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Base Excision Repair and Lesion-Dependent Subpathways
for Repair of Oxidative DNA Damage
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Abstract

Nuclear and mitochondrial genomes are under continuous assault by a combination of environmentally and
endogenously derived reactive oxygen species, inducing the formation and accumulation of mutagenic, toxic,
and=or genome-destabilizing DNA lesions. Failure to resolve these lesions through one or more DNA-repair
processes is associated with genome instability, mitochondrial dysfunction, neurodegeneration, inflammation,
aging, and cancer, emphasizing the importance of characterizing the pathways and proteins involved in the repair
of oxidative DNA damage. This review focuses on the repair of oxidative damage–induced lesions in nuclear and
mitochondrial DNA mediated by the base excision repair (BER) pathway in mammalian cells. We discuss the
multiple BER subpathways that are initiated by one of 11 different DNA glycosylases of three subtypes: (a)
bifunctional with an associated b-lyase activity; (b) monofunctional; and (c) bifunctional with an associated b,d-
lyase activity. These three subtypes of DNA glycosylases all initiate BER but yield different chemical intermediates
and hence different BER complexes to complete repair. Additionally, we briefly summarize alternate repair events
mediated by BER proteins and the role of BER in the repair of mitochondrial DNA damage induced by ROS.
Finally, we discuss the relation of BER and oxidative DNA damage in the onset of human disease. Antioxid. Redox
Signal. 14, 2491–2507.

Introduction

The cellular condition in which reactive oxygen spe-
cies (ROS) exceed the antioxidant scavenging ability of a

cell or when cellular antioxidant systems are unable to neu-
tralize the effects of prooxidants such as free radicals or re-
active oxygen and nitrogen species is termed oxidative stress.
These ROS molecules include superoxide anions, hydroxyl
radicals, and hydrogen peroxide, among others. Such mole-
cules stem from endogenous sources through cellular me-
tabolism and exogenous sources mediated by environmental
exposure. A large proportion of cellular ROS are generated
in the mitochondria as a result of oxidative phosphoryla-
tion (100), although not all ROS are derived from the mito-
chondrial respiratory chain. Additional endogenous sources
include microsomes, cytosolic enzymes such as NADPH ox-
idases, and phagocytes (2). Exogenous sources of ROS include
asbestos, crystalline silica, coal, metal ions, chemotherapeutic
and chemopreventive agents, cigarette smoke, ultraviolet
light, psoralen and ultraviolet A (PUVA), ionizing radiation,
pesticides, and related neurotoxins such as paraquat and

1-methyl-4-phenylpyridinium [MPP(þ)] (46, 66, 88). De-
pending on the extent and type of ROS exposure, all macro-
molecules in the cell are subject to ROS-mediated damage,
including proteins, lipids, RNA, and DNA.

The chemical makeup of the many DNA base and genome
modifications triggered by ROS has been extensively reviewed
over the past 25-year period, covering the chemistry of the
modifications, lesion formation and repair, the utility of lesion
characterization, and the identification of DNA lesions as bio-
markers for human disease (9, 23, 62, 89). In most cases, DNA
damage from ROS-generating agents is mediated by Fenton
chemistry, giving rise to the formation of chronic and persis-
tent DNA damage, including nucleotide base modifications,
apurinic=apyrimidinic (AP) sites, single- and double-strand
DNA breaks, and DNA crosslinks (30). Both cellular genomes
(nuclear and mitochondrial) are damaged upon ROS exposure
or oxidative stress. However, it has been demonstrated that
mitochondrial DNA accumulates a greater level of damage as
compared with nuclear DNA after oxidative stress (95).

Several DNA-repair pathways are engaged in response to
oxidative damage (3, 20, 30, 94). Base excision repair (BER)
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and nucleotide excision repair (NER) are two pathways that
are responsible for the repair of a majority of the DNA le-
sions induced by ROS (20, 30). If the cell is unable to repair
replication-blocking lesions before the advancing DNA rep-
lication fork, tolerance of such lesions is possible through the
action of lesion-bypass polymerases (30). These DNA poly-
merases provide a level of lesion tolerance but also induce
an increase in replication-based DNA mutations. Repair of
ROS-induced base lesions, AP sites, and single-strand DNA
breaks is primarily the responsibility of the BER pathway (3,
20, 30). However, ROS gives rise to DNA double-strand
breaks requiring repair by homologous recombination (HR)
and nonhomologous end joining (NHEJ) (3, 30, 94). In ad-
dition, ROS can induce the formation of base modifications
that can be repaired by the mismatch DNA repair (MMR)
pathway or bulky DNA lesions and modifications from
lipid peroxidation (LPO) (32) that are repaired by BER, NER,
or direct reversal-repair proteins (3, 30, 94). Further, ROS
and LPO induce formation of DNA intra- and interstrand
crosslinks that may be repaired by the Fanconi anemia
pathway (3, 30, 94).

This review focuses on the repair of oxidative damage–
induced lesions in nuclear and mitochondrial DNA mediated
by the BER pathway in mammalian cells. In the course of this
review, we discuss the multiple BER subpathways that are
initiated by one of 11 different DNA glycosylases of three
subtypes: (a) bifunctional with an associated b-lyase activity;
(b) monofunctional; and (c) bifunctional with an associated
b,d-lyase activity. These three subtypes of DNA glycosylases
all initiate BER, dependent on the base lesion, but yield
different chemical intermediates and hence different BER
complexes to complete repair (3). Additionally, we briefly
summarize alternate repair events mediated by BER proteins
and the role of BER in the repair of mitochondrial DNA
damage induced by ROS. Further, we discuss the relation of
BER to the onset of genome-destabilizing events that can lead
to oncogenesis.

Oxidative Base Damage Repaired by BER

The chemical makeup of spontaneous and exposure-
induced DNA base modifications has been identified in
purified DNA as well as nuclear and mitochondrial DNA
from multiple organisms, including mammalian cells and
tissues (9, 23, 62). Slight variations in the nomenclature are
apparent in the literature with regard to DNA bases modified
by ROS. To clarify, we have taken the suggestion recently
proposed that the damage under discussion is referred to as
oxidatively damaged DNA (15). In addition, where possible,
we use nomenclature referring to the 20-deoxyribonucleoside
based on the major biologically relevant structure at pH 7.0, as
suggested by the International Union of Pure and Applied
Chemistry (IUPAC) (15). All four DNA bases or deoxy-
nucleosides (deoxyadenosine, deoxyguanosine, thymidine,
and deoxycytidine) plus the methylated form of deox-
ycytidine (5-methyl-deoxycytidine; 5dmC) can be oxidatively
damaged. We do not intend to detail the structure of every
modified base or deoxynucleoside here, but we focus on the
major modifications, with an emphasis on those repaired by
BER. Recognition and repair of oxidative base lesions by DNA
glycosylases, BER, and other DNA-repair pathways are dis-
cussed in subsequent sections.

