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Epilepsy is a common and heterogeneous neurological
disorder arising from biochemical and molecular events
that are incompletely understood. To effectively manage
epilepsies, it is important to understand the mechanisms
underlying both seizure-induced brain damage as well as
seizure initiation. Oxidative stress is emerging as a
mechanism that may play an important role in the etiology
of seizure-induced neuronal death. Conversely, epileptic
seizures are a common occurrence in mitochondrial
diseases arising from defects in oxidative phosphorylation.
This review focuses on the emerging role of oxidative
stress and mitochondrial dysfunction both as a conse-
quence and cause of epileptic seizures.
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INTRODUCTION

Epilepsies comprise of a group of clinical syndromes
affecting more than 50 million people worldwide.
Epileptic seizures are manifested as convulsive or
non-convulsive episodes characterized by synchro-
nous paroxymal discharges arising from a group of
cerebral neurons. They occur in all age groups and
may result from diverse acute or chronic underlying
conditions. These include structural abnormalities,
hypoxia, and trauma.[1,2] Epileptic seizures are a
common manifestation of both childhood diseases,
such as mitochondrial diseases,[3] as well age-related
neuronal disorders such as stroke and Alzheimer’s
disease.[4]

Neuronal damage may be an important and
detrimental effect of repeated seizures. Although
still controversial, increasing evidence suggests that
neuronal cell death may be both a cause and
consequence of epileptic seizures. The evidence
that seizures cause brain injury comes from the
demonstration that intense seizure activity associ-
ated with status epilepticus is sufficient to cause
hippocampal sclerosis in part through excessive
activation of glutamate receptors.[5–7] The idea that
neuronal death can cause epilepsy is supported by
the fact that surgical removal of a sclerotic
hippocampus dramatically improves the condition
of epilepsy patients.[8] Complicated febrile seizures
or status epilepticus in childhood is often followed
by the development of temporal lobe epilepsy later
in life, perhaps in part due to a collective loss of
neurons occurring during episodes of childhood
seizures.[9] Furthermore, seizures activate genes
encoding neurotophic factors[10] and seizures result
in structural rearrangements that could contribute to
a life-long state of hyperexcitability.[11] Since there is
evidence that seizures can set in motion molecular
events that trigger the epileptic condition, i.e.
seizures beget seizures, it is important to understand
both the biochemical abnormalities that trigger
epileptic seizures and mechanisms underlying
seizure-induced brain damage. Understanding both
mechanisms may lead to therapies that interrupt this
vicious cycle of seizures and neuronal damage.
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Oxidative stress is an imbalance that ensues
when the oxidant burden, i.e. production of
reactive oxygen species (ROS) overwhelms endo-
genous antioxidant capacity and repair. It is
thought to be a key cytotoxic mechanism in the
pathogenesis of a variety of acute and chronic
disease states. Both ROS and reactive nitrogen
species (RNS) are thought to play important roles
in diverse nervous system disorders such as stroke,
spinal cord injury, Parkinson’s Disease, Alzheimer’s
Disease, Huntington’s disease, Freidrich’s Ataxia
and Amytrophic Lateral Sclerosis.[12] However, the
role of ROS/RNS in the epilepsies remains to be
defined. Oxidative stress is of particular signifi-
cance in the nervous system, because both the
sources of reactive species and their targets are
plentiful in the brain. The brain is uniquely
sensitive to oxidative damage due to its high
aerobic metabolic demand, high polyunsaturated
fatty acid content, poor repair capacity and high
iron load.[13] The brain is particularly rich in
mitochondria, the principal source of cellular
superoxide ðO2

2 Þ; formed during respiration.[14] In
the brain, O2

2 can also arise from the autooxidation
of catecholamines and in the cytoplasm by
enzymes such as xanthine oxidase.[15] The plasma
membrane of many cell types can also produce O2

2

by the activation of enzymes such as phospholipase
A2

[16,17] and NAD(P)H oxidases.[18] Hydrogen
peroxide (H2O2) is formed wherever O2

2 is
generated by its rapid spontaneous conversion to
H2O2. The cytotoxic mechanisms by which reactive
species induce neuronal damage may involve
direct oxidative attack on cellular macromolecules
(proteins, lipids, DNA and sugars) and/or
initiation or propagation of free radical chain
reactions that ultimately lead to macromolecular
damage.

EPILEPTIC SEIZURES CAN CAUSE OXIDATIVE
STRESS

A causal role for oxidative mechanisms in seizure-
induced neuronal death is supported in part by the
following lines of evidence. (1) Experimental
seizures increase oxidation of cellular macromole-
cules (see section below). (2) Certain antioxidants
such as superoxide dismutase (SOD) mimetics,
vitamin C, spin traps and melatonin prevent
seizure-induced pathology.[19 – 24] (3) Seizure-
induced brain damage is inhibited by caloric
restriction, a paradigm known to limit free radical
formation.[25] (4) Oxidative stress is an important
participant in glutamate mediated excitotoxi-
city,[26–31] which is thought to play a critical role
in epileptic brain damage.

