Europe and Japan, announced the 
completion of the fi rst complete genome sequence of a eu-
karyote, Saccharomyces cerevisiae (12.1 Mb), and since then 
genomes have continued to be sequenced at an exponentially 
growing pace [18]. As at October 2011, the complete genome 
sequences are available for: 2,719 viruses, 1,115 archaea and 
bacteria, and 36 eukaryotes, out of which about half are fungi 
[19, 20]. 

Genome analysis

After an organism has been selected, genome projects in-
volve three components: the sequencing of DNA, the assem-
bly of that sequence to create a representation of the original 
chromosome, followed by the annotation and analysis of that 
representation [3]. Overview of a genome analysis project is 
that: First, the genome must be selected, which involves sev-
eral factors such as cost and relevance. Second, the sequence 
is generated and assembled at a given sequencing centre. 
Third, the genome sequence is annotated at several levels: 
DNA, protein, gene pathways, or comparatively.  

Shotgun sequencing yields sequence data quickly, but the 
task of assembling the fragments can be quite complicated 
for larger genomes. For a genome as large as the human ge-
nome, it may take many days of CPU time on large-memory, 
multiprocessor computers to assemble the fragments, and 
the resulting assembly will usually contain numerous gaps 
that have to be fi lled later. The core of comparative genome 
analysis is the establishment of the correspondence between 
genes (orthology analysis) or other genomic features in dif-
ferent organisms. It is these inter-genomic maps that make 
it possible to trace the evolutionary processes responsible 
for the divergence of two genomes. A multitude of evolu-
tionary events acting at various organizational levels shape 
genome evolution. At the lowest level, point mutations affect 
individual nucleotides. At a higher level, large chromosomal 
segments undergo mutations; duplication, lateral transfer, in-
version, transposition, deletion and insertion. 

Human Genome Analysis

The rationale for the human genome project is to acquire 
fundamental information concerning our genetic make-up 
which will advance our basic scientifi c understanding of hu-
man genetics and the role of various genes in health and in 
disease. A rough draft of human genome was provided by 
the Human Genome Project in 2001, while by 2003, the 
project was completed which sequenced the entire genome 
of one specifi c person. By 2007, this sequence project was 
declared “fi nished”, with less than one error in 20,000 bases 
and all chromosomes assembled [22]. Since the years after 
completion of the human genome project, the genomes of 
many other individuals have been sequenced, partly under 
the auspices of the 1000 Genomes Project, which announced 
the sequencing of 1,092 genomes in October 2012 [23]. The 
completion of this project was made possible by the develop-
ment of dramatically more effi cient sequencing technologies 
and required the commitment of signifi cant bioinformatics 
resources from a large international collaboration [24]. The 
continued analysis of human genomic data has medical ben-
efi ts but with profound political and social repercussions for 
human societies. It is expected that future approach to pa-
tient’s treatment will require the human genome.

Sequence assembly

Sequence assembly refers to aligning and merging fragments 
of a much longer DNA sequence in order to reconstruct the 
original sequence. This is needed because the common cur-
rently used DNA sequencing technology can not read whole 
genomes as a continuous sequence but only reads small piec-
es of between 20 and 1000 bases, depending on the tech-
nology used. Typically, the short fragments called reads, 
are formed from shotgun sequencing genomic DNA or gene 
transcripts. Multiple, fragmented sequence reads must be 
assembled together on the basis of their overlapping areas 
[3]. Assembly of the human genome is one of the greatest 
achievements of bioinformatics.

Sequence assembly approaches

Assembly can be broadly categorized into two approaches: 
de novo assembly, for genomes which are not similar to any-
one sequenced in the past, and comparative assembly, which 
uses the existing sequence of a closely related organism as a 
reference during assembly [29].

Finishing - Finished genomes are defi ned as having a single 
continuous sequence, with no ambiguities representing each 
replicon [30].

Genome Annotation

Another aspect of bioinformatics in sequence analysis is an-
notation. This involves computational gene fi nding, to search 
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for protein-coding genes, RNA genes, and other functional 
sequences within a genome. Not all of the nucleotides within 
a genome are part of genes. Within the genomes of higher 
organisms, for example, large parts of the DNA do not serve 
any obvious purpose. This so-called “junk DNA” may how-
ever, contain unrecognized functional elements.

Bioinformatics helps to bridge the gap between genome and 
proteome projects-for example, in the use of DNA sequences 
for protein identifi cation. In the context of genomics, anno-
tation is the process of marking the genes and other biologi-
cal features in a DNA sequence. The fi rst genome annotation 
software system was designed in 1995 by Owen White, who 
was part of the team that sequenced and analyzed the fi rst 
genome of a free-living organism to be decoded. i.e. the bac-
terium, Haemophilus infl uenza. White built a software sys-
tem to fi nd the genes (fragments of genomic sequence that 
encode proteins), the transfer RNAs and to make initial as-
signments of function to those genes.

The DNA sequence assembly alone is of little value without 
additional analysis [3]. Genome annotation is the process of 
attaching biological information to sequences. Most current 
genome annotation systems work similarly, but the programs 
available for analysis of genomic DNA such as the Gene-
Mark program, which was developed and used to fi nd pro-
tein-coding genes in Haemophilus infl uenza, are constantly 
changing and improving.