It has been more than 25 years since the identification of
the oxidatively modified form of deoxyguanosine in DNA
(47). This lesion is identified as 8-oxo-7,8-dihydro-20-deoxy-
guanosine (8-oxodG). The structures of 20-deoxyguanosine
(Fig. 1, top row) and 8-oxodG (Fig. 1A), as well as the other
major oxidative lesion of guanine, 2,6-diamino-4-hydroxy-5-
formamidopyrimidine (FapydG) (Fig. 1B), are shown. The
8-oxodG lesion, the most extensively studied DNA lesion re-
sulting from oxidative damage, does not cause a significant
block to DNA replication in mammalian cells, with the ex-
ception of DNA polymerase i (97). In general, the 8-oxodG
DNA lesion is minimally cytotoxic, but incorporation or for-
mation of 8-oxodG is mutagenic. The increase in mutations,
mostly G)T substitutions, arises from efficient DNA syn-
thesis past the lesion and insertion of dAMP opposite the 8-
oxodG DNA lesion. This is commonly referred to as the GO
pathway and is discussed later. Replicative and repair DNA
polymerases efficiently insert dAMP and dCMP opposite 8-
oxodG, including DNA polymerase d, k, b, l, and g (36, 48, 54,
98). The 8-oxodG DNA lesion is more susceptible to oxidation
and can be further oxidized to yield several mutagenic base
lesions, including guanidinohydantoin and spiroiminodihy-
dantoin (35, 69).

Oxidative damage to 20-deoxyadenosine (Fig. 1, top row)
yields two major products: 8-oxo-7,8-dihydro-20-deoxyad-
enosine (8-oxodA) and 4,6-diamino-5-formamidopyrimidine
(FapydA) (Fig. 1E and F) (9). The FapydA lesion is present in
both normal and cancerous tissues (71) and is the most
abundant of the adenine lesions induced by g-radiation (14).
Both lesions are weakly mutagenic (45, 85), and tandem
8-oxodA lesions can be induced by hydroxyl radicals, pre-
cluding repair by BER.

A major oxidative product of 20-deoxycytidine (Fig. 1, top
row) is 5-hydroxy-20-deoxycytidine (OH5dC), found in DNA
both spontaneously and after exposure to H2O2 and related
ROS-inducing agents (9). OH5dC can also arise by dehydra-
tion of 20-deoxycytidine glycol (not shown) (9). In addition,
OH5dC can deaminate to yield 5-hydroxy-20-deoxyuridine
(OH5dU) (9). Interestingly, OH5dC is efficiently incorporated
into DNA but is not accurately replicated, resulting in C)T
transition mutations (27). Structures for these oxidatively
damaged nucleosides are shown in Fig. 1H–J.

One of the most highly studied oxidation products of thy-
mine (Fig. 1, top row) is thymine glycol (Tg) (Fig. 1L). The Tg
lesion is formed by hydroxyl radical attack on the double
bond of thymine at C5 or C6 or by hydrogen abstraction from
the methyl group (44). Tg was originally identified in purified
DNA after oxidation with ionizing radiation (29). The Tg le-
sion is a block to human replicative DNA polymerases, but
the lesion is tolerated because several translesion DNA
polymerases readily bypass the lesion, including DNA poly-
merase Z, k, n, b, and l (6, 28, 50, 84), with a minimal increase
in mutations. Additional oxidized thymine analogues include
5,6-dihydro-thymine (dHT) and 5-hydroxy-5,6-dihydro-
thymine (Th5) (Fig. 1M and N).

A recently identified oxidatively modified DNA base lesion
in mouse cells and human tissue is 5-hydroxymethyl-cytosine
(hmdC), an oxidatively damaged form of 5dmC (49). Ori-
ginally observed as a substitute for cytosine in T2, T4, and T6
bacteriophage genomes (30), hmdC is found in Purkinje
neurons in the brain (49) and in mouse embryonic stem cells
(83), derived from 5dmC after hydroxylation by the MLL
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partner protein TET1 (83). Interestingly, it was earlier pre-
dicted that human cells would accumulate hmdC at a rate of
20 per cell per day (87). The structure of 5dmC and the
modified lesion hmdC are shown in Figure 1 (top row and O).
Although it has been suggested that hmdC may be removed
by a mammalian DNA glycosylase (12), the identity of this
glycosylase is unknown. However, deamination of hmdC
yields 5-hydroxymethyl-uracil (hmdU), a substrate for
SMUG1, TDG, and MBD4 (64), suggesting that the hmdC
lesion may be cleared from genomic DNA by deamination
followed by BER.

In addition to lesions formed by direct oxidative damage to
DNA from ROS, chronic induction of ROS promulgates a host
of cellular alterations, including significantly elevated levels
of LPO (5). LPO is a free radical chain reaction of polyunsat-
urated fatty acids that results in an accumulation of lipid
hydroperoxides. These initial by-products of LPO decompose
to generate a variety of breakdown products. Some of the
most abundant breakdown products of lipid peroxidation

include malondialdehyde, trans-4-hydroxy-2-nonenal (HNE),
and trans,trans-2,4-decadienal (DDE) (61). Each of these lipid
peroxidation products reacts directly with DNA, inducing
mutagenic and genotoxic lesions. Reaction between the LPO
products HNE or DDE and DNA yield predominantly the
exocyclic etheno-base DNA adducts 1,N6-ethenoadenine
(Fig. 1G); 3,N4-ethenocytosine (Fig. 1K); N2,3-ethenoguanine
(Fig. 1C); and 1,N2-ethenoguanine (Fig. 1D). All four lesions
are thought to be substrates for human DNA glycosylases
(26). The guanine adduct 1,N2-ethenoguanine is repaired by
BER, and, if not, is highly mutagenic (25, 53, 78). The adenine
lesion 1,N6-ethenoadenine is formed in DNA after exposure to
the vinyl chloride metabolite chloroacetaldehyde and is the
preferred substrate for the mammalian methylpurine DNA
glycosylase (MPG or AAG) (25, 26, 77, 79). The cytosine lesion
3,N4-ethenocytosine is also a substrate for BER (25). However,
the glycosylase MPG will bind to the 3,N4-ethenocytosine le-
sion in DNA but not excise the lesion, effectively ‘‘hijacking’’
the repair protein (33).