SEIZURE-INDUCED OXIDATIVE STRESS

Inactivation of Aconitase, a Sensitive Target of
Mitochondrial O2

2

Direct measurement of steady-state levels of reactive
species in biological systems is difficult, given that
reactive species are transient, unstable and often
localized to the compartments in which they are
formed. Proteins, lipids and DNA are sensitive
targets of ROS and oxidation of these cellular targets
offers a convenient way to detect the presence of
oxidative stress in biological systems. The presence
of a labile iron motif in the iron–sulfur (Fe–S) center
of cytosolic and mitochondrial aconitase(s) renders
them sensitive to oxidative attack by O2

2 and related
species,[32–34] allowing the measurement of aconi-
tase activity to serve as an index of steady-state O2

2

levels. Measurement of O2
2 production using the

endogenous aconitase inactivation as a surrogate
marker has several advantages in that it is highly
sensitive to inactivation by O2

2 ,[33] relatively specific
for O2

2
[35] and allows estimation of compartmenta-

lized (mitochondrial or cytosolic) O2
2 pro-

duction.[23,26] Validation of aconitase inactivation as
a marker of mitochondrial superoxide formation
comes from the demonstration that brain and heart
mitochondrial aconitase activity is drastically dim-
inished in mitochondrial manganese superoxide
dismutase (MnSOD) homozygous knockout
(Sod2 2 /2 ) mice.[37,38] Liang et al.[23] demonstrated
that kainate-induced seizures in rats selectively
inactivates mitochondrial aconitase, an index of
mitochondrial O2

2 production in the rat hippo-
campus. Maximal inactivation of mitochondrial
aconitase occurred in the vulnerable CA3 area of
the hippocampus[39] at times preceding overt
neuronal death. Kainate-induced mitochondrial
aconitase inactivation and hippocampal neuronal
loss were attenuated in transgenic mice overexpres-
sing MnSOD or in rats administered manganese (III)
tetrakis (4-benzoic acid) porphyrin (MnTBAP), a
catalytic antioxidant.[23] These findings suggest a
role for mitochondrial superoxide-induced damage
in hippocampal pathology produced by experimen-
tal seizures.

Lipid Peroxidation

The occurrence of lipid peroxidation following
seizure activity has been observed by measuring
products such as thiobarbituric acid reactive sub-
stances and F2-isoprostanes (F2-IsoPs).[21,39] F2-IsoPs
are a novel class of prostaglandin F2 (PGF2)-like
compounds, produced in vivo by a non-cyclooxygen-
ase and free-radical-catalyzed mechanism involving
the peroxidation of arachidionic acid.[40] Several
attributes render the measurement of F2-IsoPs as
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a sensitive, stable and reliable marker of free radical-
induced lipid peroxidation in vivo: (1) F2-IsoPs are
specific products of lipid peroxidation; (2) They are
detectable in normal biological fluids and increase
dramatically in models of oxidant injury; (3) They are
modulated by antioxidant status; and (4) They are
unaffected by dietary lipids.[41] Experimental sei-
zures result in a large increase in prostaglandin
derivatives[42] including prostaglandin-F2a, a pre-
cursor of F2-IsoP.[43] In adult rats, kainate-induced
seizures were found to produce a large increase in F2-
IsoP levels in the highly vulnerable CA3, but not CA1
region prior to cell damage in the CA3 area.
Interestingly, the dentate gyrus (DG), a region that
contains granule neurons which are resistant to
kainate-induced neuronal death also showed marked
increases in F2-IsoP levels.[39] This marked subre-
gion-specific increase in F2-IsoP following kainate
administration suggests that oxidative lipid damage
results from seizure activity and may play an
important role in seizure-induced death of vulner-
able neurons. The role of the F2-IsoP signal in the cell
death resistant DG area remains to be resolved.

DNA Oxidation

The presence of oxidative DNA damage following
seizure activity has been demonstrated by using the
measurement of 8-hydroxy-2-deoxyguanosine
(8-OHdG), an oxidatively modified guanine adduct
as an index of oxidative DNA damage.[23,44] The ratio
of steady-state levels 8-OHdG to 2-deoxyguanine
(2-dG) reflects oxidative DNA damage.[45,46]

Kainate administration in adult rats produced a
large increase in the ratio of oxidized/non-oxidized
bases (8-OHdG:2dG) at times preceding and
coinciding overt cell death, suggesting a potential
role for oxidative DNA damage in the sequence of
events leading to kainate-induced neuronal death.
Whereas these studies did not distinguish between
nuclear and mitochondrial DNA as the source of
increased 8-OHdG levels, the likelihood that mito-
chondrial DNA contributes to the 8-OHdG signal in
kainate treated animals is strengthened by the close
proximity of mitochondrial DNA to the major source
of O2

2 production, i.e. the electron transport chain
and the presence of several fold higher oxidized
DNA bases in mitochondrial DNA in comparison to
nuclear DNA.[47 – 49]

SOD Mutant Mice

Whereas oxidized proteins, lipids and DNA are
useful surrogate markers for detecting the presence
of oxidative stress, it is difficult to pinpoint the
identity of the primary reactive species that is
important in the oxidative insult. Transgenic/knock-
out animals of the endogenous antioxidant systems

have been useful tools to verify the identity of the
ROS that is important in the injury process. The
existence of three SODs in the cytoplasm (CuZnSOD
or SOD1),[50] mitochondria (MnSOD or SOD2),[51]

and extracellular compartment (EC-SOD or
SOD3)[52] to maintain low steady-state O2

2 levels
underscores the importance of O2

2 in physiological
and pathological processes. Kainate excitotoxicity in
the hippocampus has been studied in CuZnSOD
(SOD1),[53] MnSOD (SOD2)[23] and EC-SOD
(SOD3)[54] transgenic mice. These studies show that
overexpressing of MnSOD and, to a lesser extent, EC-
SOD, protects against kainate-induced hippocampal
damage. However, transgenic mice overexpressing
CuZnSOD (SOD1) have yielded controversial
results,[53,55] which may in part be attributed to the
superoxide reductase, oxidase or peroxidase activi-
ties of CuZnSOD. On the other hand, transgenic mice
with modest overexpression (0.5–2 fold increase in
activity) of MnSOD were protected against kainate-
induced mitochondrial aconitase inactivation and
hippocampal cell death,[23] whereas mice with
partial MnSOD deficiency showed exacerbation of
kainate-induced hippocampal damage.[56] These
studies suggest that mitochondrial O2

2 may play an
important role in seizure-induced brain damage.

