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1. Introduction
1.1. The epigenome
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Epigenetics

A mechanism used to regulate gene activity
independently from DNA sequence by
deciding which genes are on or off

methylation S~
DNA

hydroxymethylation&— methylation

Chromatin
looping

Epigenetics

A. Vidaki et al./Forensic Science International: Genetics 7 (2013) 499-507

Nucleosomal
remodelling

acetylation

/ methylation
/

Histone > ubiquitylation

modifications —— phosphorylation

N

biotinylation

sumoylation

Non-coding
RNAs

Fig. 1. Different epigenetic mechanisms involved in gene regulation.

changes in the DNA sequence itself (Fig. 1). It involves functionally
relevant modifications, such as DNA methylation and histone
modifications, both of which play a significant role in regulating
gene expression without altering the DNA. The molecular basis of
epigenetics is complex and primarily involves alterations in the
activation of particular genes. In addition, the chromatin proteins
associated with DNA may be activated or silenced and therefore
ensure that each cell expresses only the genes that are necessary
for an activity [1,2]. The term ‘epigenome’ is a parallel to the word
‘genome’ and refers to the overall epigenetic status of a cell.
Epigenetic patterns are preserved during cell division just as the
DNA sequence is inherited from one generation to the next; however,
they can change over an individual’s lifetime [3]. Epigenetic changes
have been observed to occur in response to environmental exposure
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and can be affected by various factors such as diet and smoking [4].
Imprinting, gene silencing, X chromosome inactivation, reprogram-
ming and carcinogenesis are all examples of epigenetic processes. A
very important cell function that is regulated by epigenetic
mechanisms in mammals is cell differentiation, where stem cells
become fully differentiated cells during embryogenesis [4].

1.2. DNA methylation and gene regulation

In the human genome, DNA methylation is a vital biochemical
process for normal development. It involves the addition of a
methyl group (-CHs) at the 5’ position of cytosine residues in CpG

dinucleotides (Fig. 2a). The absence of CpG methylation has only
been observed in embryonic stem cells [5]. When taking the
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Fig. 2. (a) DNA methylation on cytosine. (b) Schematic representation of a typical gene containing a CpG island. In most cases, when the CpG island is unmethylated allows for

gene expression; however, when it is methylated, the gene becomes inactive.
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