FIG. 1. Oxidative damage of 20-deoxynucleotides. Structures of 20-deoxyguanosine and the oxidatively modified DNA
lesions 8-oxo-7,8-dihydro-20-deoxyguanosine (8-oxodG) (A); 2,6-diamino-4-hydroxy-5-formamidopyrimidine (FapydG) (B);
the LPO products N2,3-etheno-20-deoxyguanosine (C); and 1,N2-etheno-20-deoxyguanosine (D) (15, 19, 74). Structures of 20-
deoxyadenosine and the oxidatively modified DNA lesions 8-oxo-7,8-dihydro-20-deoxyadenosine (8-oxodA) (E); 4,6-diamino-
5-formamidopyrimidine (FapydA) (F); and the LPO product 1,N6-etheno 20-deoxyadenosine (G) (15, 19, 74). Structures of
20-deoxycytidine and the oxidatively modified DNA lesions 5-hydroxy-20-deoxycytidine (OH5dC) (H); 5-hydroxy-20-
deoxyuridine (OH5dU) (I); 5,6-dihydro-20-deoxyuridine (dHU) (J); and the LPO product 3,N4-ethenocytidine (K) (15, 19, 74).
Structures of thymidine and the oxidatively modified DNA lesions thymine glycol (Tg) (L); 5-hydroxy-5,6-dihydrothymine
(Th5) (M); and 5,6-dihydrothymine (dHT) (N) (15, 19). Structures of 5-methyl-20-deoxycytidine and the oxidatively modified
DNA lesion 5-(hydroxymethyl)-20-deoxycytidine (hmdC) (O) (15). Where indicated, the R-group is 20-deoxyribose.
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The BER pathway appears to have evolved for repair of
oxidatively damaged DNA. Of the 20 or more proteins de-
fined as part of the BER machinery (3), almost all have a role in
the repair of one or more lesions formed from oxidation of
DNA. In the ensuing sections, we discuss the role of BER in
the repair of these lesions and the specificity of each BER
protein in the repair of oxidatively damaged DNA.

Multiple Base Excision Repair Subpathways
That Depend on the Initiating Lesion
and the Mechanism of Base Removal

Previously, we proposed a BER-pathway model that ac-
commodates the multiple BER subpathways and variable

BER protein complexes that are engaged for the repair of a
wide range of BER-initiating lesions (3). As with most DNA-
repair processes, it has been suggested by us and many others
that BER functions through a series of protein complexes that
assemble at the site of the DNA lesion. These protein com-
plexes vary depending on the posttranslational modifications
(PTMs) of the proteins involved (4), but most importantly,
vary as a function of the chemical makeup of the initiating
lesion as well as the chemistry of the repair intermediates. In
this review, we describe and summarize the BER proteins and
the subpathways of BER for the repair of oxidatively dam-
aged DNA. Where appropriate, we discuss the role of PTMs in
regulating these repair processes; however, a more complete
update of BER protein PTMs (3) is forthcoming.

FIG. 2. Bifunctional DNA
glycosylase (viab-elimination)–
initiated BER pathway. Re-
pair of oxidative base damage
(e.g., 8-oxodG) initiated by
the bifunctional DNA glycosy-
lase OGG1. The chemistry of
the lesion and the repair in-
termediates throughout the
repair process are shown
(center), highlighting the three
essential steps for BER: lesion
recognition=strand scission,
gap tailoring, and DNA
synthesis=ligation (left). The
structures on the right depict
the protein complexes required
for completion of each step in
BER initiated by OGG1.
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As we have discussed throughout this review, BER plays an
essential role in removing DNA lesions that arise from oxi-
dative stress that would otherwise result in either a block to
the progression of the replicative DNA polymerases (and cell
death) and=or an increase in the formation of DNA mutations
as a prelude to oncogenesis (for mutations in the nuclear ge-
nome) or mitochondrial dysfunction (for mutations in the
mitochondrial genome). Consistent with our overall BER
model and regardless of the initiating lesion that is ulti-
mately repaired (base lesions, abasic sites, DNA single-strand
breaks), there are three functional steps that compose the re-
pair of oxidatively damaged DNA (3): lesion recognition=
strand scission, gap tailoring, and DNA synthesis=ligation. In
line with this model (3), many similarities are found among the
different complexes or assemblages of BER proteins brought to
bear for removal of the many and varied DNA lesions that arise
from oxidative damage (see Fig. 1). However, as expected, the
protein complexes vary, depending on the initiating lesion, as
well as the chemistry of the repair intermediates.

For a closer look at the precise mechanisms of base lesion
removal by the human (and mammalian) DNA glycosylases
and repair by the proteins of the BER pathway, we present
three variations of this model. Each encompasses the three
functional steps essential for BER: (a) lesion recognition=
strand scission; (b) gap tailoring; and (c) DNA synthesis=
ligation; yet each has both unique and common transient
protein–protein interactions and protein complexes that facil-
itate repair. Further, we define the uniqueness of each sub-
pathway by the chemical makeup of the repair intermediates
that arise after glycosylase-mediated base lesion excision.

Repair initiated by bifunctional DNA glycosylases
with associated b elimination

The most common or predominant BER mechanism for
removal of oxidatively damaged DNA is initiated through
bifunctional DNA glycosylases that excise the modified base
and subsequently hydrolyze the DNA backbone through a b-
elimination step, as detailed in Fig. 2. In this example, the
lesion-recognition and strand-scission step is conducted by
OGG1, one of the most highly studied DNA glycosylases for
the repair of oxidatively damaged DNA (20). As shown (Fig.
2), the DNA backbone is hydrolyzed, 30 to the incised base,
leaving a 30 unsaturated aldehyde (after b-elimination) and a
50 phosphate at the termini of the repair gap. In addition to
OGG1, both NTHL1 and NEIL3 are bifunctional DNA gly-
cosylases with associated b-elimination activity (Table 1). In-
itial studies suggest that the expression of NEIL3 is limited to
the nucleus (Table 1). Conversely, both OGG1 and NTHL1 are
expressed in the nucleus and the mitochondria, supporting a
role for these glycosylases in the repair of oxidatively dam-
aged DNA in both subcellular compartments. As we dis-
cussed previously, many BER proteins are modified by PTMs,
in some cases altering function or protein complex formation
(3). OGG1 has two acetylation sites and four reported phos-
phorylation sites, one of which (S326) is mutated in the human
population, giving rise to a Ser326Cys polymorphism (3).
Although this mutant has a slight defect in activity, it has yet
to be definitively determined if the Ser326Cys polymorphism
is a risk factor for cancer, as numerous studies have been
evaluated with differing results. Likewise, both NTHL1 and

Table 1. Summary of Human Bifunctional DNA Glycosylases (with Associated b-Elimination) for Repair

of Oxidatively Damaged DNA

Gene symbol Gene name Gene ID
Uniprot

accession number
Organelle
expressed Known substratea

OGG1 8-oxoguanine DNA
glycosylase

4968 O15527 Nucleus and
mitochondria

8-oxoG:C=T=G;
me-FapyG:C; FapyG:C (4)

8-oxoA:C (43)
urea (9)

NTHL1
(NTH1)

nth endonuclease
III-like 1 (E. coli)