The ability of EC-SOD overexpressing mice to
attenuate kainate-induced hippocampal damage,[54]

suggests that the extracellular space may be an
additional source of seizure-induced O2

2 production.
Activation of the NADPH oxidase complex residing
on activated microglial cells may be a likely source of
seizure-induced extracellular and/or cytosolic O2

2

(Fig. 1).
Although, transgenic mice overexpressing the

SODs are useful tools to verify the importance of a
given subcellular compartment as the source of
oxidative stress in a disease state, several factors can
confound the interpretation of data obtained with
these mice. First, depending on the redox environ-
ment, an overexpressed SOD may behave as super-
oxide reductase, superoxide oxidase or
peroxidase[57,58] rather than a SOD. This may be
especially significant in a subcellular compartment
where the ratio of SOD: O2

2 is very high, e.g. cytosol.
Secondly, localization of SODs to a given sub-
cellular compartment is not absolute. For example,
the cytosolic CuZnSOD has been localized to the
mitochondria of mammalian cells.[59] Finally, the
background strain of the mice may be important in
conferring resistance or sensitivity to excitotoxic cell
death.[60]

Seizure-induced Oxidative Cell Death

Together, the studies above demonstrate that intense
seizure activity produced in animal models can
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result in oxidative stress in vulnerable brain regions.
A major source of seizure-induced oxidative stress
may arise from the mitochondria (Fig. 1), adding
epilepsy to the emerging list of neuronal disorders in
which mitochondrial oxidative stress and dysfunc-
tion plays a central role. The precise source(s) of
seizure-induced O2

2 generation as well as the
oxidative mechanisms leading to seizure-induced
neuronal loss are speculated in Fig. 1 but remain
areas of future research. It may be speculated that
prolonged seizures result in sufficient O2

2 production
to overwhelm the endogenous mitochondrial anti-
oxidant defenses by a cascade of events initiated by
increased neuronal firing, excessive glutamate
release, N-methyl-D-aspartate (NMDA) receptor
activation, cytosolic and mitochondrial calcium
influx and increased ATP consumption. The
demands on cellular energy could lead to a dramatic
flux of electrons through the electron transfer chain
resulting in increased O2

2 production. The release of
cytochrome C may also be an important source of
seizure-induced O2

2 production. Excessive O2
2

produced in this manner could oxidize the [4Fe–
4S]2þ cluster of aconitase, resulting in a [3Fe–4S]þ

cluster concomitant with the release of Fe2þ and
subsequent hydroxyl radical formation by Fenton

chemistry. Hydroxyl radicals can oxidize mitochon-
drial proteins, DNA and lipids thereby amplifying
O2

2 -initiated oxidative damage.
Much work is need to examine and establish a role

for oxidative stress in human epilepsies. The
likelihood of finding a link between epilepsy and
oxidative stress is strengthened by the finding that
some patients with temporal lobe epilepsy show
mitochondrial Complex 1 deficiency, which is
the leading cause of increased O2

2 production in
patients with Parkinson’s Disease.[61]

ROLE OF NITRIC OXIDE IN EPILEPSY

The role of nitric oxide (NO) and other RNS in
seizure susceptibility and seizure-induced neuronal
death has been examined with tools that inhibit or
increase the formation of NO. However, these
studies have yielded somewhat controversial
data.[62 – 67] This is not entirely surprising given that
NO subserves both useful and harmful roles in living
systems and its formation by NO synthases is highly
compartmentalized within the cell. The precise
physiological and/or pathological roles of RNS in
seizure disorders remains to be defined.

FIGURE 1 A schematic outlining three possible sources of O2
2 production following intense seizure activity. Net O2

2 is the balance
between O2

2 production and SOD, which may be tipped in favor of O2
2 production following seizures. O2

2 and related ROS from one or
more of these three primary sources could drive the oxidation of sensitive targets (proteins, DNA and lipids) and contribute to oxidative
cell death.
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EPILEPSY AND MITOCHONDRIAL DISEASE

Thus far the role of oxidative stress as a consequence
of epileptic seizures was discussed. The section
below, briefly reviews the role of mitochondrial
dysfunction arising from mitochondrial DNA
(mtDNA) mutation/deletion as the cause of certain
epilepsies. Epileptic seizures are a common pheno-
type of inherited mitochondrial diseases. The best
characterized of these diseases is myoclonic epilepsy
with ragged red fibers (MERRF), the first epilepsy in
which a molecular defect was identified and linked
with the epilepsy syndrome.[68] The molecular defect
in MERRF arises from a single mutation of the
tRNAlys resulting in a disorder consisting of
myoclonic epilepsy and a characteristic myopathy
with ragged red fibers.[69]