Steps in Genome Annotation

Genome annotation consists of three main steps [21]:

1. Identifying portions of the genome that do not code 
for proteins

2. Identifying elements on the genome, a process 
called gene prediction, and 

3. Attaching biological information to these elements.

OTHER APPLICATIONS OF BIOINFORMATICS

Computational evolutionary biology

Evolutionary biology is the study of the origin and descent of 
species, as well as their change over time. Bioinformatics has 
assisted evolutionary biologists by enabling researchers to:

- Trace the evolution of a large number of organisms 
by measuring changes in their DNA, rather than 
through physical taxonomy or physiological obser-
vations alone.

- More recently compare entire genomes, which 
permits the study of more complex evolutionary 
events, such as gene duplication, horizontal gene 

transfer, and the prediction of factors important in 
bacterial speciation.

- Build complex computational models of popu-
lations to predict the outcome of the system over 
time.

- Track and share information on an increasingly 
large number of species and organisms.   

Genomic medicine  

Next-generation genomic technologies allow clinicians and 
biomedical researchers to drastically increase the amount 
of genomic data collected on large study populations [31]. 
When combined with new bioinformatics approaches that 
integrate many kinds of data with genomic data in disease 
research, they allow researchers to better understand the ge-
netic bases of diseases and drug responses, which can lead to 
personalized medical care.

Understanding the genetic factors of diseases

With the advent of next-generation sequencing technology, 
we are beginning to obtain enough sequence data to map the 
genes of complex diseases such as infertility, breast cancer, 
or Alzheimer’s disease. Genome-wide association studies are 
essential to pinpoint the mutations for such complex diseases 
[33]. This is made possible with the advancement of bioin-
formatics and genomics.

Analysis of mutations in cancer

In cancer, the genomes of affected cells are arranged in com-
plex or even unpredictable ways. Massive sequencing efforts 
are used to identify previously unknown point mutations in 
a variety of genes in cancers. Bioinformaticians continue to 
produce specialized automated systems to manage the vol-
umes of sequence data produced. They create new algorithms 
and softwares to compare the sequencing results to the grow-
ing collection of human genome sequences and germline 
polymorphisms, which is one of the causes of cancer. New 
physical detection technologies are being employed, such as 
oligonucleotide micro-arrays, to identify chromosomal gains 
and losses (called comparative genomic hybridization), and 
single-nucleotide polymorphism arrays, to detect known 
point mutations. 

Analysis of gene expression

The expression of genes can be determined by measuring 
mRNA levels with multiple techniques including Microar-
rays, Expressed cDNA sequence tag (EST) sequencing, Se-
rial Analysis of Gene Expression (SAGE) tag sequencing, 
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Massively Parallel Signature Sequencing (MPSS), RNA-seq, 
also known as “Whole Transcriptome Shotgun Sequencing” 
(WTSS) or various applications of multiplexed in-situ hy-
bridization. All of these techniques are extremely noise-prone 
and subject to bias in the biological measurements. Thus, a 
major research area in computational biology involves de-
veloping statistical tools to separate signal from noise, in 
high-throughput gene expression studies. Such studies are 
often used to determine the genes implicated in a disorder; so 
that one might compare microarray data from cancerous ep-
ithelial cells to data from non-cancerous cells, to determine 
the transcripts that are up-regulated and down-regulated in a 
particular population of cancer cells.

Synthetic biology and bioengineering

The growth of genomic knowledge has enabled increasingly 
sophisticated applications of synthetic biology. In 2010, re-
searchers at the J. Craig Venter Institute announced the cre-
ation of a partially synthetic species of bacterium, Mycoplas-
ma laboratorium, derived from the genome of Mycoplasma 
genitalium [32]. More of such synthetic bioengineering are 
expected in the near future.

CONCLUSION

Recent advances in genomic technologies have led to an ex-
plosion of data and a rapid growth in bioinformatics with-
in biotechnology and the broader biomedical sciences. The 
advances in bioinformatics have in turn greatly advanced 
the development of the fi eld of genomics. Biotechnology 
demands intelligent searching and fi ltering of numerous, 
complex data, to address specifi c issues, cutting across spe-
cialist research fi elds outside the knowledge of any one per-
son, hence the importance of bioinformatics. Applications of 
bioinformatics include prediction of protein structure from 
genome analysis, medicine and health care, genomics and 
metabolomics research, agriculture, pharmaceuticals, bio-
technology, etc. Though bioinformatics is rapidly expanding 
its applications alongside the rise of the new “-omic” tech-
nologies such as genomics, transcriptomics, metabolomics, 
and post-genomic technologies such as proteomics, its focus 
and strengths remain in the analysis of DNA sequences and 
genomes of living organisms, with their ever increasing ap-
plications. Despite the achievements in genomics research 
brought about by advances in bioinformatics, there are still 
challenges in applications of specifi c methods. It is therefore 
recommended that more methods should to be developed to 
tackle the problems encountered in the applications of bioin-
formatics in genomics research.
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