4913 P78549 Nucleus and
mitochondria

T or C-glycol; FapyA (4)
5,6-dihydro-U:G=A (9)
5-formyl-U (9)
5,6-dihydroxy-C (9)
5,6-dihydro-T (9)
urea (9)
5-OH-U:G (9)
5-OH-C:G>A (9)
5-hydroxy-5,6,-dihydro-T (9)
8-oxoG:G (65)

NEIL3 Nei endonuclease
VIII-like 3 (E. coli)

55247 Q8TAT5 Nucleus Spiroiminodihydantoin
(Sp):C (55)

Guanidinohydantoin
(Gh):C (55)

FapyA (55)
FapyG (55)
5-OH-U (55)
5-OH-C (55)
Tg (55)

aTarget base on left in mismatches.
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NEIL3 are modified by either phosphorylation or acetylation
or both. Detailed information on human OGG1, NTHL1, and
NEIL3 and additional orthologues can also be found on a new
web-based DNA Repair database (24). In addition to the
classic oxidative lesion 8-oxodG, these three glycosylases
initiate BER by removal of a long list of lesions induced by
oxidative damage, including the Fapy lesions (FapydG and
FapydA) as well as those that arise from further oxidation of
8-oxodG. We have summarized a list of base lesions recog-
nized and removed by the bi-functional (b-elimination) DNA
glycosylases in Table 1. Only those lesions reported as gly-
cosylase substrates, as determined by biochemical analysis of
the human (or mouse) enzyme, where possible, are listed. A
more complete list of substrates for all species may be found
elsewhere (9).

Once the base is removed and the DNA backbone is hy-
drolyzed, the resulting gap is tailored by the 30 phosphodi-
esterase activity of APE1 (3). It is suggested that OGG1
remains bound to the DNA upon base removal and strand
scission, and the OGG1=DNA complex is recognized and
bound by APE1, inducing OGG1 turnover and release and
promoting APE1-induced gap tailoring (3). A similar APE1-
mediated induction of enzyme turnover was observed for
NTHL1 (60). OGG1 also appears to recruit XRCC1 to the le-
sion (Fig. 2) (3). Alternatively, it would be expected that the
newly formed single-base gap is recognized by PARP1 (along
with PARP2 and PARG), together with the XRCC1=LigIII
heterodimer, promoting the recruitment of Polb for the com-
pletion of repair (3). It has also been suggested that aprataxin
may modulate this latter step in the pathway (39) by partici-
pating in the gap-tailoring step. However, it is likely that the
protein complexes formed in the nucleus after strand cleavage
will differ significantly as compared with protein complexes
formed in the mitochondria, because PARP1 and PARP2 are
predominantly nuclear enzymes.

With regard to OGG1-initiated BER, unique mechanisms of
cell death in response to oxidative damage were observed
when comparing nuclear and mitochondrial BER (70), sup-
porting a role for PARP1 in nuclear BER initiated by OGG1,
with no evidence for PARP1 activation in mitochondrial BER
initiated by the mitochondrial form of OGG1. Similarly, it has
been shown that XRCC1 will bind to the nicked DNA after
8-oxodG base removal by OGG1 and gap tailoring by APE1
(68). Once gap tailoring is complete, the DNA is then available
for DNA synthesis mediated by Polb and ligation by the
XRCC1=LigIII heterodimer (3). These and additional BER
proteins involved in repair of oxidatively damaged DNA are
described in Table 4 (24).

Many oxidative lesions such as those repaired by OGG1 are
either replicated incorrectly by the replicative DNA poly-
merases (d and e) or are tolerated by low-fidelity DNA poly-
merases that conduct translesion DNA synthesis, as discussed
earlier. Hence, failure to repair the DNA base lesion from
oxidative damage before replication leads to a tremendous
increase in DNA mutations. For example, for the replicative
and translesion DNA polymerases, the 8-oxodG�A base pair
is preferred, giving rise to an increase in G)T substitution
mutations that arise from DNA synthesis past the lesion and
insertion of dAMP opposite the 8-oxodG lesion. Fortunately, a
second, compensatory BER pathway is initiated by the MYH
glycosylase to prevent the onset of G)T substitution muta-
tions that result from a failure to repair the 8-oxodG lesion

before DNA replication. The classic example of the GO
pathway (Fig. 3) readily diagrams and outlines the increase
in mutations that could arise when OGG1- and=or MYH-
mediated BER is absent. As shown, OGG1-mediated BER is
designed to remove the offending lesion (8-oxodG), yielding
the correct G�C base pair. MTH1 (NUTD1), a Nudix family
enzyme, can also hydrolyze the oxidized 8-oxodGTP before
incorporation into the DNA (not shown) (67). However, once
8-oxodG formation is induced or 8-oxodG is incorporated into
the genome, replication continues past the lesion to form the
mutagenic 8-oxodG�A base pair. This mismatch=lesion must
be corrected to avoid the accumulation of G)T mutations
resulting from a second round of replication (Fig. 3, right
side). The activity of MYH (also referred to as MUTYH) is
specific for adenine opposite the 8-oxodG lesion. This unique
enzyme that mediates the removal of a ‘‘normal’’ base oppo-
site a lesion functions as a monofunctional DNA glycosylase
and is discussed in the next section.

Repair initiated by monofunctional DNA glycosylases

Monofunctional DNA glycosylases initiate a classic ‘‘short-
patch’’ BER mechanism (Fig. 4) involving hydrolysis of the N-
glycosidic bond and incision at the resulting abasic site (lesion
recognition=strand scission) (3). The repair gap, containing a

FIG. 3. The GO pathway. Diagrammatic representation of
the repair and mutagenic consequences of 8-oxodG. Repair
of 8-oxodG is mediated by OGG1-initiated BER (left). If not
repaired, the replicative polymerases prefer to insert A op-
posite 8-oxodG. The incorrect A residue is repaired by MYH-
initiated BER (center). However, if not repaired before a
second round of replication (right), the 8-oxodG�A base pair
is converted to another 8-oxodG�A base pair and an A�T
base pair, inducing a G)T substitution mutation. Both the 8-
oxodG�C base pair and 8-oxodG�A base pair can be repaired
again, if needed (arrows).
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30-OH and a 50-deoxyribose-phosphate (50dRP) moiety at the
margins, is tailored by the 50-dRP lyase activity of Polb (gap
tailoring), and then Polb fills the single nucleotide gap, pre-
paring the strand for ligation by either DNA ligase I (LigI) or
a complex of DNA ligase III (LigIII) and XRCC1 (DNA
synthesis=ligation) (3). As described previously and in greater
detail later, the transient complexes formed after lesion
recognition=strand scission are mediated by XRCC1 together
with PARP1 (plus PARP2 and PARG), acting as scaffolds for
protein complex formation (3).