Several neuronal disorders have been linked to
mutations in mitochondrial genes encoded by either
the nuclear or mitochondrial genome.[3,70] Mitochon-
drial diseases arising from mtDNA mutations can
result from rearrangements or base substitutions.
mtDNA nucleotide substitutions can be missense
mutations or tRNA mutations and include Leber’s
hereditary optic neuropathy (Complex I), MERRF
(tRNAlys), mitochondrial encephalopathy with lactic
acidosis and stroke-like episodes (MELAS;
tRNALue), Leigh’s syndrome (ATP synthase) and
neuropathy, ataxia, and retinitis pigmentosa (NARP;
ATPas 6). The mtDNA rearrangements consist of
deletions or duplications and include conditions
such as Chronic Progressive External Opthalmople-
gia (CPEO), Kearns-Sayre Syndrome (KSS) and
Pearson Syndrome (PS). Epileptic seizures are more
prevalent in mitochondrial disorders associated with
nucleotide substitutions (e.g. MERRF, MELAS,
Leigh’s syndrome and NARP) and less so with the
mtDNA rearrangement disorders (e.g. KSS and PS).
However, notable exceptions to this general rule
apply. For example, seizures are often observed in
certain disorders arising as a result of mtDNA
depletion, e.g. Alper’s Syndrome.[71] The variable
distribution of epilepsy among mitochondrial dis-
eases underscores the importance of defining the
biochemical triggers of epileptic seizures in these
disorders.

MITOCHONDRIAL DYSFUNCTION AS A
CAUSE OF EPILEPSY

The biochemical basis of epilepsy in mtDNA
disorders remains unclear. Several of the mtDNA
mutation/deletion syndromes mentioned above
result in defects in mitochondrial oxidative phos-
phorylation and therefore have a major impact on
energy production and mitochondrial function. For
example, the tRNAlys mutation in MERRF results in

defects in complex I and IV of oxidative phosphory-
lation.[69] Mitochondria have several important
functions that include cellular ATP production,
ROS formation, control of apoptotic/necrotic cell
death and fatty acid metabolism. Each of these vital
interrelated mitochondrial functions is crucial for
normal brain function and a defect in one or more of
these can be a likely cause of seizures. Mitochondrial
dysfunction can therefore have a major impact on
epilepsies associated with mtDNA disorders. How-
ever, which of these factors contributes to the
seizures associated with these syndromes remains
to be deciphered. Whereas epilepsies arising from
mtDNA mutations are rare, epilepsies arising from
pathological insults, e.g. hypoxia or trauma that can
increase oxidative stress and mitochondrial dysfunc-
tion are common. Therefore, understanding the role
of mitochondria in seizure initiation can provide
insight into the mechanisms by which both rare
mtDNA mutations and common metabolic insults
trigger epileptic seizures. The incidence of seizures
in disorders arising from nuclear DNA mutations
encoding mitochondrial proteins further highlights
the central role of mitochondrial dysfunction in the
pathogenesis of certain epilepsies.

One intriguing possibility is that mitochondrial
free radical production and resultant dysfunction
may contribute to the epileptic seizures associated
with mitochondrial diseases. Several key studies
support the idea that mitochondrial oxidative stress
and/or dysfunction can cause epileptic seizures.
First, defects in oxidative phosphorylation com-
plexes, can result in increased O2

2 production.
Secondly, seizure activity can be induced by
paradigms which can increase the mitochondrial
free radical load: e.g. increased oxygen tension, i.e.
hyperbaric hyperoxia,[72] local infusion of redox-
active iron salts[73] or mitochondrial toxins,[74] age-
related neuronal disorders, e.g. stroke[4] and brief
periods of neonatal hypoxia.[1,75] Whereas each of
these paradigms can result in increased mitochon-
drial free radical production, experimental evidence
linking mitochondrial oxidative stress with the
occurrence of seizures is lacking. Finally, synaptic
NMDA receptor activation which results in
increased O2

2 production is a necessary component
of seizures. Proof that the overproduction of
mitochondrial O2

2 results in seizure activity comes
from studies using Sod2 2 /2 mice. Sod2 2 /2
mice have severe mitochondrial disease and beha-
vioral manifestations including seizures.[37] Hetero-
zygous knockout mice for Sod2 þ /2 have 50%
brain MnSOD activity, appear biochemically and
phenotypically normal at birth but develop spon-
taneous and environmental seizures as they age.[76]

The seizure incidence and severity in the Sod2 þ /2
mice correlated with mitochondrial aconitase inacti-
vation and advancing age.
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Depletion of ATP may be an important factor
contributing to seizure activity associated with
mitochondrial dysfunction due in part to the
dependence of neurotransmitter and ion uptake
systems on ATP. However, ATP depletion alone
cannot account for epilepsy, since seizure incidence
in KSS is low despite ATP depletion. Given the
diverse clinical features of mitochondrial diseases, it
is difficult to pinpoint the precise biochemical and
molecular events that can explain the frequent
incidence of epileptic seizures in many, but not all
mtDNA diseases. The type and levels of mutant
mtDNA, localization of the mutant mtDNA within
seizure-prone neuronal populations and the pre-
sence of vascular involvement are some of the factors
that may contribute to the epileptic phenotype.
These factors together with the extent of mitochon-
drial dysfunction may ultimately trigger the seizures
associated with many mitochondrial diseases. A
useful approach to understanding the basis of
epilepsy in mitochondrial diseases is the develop-
ment of mouse models in which mitochondrial
dysfunction arises from mtDNA mutations/dele-
tions or nuclear DNA mutations. For example, brain
specific inactivation of the nuclear mitochondrial
transcription factor A gene, which encodes a protein
necessary for the transcription and replication of
mtDNA results in mice with mitochondrial late-
onset neurodegeneration. These mice show severe
deficiency in electron transport chain function,
massive neurodegeneration in hippocampal and
neocortical areas and increased susceptibility to
kainate-induced brain damage.[77]

CONCLUSION

Oxidative stress and mitochondrial dysfunction
occur as a consequence of prolonged epileptic
seizures and may play an important role in seizure-
induced brain damage. Mitochondrial dysfunction
may be an important biochemical trigger of epileptic
seizures arising from mtDNA or nuclear DNA
mutations. Understanding the role of oxidative
stress and mitochondrial dysfunction as causes
and/or consequence of seizures may suggest novel
therapeutic approaches for the treatment of mito-
chondrial epilepsies and shed light on the mecha-
nisms by which common metabolic insults result in
epilepsy. The remarkable progress made in two
independent fields of research, i.e. free radical
biology and mtDNA diseases is poised to shed
light on the field of epilepsy.

Acknowledgements

The author thanks the generous support from
Epilepsy Foundation of America, Parents Against

Childhood Epilepsy (P.A.C.E.), NINDS
(RO1NS39587), and Partnership for Pediatric Epi-
lepsy Research which includes the American
Epilepsy Society, the Epilepsy Foundation, Anna
and Jim Fantaci, Fight Against Childhood Epilepsy
and Seizures (f.a.c.e.s.), Neurotherapy Ventures
Charitable Research Fund, and P.A.C.E.

References

[1] Jensen, F.E., Applegate, C.D., Holtzman, D., Belin, T.R. and
Burchfiel, J.L. (1991) “Epileptogenic effect of hypoxia in the
immature rodent brain”, Ann. Neurol. 29, 629–637.

[2] Guerrini, R., Andermann, E., Avoli, M. and Dobyns, W.B.
(1999) “Cortical Dysplasias, Genetics, and Epileptogenesis”,
In: Delgado-Escueta, A.V., Wilson, W.A., Olsen, R.W. and
Porter, R.J., eds, Jasper’s Basic Mechanisms of the Epilepsies
(Lippincott Williams&Wilkins, Philadelphia, MA),
pp. 95–121.

[3] DiMauro, S., Kulikova, R., Tanji, K., Bonilla, E. and Hirano, M.
(1999) “Mitochondrial genes for generalized epilepsies”,
In: Delgado-Escueta, A.V., Wilson, W.A., Olsen, R.W. and
Porter, R.J., eds, Jasper’s Basic Mechanisms of the Epilepsies
(Lippincott Williams&Wilkins, Philadelphia, MA),
pp. 411–419.

[4] Waterhouse, E.J. and DeLorenzo, R.J. (2001) “Status epilepti-
cus in older patients. Epidemiology and Treatment Options”,
Drugs Aging 18, 133–142.

[5] Slovitor, R.S. and Dempster, D.W. (1985) ““Epileptic” brain
damage is replicated qualitatively in the rat hippocampus by
central injection of glutamate or aspartate but not by gaba or
acetylcholine”, Brain Res. Bull. 15, 39–60.

[6] Slovitor, R.S. (1983) “Epileptic” brain damage in rats induced
by sustained electrical stimulation of the perforant path.
I. Acute electrophysiological and light microscopic studies”,
Brain Res. Bull. 10, 675–697.

[7] Olney, J.W. (1986) “Inciting excitotoxic cytocide among
central neurons”, In: Schwarcz, R. and Ben-Ari, Y., eds,
Advances in Experimental Medicine and Biology (Plenum
Press, New York), pp. 632–645.

[8] Bruton, C.J. (1988) The Neuropathology of Temporal Lobe
Epilepsy (Oxford University Press, New York).

[9] Sagar, H.J. and Oxbury, J.M. (1987) “Hippocampal neuron
loss in temporal lobe epilepsy: correlation with early
childhood convulsions”, Ann. Neurol. 22, 334–340.

[10] Gall, C.M. (1993) “Seizure-induced changes in neurotrophin
expression: implications for epilepsy”, Exp. Neurol. 124,
150–166.

[11] Sutula, T.P. (1993) “Sprouting as an underlying cause of
hyperexcitability in experimental models and in the human
epileptic temporal lobe”, In: Schwartzkroin, P.A., ed,
Epilepsy; Models, Mechanism, and Concepts (Cambridge
University Press, New York), pp 304–322.

[12] Beal, M.F. (1998) “Mitochondrial dysfunction in neuro-
degenerative diseases”, Biochim. Biophys. Acta 1366, 211–223.

[13] Halliwell, B. (1992) “Reactive oxygen species and the central
nervous system”, J. Neurochem. 59, 1609–1623.

[14] Turrens, J.F., Freeman, B.A., Levitt, J.G. and Crapo, J.D. (1982)
“The effect of hyperoxia on superoxide production by lung
submitochondrial particles”, Arch. Biochem. Biophys. 217,
401–410.

[15] Fridovich, I. (1970) “Quantitative aspects of the production of
superoxide anion radical by milk xanthine oxidase”, J. Biol.
Chem. 245, 4053–4057.

[16] Robinson, B.S., Hii, C.S. and Ferrante, A. (1998) “Activation of
phospholipase A2 in human neutrophils by polyunsaturated
fatty acids and its role in stimulation of superoxide
production”, Biochem. J. 336, 611–617.

[17] Tithof, P.K., Peters-Golden, M. and Ganey, P.E. (1998)
“Distinct phospholipases A2 regulate the release of arachi-
donic acid for eicosanoid production and superoxide anion
generation in neutrophils”, J. Immunol. 160, 953–960.

M.N. PATEL1144

Fr
ee

 R
ad

ic
 R

es
 D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
L

ib
ra

ry
 o

f 
H

ea
lth

 S
ci

-U
ni

v 
of

 I
l o

n 
11

/2
5/

11
Fo

r 
pe

rs
on

al
 u

se
 o

nl
y.