Of the 11 human DNA glycosylases, six are monofunc-
tional DNA glycosylases, and each participates in the repair of

oxidatively damaged DNA (Table 2). All are expressed in the
nucleus, and of these, two (UNG and MYH) are also ex-
pressed in the mitochondria (Table 2). All of the monofunc-
tional DNA glycosylases, with the exception of SMUG1, are
posttranslationally modified by phosphorylation (UNG,
TDG, MBD4, MPG, and MYH), acetylation (TDG and UNG),
and=or SUMOylation (TDG) (3, 24, 74). In some cases, most
notably TDG, PTMs drastically regulate enzymatic function
(3). Table 2 indicates the oxidatively damaged DNA lesions
repaired by the human monofunctional DNA glycosylases. A
significant overlap in substrate specificity exists for all four
‘‘uracil-specific’’ DNA glycosylases (UNG, SMUG1, TDG, and

FIG. 4. Monofunctional
DNA glycosylase–initiated
BER pathway. Repair of
adenosine when opposite
the oxidative base lesion
8-oxodG, as initiated by the
monofunctional DNA gly-
cosylase MYH. The chemis-
try of the lesion and the
repair intermediates through-
out the repair process are
shown (center), highlighting
the three essential steps for
BER: lesion recognition=
strand scission, gap tailor-
ing, and DNA synthesis=
ligation (left). The structures
on the right depict the pro-
tein complexes required for
completion of each step in
BER initiated by MYH.
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MBD4), with the exception of SMUG1. Originally identified as
a 5-hydroxymethyluracil DNA glycosylase (10), SMUG1 hy-
drolyzes lesions from both single- and double-stranded DNA.
It is interesting to speculate whether SMUG1 can remove
hmdC lesions identified in human Purkinje neurons (49) and
whether SMUG1 expression affects the accumulation of
hmdC lesions, because these readily deaminate to the SMUG1
substrate hmdU. With regard to the etheno-base adducts (see
Fig. 1), MPG has been shown to recognize and remove 1,N6-
ethenoadenine, N2,3-ethenoguanine, and 1,N2-ethenoguanine
lesions, whereas the 3,N4-ethenocytosine and 1,N2-etheno-
guanine lesions are repaired (excised) by TDG and MBD4 (32).
MPG binds to but does not excise the 3,N4-ethenocytosine
lesion (33). MYH (MUTYH) is unusual in that it recognizes the
8-oxodG�A base pair but removes the normal DNA base
adenosine (Table 2), among other lesions. Interestingly,
whereas all the DNA glycosylases discussed so far remove

cytotoxic or genome-destabilizing DNA base lesions, MYH
has the distinction of being the only glycosylase that removes
a normal DNA base, yet is also the only one definitively linked
to human disease (cancer) when defective (13), emphasizing
the critical role of MYH in removing the premutagenic base,
as shown in Fig. 3.

Although the base lesions repaired by the monofunctional
DNA glycosylases (Table 2) are all chemically different, the
chemical makeup of the repair intermediates after repair ini-
tiation by these glycosylases is the same (Fig. 4). To demon-
strate the functional, chemical, and protein interaction steps
for BER mediated by a monofunctional DNA glycosylase, we
show a detailed, step-by-step BER mechanism when MYH is
the repair-initiating enzyme. The lesion recognition=strand
scission step is initiated by MYH, recognizing the 8-oxodG�A
base pair, and lesion removal is promoted by APE1 binding to
the MYH=DNA complex. It has not been established whether

Table 2. Summary of Human Monofunctional DNA Glycosylases for Repair of Oxidatively Damaged DNA

Gene symbol Gene name Gene ID

Uniprot
accession
number

Organelle
expressed Known substratea

UNG Uracil DNA glycosylase 7374 P13051 Nucleus (UNG2)
and mitochondria
(UNG1)

ssU; U:G; U:A;
5-fluorouracil (4)

5,6-Dihydroxy-U:G (9)
and 5-OH-U:G (9, 22)

Isodialuric acid and
Alloxan (22)

SMUG1 Single-strand–selective
monofunctional
uracil-DNA
glycosylase 1

23583 Q53HV7 Nucleus ssU; U:G; U:A (4)
5-Fluorouracil:G and

5-chlorouracil:G (18)
5-Carboxyuracil:G (18)
5-(Hydroxymethyl)-U

(9, 91)
5-Formyl-U and

5-hydroxyuracil (9)
TDG Thymine DNA

glycosylase
6996 Q13569 Nucleus U:G; T:G and ethenoC:G (4)

5-Fluorouracil and
5-fluorouracil (ss) (38)

5-Hydroxymethyluracil (38)
hypoxanthine:G, 5-bromouracil

and eC:A (38)
Tg:G (96) and 5-formyl-U (9)

MBD4 Methyl-CpG binding
domain protein 4

8930 O95243 Nucleus U or T in U=TpG;
5-meCpG (4)

5-Formyluracil (9)
5-(Hydroxymethyl)-U (9)
Tg:G (96)

MPG (AAG) N-methyl DNA
glycosylase

4350 P29372 Cytoplasm
and nucleus

3-meA; 7-meA; 3-meG;
7-meG; hypoxanthine and
ethenoA; ethenoG (4)

1,N2-eG:C; U:G and
ethanoadenine and
1-methylguanine (53)

Etheno-A(ss); hypoxanthine(ss)
and ssU (53)

8-OxoG:C (Mouse) (7)
Cyanuric acid:CT>GA (9)

MUTYH
(MYH)

mutY homologue
(E. coli)

4595 Q9UIF7 Nucleus
and mitochondria

A:G; A:8-oxoG and C:A;
2-OH-A (4)

8-OxoA:G (72)

aTarget base on left in mismatches.

2498 SVILAR ET AL.



MYH also recruits XRCC1 to the lesion site, as it does for
MPG, NTH1, OGG1, and NEIL2 (1, 11). Although not yet
formally tested, the requirement for Polb in the gap tailoring
and DNA synthesis step after MYH initiation of BER is ex-
pected (80). It has also been suggested that if repair occurs at
or near broken DNA ends, then Ku can facilitate the required
50-dRP lyase activity (75).