[18] Rosen, G.M. and Freeman, B.A. (1984) “Detection of super-
oxide generated by endothelial cells”, Proc. Natl Acad. Sci.
USA 81, 7269–7273.

[19] MacGregor, D.G., Higgins, M.J., Jones, P.A., Maxwell, W.L.,
Watson, M.W., Graham, D.I. and Stone, T.W. (1996)
“Acsorbate attenuates the systemic kainate-induced
neurotoxicity in the rat hippocampus”, Brain Res. 727,
133–144.

[20] Sun, A.Y., Cheng, Y., Bu, Q. and Oldfield, F. (1992) “The
biochemical mechanisms of the excitotoxicity of kainic
acid. Free radical formation”, Mol. Chem. Neuropathol. 17,
51–63.

[21] Bruce, A.J. and Baudry, M. (1995) “Oxygen free radicals in rat
limbic structures after kainate-induced seizures”, Free Radic.
Biol. Med. 18, 993–1002.

[22] Tan, D., Manchester, L.C., Reiter, R.J., Qi, W., Kim, S.J. and
El-Sokkary, G.H. (1998) “Melatonin protects hippocampal
neurons in vivo against kainic acid-induced damage in mice”,
J. Neurosci. Res. 54, 382–389.

[23] Liang, L.P., Ho, Y.S. and Patel, M. (2000) “Mitochondrial
superoxide production in kainate-induced hippocampal
damage”, Neuroscience 101, 563–570.

[24] Rong, Y., Doctrow, S.R., Tocco, G. and Baudry, M. (1999) “Euk-
134, a synthetic superoxide dismutase and catalase mimetic,
prevents oxidative stress and attenuates kainate-induced
neuropathology”, Proc. Natl Acad. Sci. USA 96, 9897–9902.

[25] Bruce-Keller, A.J., Umberger, G., McFall, R. and Mattson, M.P.
(1999) “Food restriction reduces brain damage and improves
behavioral outcome following excitotoxic and metabolic
insults”, Ann. Neurol. 45, 8–15.

[26] Bindokas, V.P., Jordan, J., Lee, C.C. and Miller, R.J. (1996)
“Superoxide production in rat hippocampal neurons:
selective imaging with hydroethidine”, J. Neurosci.: Official
J. Soc. Neurosci. 16, 1324–1336.

[27] Coyle, J.T. and Puttfarcken, P. (1993) “Oxidative stress,
glutamate, and neurodegenerative disorders”, Science 262,
689–695.

[28] Dugan, L.L., Sensi, S.L., Canzoneiro, L.M.T., Handran, S.D.,
Rothman, S.M., Lin, T.-S., Goldberg, M.P. and Choi, D.W.
(1995) “Mitochondrial production of reactive oxygen
species in cortical neurons following exposure to N-Methyl-
D-aspartate”, J. Neurosci.: Official J. Soc. Neurosci. 15,
6377–6388.

[29] Dykens, J.A., Stern, A. and Trenkner, E. (1987) “Mechanism of
kainate toxicity to cerebellar neurons in vitro is analogous to
reperfusion tissue injury”, J. Neurochem. 49, 1222–1228.

[30] Lafon-Cazal, M., Pietri, S., Culcasi, M. and Bockaert, J. (1993)
“Nmda-dependent superoxide production and neurotoxi-
city”, Nature 364, 535–537.

[31] Patel, M., Day, B.J., Crapo, J.D., Fridovich, I. and McNamara,
J.O. (1996) “Requirement for superoxide in excitotoxic cell
death”, Neuron 16, 345–355.

[32] Flint, D.H., Tuminello, J.F. and Emptage, M.H. (1993) “The
inactivation of Fe–S cluster containing hydrolyases by
superoxide”, J. Biol. Chem. 268, 22369–22376.

[33] Gardner, P.R. and Fridovich, I. (1992) “Inactivation-reactiva-
tion of aconitase in Escherichia coli a sensitive measure of
superoxide radical”, J. Biol. Chem. 267, 8757–8763.

[34] Gardner, P.R., Raineri, I., Epstein, L.B. and White, C.W. (1995)
“Superoxide radical and iron modulate aconitase activity in
mammalian cells”, J. Biol. Chem. 270, 13399–13405.

[35] Gardner, P.R. (1997) “Superoxide-driven aconitase Fe–S
center cycling”, Biosci. Res. 17, 33–42.

[36] Li, Q.Y., Pedersen, C., Day, B.J. and Patel, M. (2001)
“Dependence of excitotoxic neurodegeneration on mitochon-
drial aconitase inactivation”, J. Neurochem. 78, 746–755.

[37] Melov, S., Coskun, P., Patel, M., Tuinstra, R., Cottrell, B., Jun,
B., Huang, T., Dizdaroglu, M., Epstein, C.J., Miziorko, H.,
Goodman, S. and Wallace, D.C. (1999) “Mitochondrial disease
in superoxide dismutase 2 mutant mice”, Proc. Natl Acad. Sci.
USA 96, 845–851.

[38] Melov, S., Doctrow, S.R., Schneider, J.A., Haberson, J., Patel,
M., Coskun, P.E., Huffman, K., Wallace, D.C. and Malfroy, B.
(2001) “Lifespan extension and rescue of spongiform
encephalopathy in superoxide dismutase 2 nullizygous
mice treated with superoxide dismutase-catalase mimetics”,
J. Neurosci.: Official J. Soc. Neurosci. 21, 8348–8353.

[39] Patel, M., Liang, L.P. and Roberts, L.J. (2001) “Enhanced
hippocampal F2-isoprostane formation following kainate-
induced seizures”, J. Neurochem. 79, 1065–1070.

[40] Morrow, J.D., Hill, K.E., Burk, R.F., Nammour, T.M., Badr, K.F.
and Roberts, L.J. (1990) “A Series of prostaglandin F2-like
compound are produced in vivo in humans by a non-
cyclooxygenase, free radical-catalyzed mechanism”, Proc.
Natl Acad. Sci. USA 87, 9383–9387.

[41] Robers, L.J. and Morrow, J.D. (2000) “Measurement of F(2)-
isoprostances as an index of oxidative stress in vivo”, Free
Radic. Biol. Med. 28, 505–513.

[42] Bazan, N.G., Birkle, D.L., Tang, W. and Reddy, T.S. (1986)
“The accumulation of free arachidonic acid, diacylglycerols,
prostaglandins, and lipoxygenase reaction products in the
brain during experimental epilepsy”, Adv. Neurol. 44,
879–902.

[43] Baran, H., Heldt, R. and Hertting, G. (1987) “Increased
prostaglandin formation in rat brain following systemic
application of kainic acid”, Brain Res. 404, 107–112.

[44] Lan, J., Henshall, D.C., Simon, R.P. and Chen, J. (2000)
“Formation of base modification 8-hydroxyl-20-deoxyguano-
sine and DNA fragmentation following seizures induced
by systemic kainic acid in the rat”, J. Neurochem. 74, 302–309.

[45] Marnett, L.J. and Burcham, P.C. (1993) “Enodgenous DNA
adducts: potential and paradox”, Chem. Res. Toxicol. 6,
771–785.

[46] Shigenaga, M.K., Park, J.W., Cundy, K.C., Gimeno, C.J. and
Ames, B.N. (1990) “In vivo DNA damage: measurement of 8-
hydroxy-20deoxyguanosine in DNA and urine by high-
performance liquid chromatography with electrochemical
detection”, Meth. Enzymol. 186, 521–530.

[47] Giulivi, C., Boveris, A. and Cadenas, E. (1995) “Hydroxyl
radical generation during mitochondrial electron transfer and
formation of 8-hydroxydeoxyguanosine in mitochondrial
DNA”, Arch. Biochem. Biophys. 316, 909–916.

[48] Mecocci, P., MacGarvey, U., Kaufman, A.E., Koontz, D.,
Shoffner, J.M., Wallace, D.C. and Beal, M.F. (1993) “Oxidative
damage to mitochondrial DNA shows marked age-depen-
dent increases in human brain”, Ann. Neurol. 34, 609–616.

[49] Richter, C. (1995) “Oxidative damage to mitochondrial DNA
and its relationship to ageing”, Int. J. Biochem. Cell Biol. 27,
647–653.

[50] McCord, J.M. and Fridovich, I. (1969) “Sod: an enzymatic
function for erythrocuprein chemocuprein”, J. Biol. Chem. 244,
6049–6055.

[51] Weisiger, R.A. and Fridovich, I. (1973) “Superoxide dismutase
organelle specificity”, J. Biol. Chem. 248, 3582–3592.

[52] Marklund, S.L. (1984) “Extra-cellular superoxide dismutase
in human tissues and human cell lines”, J. Clin. Investig. 74,
1398–1403.

[53] Kondo, T., Sharp, F.R., Honkaniemi, J., Mikawa, S., Epstein,
C.J. and Chan, P.H. (1997) “DNA fragmentation and
prolonged expression of C-Fos, C-Jun, and Hsp70 in kainic
acid-induced neuronal cell death in transgenic mice over-
expressing human Cuzn-superoxide dismutase”, J. Cerebral
Blood Flow Metabol.: Official J. Int. Soc. Cerebral Blood Flow
Metabol. 17, 241–256.

[54] Liang, L.P., Chang, L., Crapo, J.M. and Patel, M. (2001)
“Modulation of excitotoxic injury in extra cellular super oxide
dismutase mutant mice”, Free Radic. Biol. Med. 31, S133.

[55] Hirata, H. and Cadet, J.L. (1997) “Kainate-induced hippo-
campal DNA damage is attenuated in superoxide dismutase
transgenic mice”, Brain Res. Mol. Brain Res. 48, 145–148.

[56] Patel, M. and Liang, L.P. (2001) “Exacerbation of kainite-
induced excitotoxicity in Sod2 deficient mice”, Soc. Neurosci.
27.

[57] Hodgson, E.K. and Fridovich, I. (1975) “The interaction of
bovine erythrocyte superoxide dismutase with hydrogen
peroxide: chemiluminescence and peroxidation”, Biochemis-
try 14, 5299–5303.

[58] Liochev, S.I. and Fridovich, I. (2000) “Copper- and Zinc-
containing superoxide dismutase can act as a superoxide
reductase and a superoxide oxidase”, J. Biol. Chem. 275,
38482–38485.

[59] Okado-Matsumoto, A. and Fridovich, I. (2001) “Subcellular
distribution of superoxide dismutases (Sod) in rat liver:
Cu,Zn-Sod in mitochondria”, J. Biol. Chem. 276, 38388–38393.

OXIDATIVE STRESS AND EPILEPSY 1145

Fr
ee

 R
ad

ic
 R

es
 D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
L

ib
ra

ry
 o

f 
H

ea
lth

 S
ci

-U
ni

v 
of

 I
l o

n 
11

/2
5/

11
Fo

r 
pe

rs
on

al
 u

se
 o

nl
y.