DNA Polb appears to be unique in its ability (and structure)
for correct insertion of C opposite the 8-oxodG lesion in vitro
(48). Conversely, DNA polymerases l and Z will insert the
correct C opposite the 8-oxodG lesion when stimulated by the
auxiliary proteins RPA and PCNA (58), with preference over
Polb (57). However, a separate study suggested that only A
was inserted opposite the 8-oxodG lesion, establishing a futile
cycle of repair and synthesis until the 8-oxodG lesion is re-
moved by OGG1-initiated BER or through a long-patch
mechanism (40). Whereas Polb-mediated repair involves
insertion of a single nucleotide (Fig. 4), DNA polymerase
l–mediated repair initiated by MYH appears to prefer a long-
patch mechanism in which MYH binds to the PCNA-bound 8-
oxodG�A base pair, removes the A residue, and recruits APE1
to hydrolyze the DNA backbone, essentially as shown in Fig.
4 (with the exception of the added PCNA). However, in this
proposed long-patch model, RPA and PCNA stay bound to
the repair gap, recruiting DNA polymerase l to fill the gap
(past the lesion) and displace several bases (strand displace-
ment), requiring FEN1 (and DNA ligase) for completion of

repair (not shown). Although not yet determined, given the
similarity in repair intermediate chemistry when comparing
MYH-initiated BER and MPG-initiated BER, it is likely that
the transient complex formed at the site of the repair inter-
mediate for MYH initiated BER is similar to that of other BER
processes involving monofunctional DNA glycosylases,
such as MPG, and is likely to include PARP1, PARP2, and
PARG (86).

Repair initiated by bifunctional DNA glycosylases
with associated ß,d-elimination

Finally, we come to the recently characterized BER sub-
pathway initiated by NEIL1 and NEIL2, DNA glycosylases
with an associated b,d-elimination activity that initiates an
APE-independent repair mechanism (19, 92) (Table 3). The
currently known substrates for NEIL1 and NEIL2 also are
detailed in Table 3. Whereas NEIL1 is reported to be phos-
phorylated (74), NEIL2 is acetylated (8, 74), the latter leading
to inhibition of NEIL2 (8). Binding of NEIL2 to the lesion
recruits XRCC1 to the DNA (11). It has not yet been estab-
lished if the same process of XRCC1 recruitment is mediated
by NEIL1. In Fig. 5, we draw XRCC1 with a dotted line to
reflect that conjecture. The product of NEIL1- (and NEIL2-)
mediated base removal is a 50- and 30-phosphate on the ends of
the DNA in the single-base gap, resulting from hydrolysis of
the glycosidic bond to release the base, cleavage 30 to the

Table 3. Summary of Human Bifunctional DNA Glycosylases

(with Associated b,d-Elimination) for Repair of Oxidatively Damaged DNA

Gene symbol Gene name Gene ID

Uniprot
accession
number

Organelle
expressed Known substratea

NEIL1 Nei endonuclease
VIII-like 1 (E. coli)

79661 Q96FI4 Nucleus, cytoplasm
and mitochondria
(mouse)

TgG; 5-OH-C; 5-OH-U:AT>G (4)
Guanidinohydantoin (35)
guanidinohydantoin

(ss) (35)
Iminoallantoin (35)
Iminoallantoin (ss) (35)
Spiroiminodihydantoin (35)
Spiroiminodihydantoin (ss) (35)
5,6-Dihydro-T (9)
5,6-Dihydro-U:G=C=A>T (9)
FapyG:C (9)
8-Oxo-G:C=G>T>A (9)
FapyA:T (9)
(50R)-8,50-Cyclo-20-

deoxyadenosine (42)
(50S)-8,50-Cyclo-20-

deoxyadenosine (42)
8-Oxo-A:C (31)

NEIL2 Nei-like 2
(E. coli)

252969 Q969S2 Nucleus and
cytoplasm

5-OH-U:G>T>A; 5-OH-C (4)
5,6-Dihydro-U:G=A (9)
8-Oxo-G:C=A (9)
5,6-Dihydrothymine (9)
Guanidinohydantoin (35)
Guanidinohydantoin (ss) (35)
Iminoallantoin (35)
Iminoallantoin (ss) (35)
Spiroiminodihydantoin (ss) (35)

aTarget base on left in mismatches.
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abasic site through b-elimination and then cleavage 50 to the
abasic site through d-elimination, releasing the trans-4-
hydroxy-2,4-pentadienal (19, 92). The phosphatase PNKP is
subsequently recruited to the site to remove the 30 phosphate
in the gap, completing the gap-tailoring step and readying the
substrate for DNA synthesis by Polb and ligation by
XRCC1=LigIII (19, 92). We only speculate that PARP1,
PARP2, and PARG facilitate complex recruitment through
PAR synthesis once BER is initiated by either NEIL1 or NEIL2.

Variable Modes of BER Dependent
on the Chemistry of the Lesion or Intermediate

As we mention throughout this review, the chemical
structures of the repair intermediates will dictate the proteins
or protein complexes that are recruited for repair, triggering
slight modifications of the classic BER pathway. In some
cases, the base lesions, although a substrate for a monofunc-
tional DNA glycosylase, may also be a direct substrate for

FIG. 5. Bifunctional DNA
glycosylase (through b,d-
elimination)–initiated BER
pathway. Repair of oxidative
base damage (e.g., (50R)-8,50-
cyclo-20-deoxyadenosine) initi-
ated by the bifunctional DNA
glycosylase NEIL1. The chem-
istry of the lesion and the repair
intermediates throughout the
repair process are shown (cen-
ter), highlighting the three
essential steps for BER: lesion
recognition=strand scission, gap
tailoring, and DNA synthesis=
ligation (left). The structures on
the right depict the protein
complexes required for com-
pletion of each step in BER ini-
tiated by NEIL1.
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APE1. For example, APE1 will hydrolyze oxidized cytosines
directly, in the absence of a DNA glycosylase (3). The rest of
the pathway would be similar to that as shown in Fig. 4.

Another modification or variable to the BER pathway
is observed when the abasic site is oxidized. Oxidation of
abasic sites from the chemotherapeutic agent bleomycin or
g-radiation yields several chemically different modified abasic
lesions from damage-induced hydrogen abstraction at the C-
10, C-20, C-40, and C-50 positions on the 20-deoxyribose. The
capacity for these lesions to be repaired by the BER machinery
appears quite variable. Bleomycin-induced formation of the
oxidized abasic lesion C-4-keto-C-1-aldehyde in DNA (oxi-
dation at the C-40 position) is readily repaired by APE1 and
Polb through a subpathway similar to that shown in Fig. 4.
However, 2-deoxyribonolactone, formed by free radical
modification of the C-10 carbon of 20-deoxyribose is not ef-
fectively repaired in the same manner. The 2-deoxyribono-
lactone lesions are hydrolyzed by APE1 in a manner similar to
normal abasic sites. However, Polb, which normally removes
the 50dRP moiety after APE1-mediated hydrolysis, cannot
remove the hydrolyzed 2-deoxyribonolactone. Instead, the
result is a covalent amide linkage between Polb and the DNA,
preventing further repair (21). Similar repair difficulties have
been reported for other oxidized abasic sites. Neither the
C-50 oxidized abasic site [dioxybutane; 50-(2-phosphoryl-1,4-
dioxobutane] nor the C-20 oxidized abasic site is a substrate for
the 50-dRP lyase activity of Polb (34, 93).