[60] Schauwecker, P.E. and Steward, O. (1997) “Genetic determi-
nants of susceptibility to excitotoxic cell death: implications
for gene targeting approaches”, Proc. Natl Acad. Sci. USA 94,
4103–4108.

[61] Kunz, W.S., Kudin, A.P., Vielhaber, S., Blumcke, I., Zuschratter,
W., Schramm, J., Beck, H. and Elger, C.E. (2000) “Mitochon-
drial complex I deficiency in the epileptic focus of patients
with temporal lobe epilepsy”, Ann. Neurol. 48, 766–773.

[62] Gulec, G. and Noyan, B. (2001) “Do recurrent febrile
convulsions decrease the threshold for pilocarpine-induced
seizures? Effects of nitric oxide”, Brain Res. Develop. Brain Res.
126, 223–228.

[63] Borowicz, K.K., Luszczki, J., Kleinrok, Z. and Czuczwar, S.J.
(2000) “7-nitroindazole, a nitric oxide synthase inhibitor,
enhances the anticonvulsive action of ethosuximide and
clonazepam against pentylenetetrazol-induced convulsions”,
J. Neural Transmission 107, 1117–1126, Vienna, Austria: 1996.

[64] Noyan, B. and Gulec, G. (2000) “Effects of L-arginine on
prevention and treatment of lithium-pilocarpine-induced
status epilepticus”, Physiol. Res./Acad. Sci. Bohemoslovaca 49,
379–385.

[65] de Vasconcelos, A.P., Gizard, F., Marescaux, C. and Nehlig, A.
(2000) “Role of nitric oxide in pentylenetetrazol-induced
seizures: age-dependent effects in the immature rat”, Epilepsia
41, 363–371.

[66] Han, D., Yamada, K., Senzaki, K., Xiong, H., Nawa, H. and
Nabeshima, T. (2000) “Involvement of nitric oxide in
pentylenetetrazole-induced kindling in rats”, J. Neurochem.
74, 792–798.

[67] Mulsch, A., Busse, R., Mordvintcev, P.I., Vanin, A.F., Nielsen,
E.O., Scheel-Kruger, J. and Olesen, S.P. (1994) “Nitric oxide
promotes seizure activity in kainate-treated rats”, Neuroreport
5, 2325–2328.

[68] Wallace, D.C., Zheng, X., Lott, M.T., Shoffner, J.M., Hodge,
J.A., Kelley, R.I., Epstein, C.M. and Hopkins, L.C. (1988)
“Familial mitochondrial encephalomyopathy (Merrf):
genetic, pathophysiological and biochemical characterization
of a mitochondrial DNA disease”, Cell 55, 601–610.

[69] Shoffner, J.M., Lott, M.T., Lezza, A.M.S., Seibel, P., Ballinger,
S.W. and Wallace, D.C. (1990) “Myoclonic epilepsy and red-
regged fiber disease (Merrf) is associated with a mitochon-
drial DNA Trna(Lys) mutation”, Cell 61, 931–937.

[70] Cock, H. and Schapira, A.H.V. (1999) “Mitochondrial DNA
mutations and mitochondrial dysfucntion in epilepsy”,
Epilepsia 40, 33–40.

[71] Naviaux, R.K., Nyhan, W.L., Barshop, B.A., Poulton, J.,
Markusic, D., Karpinski, N.C. and Haas, R.H. (1999)
“Mitochondrial DNA polymerase gamma deficiency and
Mtdna depletion in a child with Alpers’ syndrome”, Ann.
Neurol. 45, 54–58.

[72] Balentine, J.D. (1977) “Experimental pathology of oxygen
toxicity”, In: Jobsis, F.F., ed, Oxygen and Physiological
Function (Professional Information Library, Dallas),
pp. 311–378.

[73] Willmore, L.J., Sypert, G.W., Munson, J.B. and Hurd, R.W.
(1978) “Chronic focal epileptiform discharges induced
by injection of iron into rat and cat cortex”, Science 200,
1501–1503.

[74] Zuchora, B., Turski, W.A., Wielosz, M. and Urbanska, E.M.
(2001) “Protective effect of adenosine receptor agonists in a
new model of epilepsy—seizures evoked by mitochondrial
toxin, 3-nitropropionic acid, in mice”, Neurosci. Lett. 305,
91–94.

[75] Jensen, F.E., Holmes, G.L., Lombroso, C.T., Blume, H.K. and
Firkusny, I.R. (1992) “Age-dependent changes in long-term
seizure susceptibility and behavior after hypoxia in rats”,
Epilepsia 33, 971–980.

[76] Patel, M.N., Day, B.J., Wallace, D.C. and Liang, L.P. (2001)
“Sod2-deficient mice exhibit spontaneous age-related sei-
zures and increased susceptibility to kainate-induced oxdiate
damage and apoptosis”, Epilepsia 42, 227.

[77] Sorensen, L., Ekstrand, M., Silva, J.P., Lindqvist, E., Xu, B.,
Rustin, P., Olson, L. and Larsson, N.G. (2001) “Late-onset
corticohippocampal neurodepletion attributable to cata-
strophic failure of oxidative phosphorylation in milon
mice”, J. Neurosci.: Official J. Soc. Neurosci. 21, 8082–8090.

M.N. PATEL1146

Fr
ee

 R
ad

ic
 R

es
 D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
L

ib
ra

ry
 o

f 
H

ea
lth

 S
ci

-U
ni

v 
of

 I
l o

n 
11

/2
5/

11
Fo

r 
pe

rs
on

al
 u

se
 o

nl
y.