Of course, any block to gap tailoring, for example, that
would preclude or inhibit Polb-mediated 50-dRP lyase activity
(or other intermediate steps in the pathway) would necessitate
strand-displacement DNA synthesis and completion of BER
via the long-patch pathway (3). For example, in cases in which
the 50dRP moiety is refractory to Polb 50-dRP lyase activity,
DNA polymerase e, d, or b, coupled with proliferating cell

nuclear antigen (PCNA) and replication factor C (RFC), syn-
thesizes the DNA to fill the gap, resulting in a displaced DNA
flap of two to 13 bases in length (3). This long-patch BER
mechanism prevents the formation of the Polb-DNA crosslink
observed during repair of the 2-deoxyribonolactone (81).
DNA synthesis and strand displacement by Polb is stimulated
by a combination of the structure-specific endonuclease FEN1
and PARP1. FEN1 then catalyzes the removal of this flap,
leaving a nick that has been transferred two to 13 nucleotides
downstream of the original damage site. DNA ligase I or a
complex of DNA ligase III and XRCC1 conducts the final,
nick-sealing, step in the pathway (3).

Mitochondrial Base Excision Repair

Mitochondrial DNA is damaged to a greater extent than
nuclear DNA after oxidative stress (95), and if the mitochon-
drial DNA is damaged and not repaired, the defective mito-
chondria can generate an increased level of ROS, precipitating
a cycle of oxidative-damage generation (59). Since the first
report of mitochondrial BER by LeDoux and colleagues in
1992 (52), considerable effort has been put forth to charac-
terize the mechanism of BER in mitochondria (51). Many of
the BER proteins that function in nuclear BER are also ex-
pressed in mitochondria (Tables 1–4). Glycosylases from each
of the three mechanistic groups are found in the mitochon-
dria, including the bifunctional glycosylases (through
b-elimination) OGG1 and NTHL1 (Table 1), the monofunc-
tional glycosylases UNG1 and MYH (Table 2), and the
bifunctional glycosylase (through b,d-elimination) NEIL1
(Table 3). A shortened form of APE1 is expressed in the mi-
tochondria, as is APE2 (Table 4). DNA ligase IIIa is expressed
in both the nucleus and the mitochondria, but not XRCC1,
whereas PARP1 is expressed in the mitochondria only in the

Table 4. Other Human BER Proteins Involved in the Repair of Oxidatively Damaged DNA

Gene symbol Gene name Gene ID
Uniprot

accession number Organelle expressed

APEX1 (APE1) APEX nuclease (Multifunctional
DNA repair enzyme) 1

328 P27695 Endoplasmic reticulum
nucleus, centrosome, and
mitochondria

APEX2 (APE2) APEX nuclease (apurinic=apyrimidinic
endonuclease) 2

27301 Q9UBZ4 Nucleus and mitochondria

APTX Aprataxin 54840 Q7Z2E3 Chromatin and nucleus
DNA2 DNA replication helicase 2

homologue (yeast)
1763 P51530 Mitochondria

FEN1 Flap structure-specific endonuclease 1 2237 P39748 Nucleus and mitochondria
LIG1 Ligase I, DNA, ATP-dependent 3978 P18858 Nucleus
LIG3 Ligase III, DNA, ATP-dependent 3980 P49916 Nucleus and mitochondria
NUDT1 NUDT1 nudix (nucleoside

diphosphate-linked
moiety X)-type motif 1

4521 P36639 Cytoplasm

PARP1 Poly (ADP-ribose) polymerase 1 142 P09874 Nucleus
PARP2 Poly (ADP-ribose) polymerase 2 10038 Q9UGN5 Nucleus
PNKP Polynucleotide kinase 30-phosphatase 11284 Q96T60 Nucleus
POLB Polymerase (DNA directed), beta 5423 P06746 Nucleus
POLG Polymerase (DNA directed), gamma 5428 P51530 Mitochondria
TDP1 Tyrosyl-DNA phosphodiesterase 1 55775 Q9NUW8 Cytoplasm
XRCC1 X-ray repair complementing

defective repair in Chinese
hamster cells 1

7515 P18887 Nucleus
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presence of mitofilin (76). Although Polb is not expressed in
mitochondria (37), the mitochondrial DNA polymerase g has
the requisite DNA polymerase activity, as well as a 50-dRP
lyase function, implicating DNA polymerase g in mitochon-
drial BER (56).

Finally, both FEN1 and DNA2 are expressed in the mito-
chondria and appear to promote long-patch BER for repair of
oxidatively damaged DNA (82, 99). This suggests that all
three subpathways (Figs. 2, 4, and 5) plus long-patch BER are
used by the BER machinery in mitochondria. However, not all
essential nuclear BER proteins are expressed in the mito-
chondria, and therefore, studies are still under way to work
out the mechanistic details for the repair of the many base
lesions found in mitochondrial DNA.

BER, Oxidative Damage, and Cancer

ROS function both as intracellular signaling molecules and
as DNA-damaging agents (63), thereby complicating our
understanding of the involvement of ROS in the onset of
human disease. At elevated exposure levels, the DNA-
damaging effects of ROS (Fig. 6) have a clear impact on
cellular function, genome stability, and human health (16). For
example, oxidative stress is recognized to play a significant
role in the onset of cardiovascular and pulmonary diseases,
such as atherosclerosis (88), and may have a role in the onset of

triplet-repeat expansion in diseases such as Huntington’s (20,
41). Over the past decade (or more), multiple examples sug-
gested oxidative stress–mediated DNA damage as a possible
environmental link to organ dysfunction, such as cataract
and the onset of diabetes (20, 41). Further, oxidative-stress
exposure either early in life or later in life is associated with
age-dependent cognitive decline and an increase in the oc-
currence of neurodegenerative diseases such as Parkinson’s,
Alzheimer’s, and familial amyotrophic lateral sclerosis (ALS)
or Lou Gehrig’s disease (41). Similarly, oxidative stress has
been associated with aging and age-related disorders as well
as diseases associated with inflammation (41).

In addition to disease states such as neurodegeneration that
likely manifest from DNA damage–induced cell death and
organ dysfunction, ROS and the associated oxidative DNA
damage can induce gene mutations and genome instability as
causative agents in the onset of cancer (41). For example,
human exposure to elevated levels of the ROS-inducing agent
arsenic is connected with an increased incidence of cancers of
the lung, skin, bladder, and liver. It is proposed that onco-
genesis from ROS exposure is through DNA damage–
induced gene mutations or genome instability or both (41).
Many of the highly prevalent oxidative DNA lesions such as
the oxidized form of guanine (8-oxodG) are highly mutagenic
(20, 30). As described earlier (see Fig. 3), BER is essential to
prevent ROS or oxidative stress–induced DNA mutations.

FIG. 6. Model depicting the generation
and consequences of ROS-mediated base
damage. Reactive oxygen species are
generated from multiple exogenous and
endogenous sources, such as ultraviolet
light, radiation, metal ions, cellular respi-
ration, imbalance of cellular antioxidant
systems, and phagocytes. ROS-generated
DNA base lesions, such as 8-oxoG and
FapyG, are subject to repair, initiated by
lesion-specific DNA glycosylases (e.g.,
NEIL1, NEIL2, MYH, MBD4, NTHL1,
OGG1, and UNG, as indicated). Recogni-
tion and repair of these lesions through the
BER pathway results in enhanced cellular
survival and genome maintenance. In-
ability to recognize or repair oxidative
lesions leads to genomic instability, mito-
chondrial dysfunction, neurodegeneration,
cancer, and aging. The consequences of
unrepaired oxidative damage can result in
a feedback loop generating additional
ROS, leading to a cycle of increasing ROS
and elevated genome instability.

2502 SVILAR ET AL.



Failure to repair these base lesions can predispose to colon
cancer, such as the colorectal adenoma phenotoype associated
with a defect in the BER gene MYH (13). The increase in cancer
incidence due to MYH mutations is certainly an extreme case,
because the observed mutations lead to inactivation of MYH
(13). However, this strongly suggests that any attenuation of
DNA glycosylase activity has the potential to lead to an in-
crease in DNA mutations and therefore an increase in cancer
incidence. As described earlier, most DNA glycosylases are
modified by PTMs, including phosphorylation, acetylation,
and SUMOylation, among others (24, 74). Because the pres-
ence or absence of these PTMs has the potential to disrupt
protein–protein interactions, to decrease protein stability, or
to modify protein function, it will be essential, in future
studies, to evaluate the in vivo functional significance of PTMs
for DNA glycosylases, as well as other BER proteins as de-
scribed earlier that are critical for repair of ROS-induced DNA
damage.

Metabolic and oncogenic stress associated with cancer re-
sults in elevated ROS production (17, 90), driving additional
genome damage and genome instability, reinforcing the re-
quirement for BER in the repair of ROS-mediated DNA
damage as a caretaker pathway in the defense against cancer
(Fig. 6). Further complicating the cellular response to ROS and
oxidative damage is the interconnection of DNA damage,
DNA repair, and NADþ metabolism. As we described re-
cently, defective or incomplete BER results in hyperactivation
of PARP1, triggering the loss of bioenergetic metabolites such
as NADþ and the onset of necrosis (86). Cell death, resulting
from necrosis, has the unfortunate side effect of triggering the
release of HMGB1 from the cell (86). Once released from the
cell, HMGB1 functions as a RAGE ligand and inflammatory
cytokine, enhancing ROS production. Whereas BER is an
important process for the removal of mutagenic DNA lesions
induced by ROS (Fig. 3), it is also clearly involved in pre-
venting cell death and cellular degeneration (necrosis), in
suppressing ROS-induced inflammation (by preventing re-
lease of HMGB1), and avoiding or eliminating lesions that can
affect mitochondrial biogenesis (via loss of NADþ). As we
describe in Fig. 6, the lesions induced by environmental and
endogenous sources (ROS) can be repaired by the BER path-
way. However, failure to repair the lesions effectively triggers
a cycle of ROS generation that affects all functions of the cell,
initiating a path to genome instability, cellular degeneration,
mitochondrial dysfunction, cancer, and aging. This then
promotes further genomic and mitochondrial DNA damage
and cellular dysfunction, perpetuating the production of ROS
and the requirement for BER-mediated lesion processing.

How the BER pathway facilitates the repair of these lesions
to prevent the onset of cellular dysfunction is essential to
understanding the connection between ROS, oxidative stress,
DNA repair, and human disease. Recent evidence suggests
that BER not only may be critical for the repair of DNA
damage that results from acute, elevated exposures of ROS
but may also be essential for the role of ROS in intracellular
signaling (73). The epigenetic modulator enzyme lysine-
specific demethylase 1 (LSD1; KDM1A) catalyzes the de-
methylation of proteins and histones, in particular, histone
H3, removing the methyl group from lysine 9 (H3K9me2).
LSD1 catalyzes this reaction, by using the cofactor FAD by an
amine oxidase–mediated demethylation reaction in which
FAD is reduced to FADH2 and then reoxidized to FAD by

oxygen with the generation of H2O2. As recently reported, the
local DNA damage resulting from LSD1-mediated demethy-
lation triggers recruitment of the BER machinery and the
onset of BER processing of local DNA damage induced by the
H2O2, initiated by OGG1, at the site of H3K9me2 demethy-
lation. Further, it is proposed that repair of the damage is
coupled to transcription initiation (73). Therefore, it is con-
ceivable that the BER machinery not only is critical for pre-
venting ROS induced genome instability, but also, BER may
be an essential component of ROS-mediated transcriptional
regulation. Hence, seemingly disparate events mediate cel-
lular function and dysfunction through a common thread, the
generation of ROS, the onset of oxidative stress, and the in-
duction of DNA damage repaired by BER.
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Abbreviations Used

5dmC¼ 5-methyl-deoxycytidine
50-dRP¼ 50-deoxyribose phosphate

8-oxodA¼ 8-oxo-7,8-dihydro-20-deoxyadenosine
8-oxodG¼ 8-oxo-7,8-dihydro-20-deoxyguanosine

8-oxo-Gua¼ 8-oxo-7,8-dihydroguanine
AP¼ apurinic=apyrimidinic

BER¼ base excision repair
DDE¼ trans,trans-2,4-decadienal
dHT¼ 5,6-dihydro-thymine

FapydA¼ 4,6-diamino-5-
formamidopyrimidine

FapydG¼ 2,6-diamino-4-hydroxy-5-
formamidopyrimidine

hmdC¼ 5-hydroxymethyl-cytosine
hmdU¼ 5-hydroxymethyl-uracil
HNE ¼ trans-4-hydroxy-2-nonenal

HR ¼ homologous recombination
IUPAC ¼ International Union of Pure

and Applied Chemistry
LPO ¼ lipid peroxidation

LSD1 ¼ lysine-specific demethylase 1
MMR ¼ mismatch DNA repair

MPP(þ) ¼ 1-methyl-4-phenylpyridinium
NER ¼ nucleotide excision repair

NHEJ ¼ nonhomologous end joining
OH5dC ¼ 5-hydroxy-20-deoxycytidine
OH5dU ¼ 5-hydroxy-20-deoxyuridine

PCNA ¼ proliferating cell nuclear antigen
PTMs ¼ posttranslational modifications

PUVA ¼ psoralen and ultraviolet A
RFC ¼ replication factor C
ROS ¼ reactive oxygen species
Th5 ¼ 5-hydroxy-5,6-dihydro-thymine
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