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Abstract:

Although neuroprotection is effective only against certain aspects of a complex cascade of pathological events during the
development and course of epilepsy, it might be a promising option in the treatment of this disease. Some new data on the
pathophysiology of epilepsy raised some hopes that the epileptogenesis process can be prevented. A question arises whether it is
possible to make the epilepsy develop in a milder, easier to treat and non-progressive way without cognitive decline and
drug-resistance. Moreover, once the epilepsy has already been triggered, there is as yet no conclusive evidence that the harmful
effects of seizures on the brain can be reduced. So a great deal of further evaluation of antiepileptic drugs (AEDs) is required. Many
similarities exist between cerebral ischemia and epilepsy regarding brain-damaging and autoprotective mechanisms that are
activated following the injurious insult. Therefore, drugs that are effective in minimizing seizure-induced brain damage may also be
useful in minimizing ischemic injury. Most AEDs have been tested in animal models of focal or global ischemia and some were
already tested in humans for a possible neuroprotective effect. The existing data are rather scanty and insufficient but it appears that
only drugs that have multiple mechanisms of action have some potential in conferring a degree of neuroprotection that could be
clinically applicable to stroke patients. In this review, we focus on evidence of neuroprotective properties of novel and potential AEDs,
based on animal experimental models of neurodegeneration. In conclusion, some of the newer AEDs show promise as possible
neuroprotectants in epilepsy and acute ischemia but more studies are needed before clinical trials in humans could be undertaken.
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Abbreviations: AEDs – antiepileptic drugs, BIC – bicuculline,
CLO – clonazepam, CBZ – carbamazepine, b.i.t; t.i.d.; q.i.t. –
two, three, four times daily, DZP – diazepam, ESM – etosuxi-
mide, FBM – felbamate, GBP – gabapentin, ip – intraperito-
neal, MES – maximal electroschock, LTG – lamotrigine, LEV –
levetiracetam, LSG – losigamone, OGD model – oxygen/glucose
deprivation model, OXC – oxcarbazepine, PHT – phenytoin, PTZ
– pentetrazole, PTX – picrotoxin, RCM – remacemide, SE –
status epilepticus, TGB – tiagabine, TLP – talampanel, TPM –
topiramate, VPA – valproate, VGB – vigabatrin, ZNS –
zonisamide.

Introduction

Resistance to currently used pharmacological treat-
ment of epilepsy is evident in about 30% of patients
[20]. Consequently, it is necessary to find alternative
strategies and possibilities to interfere with the basic
processes determining the development of epilepsies
or to promote compensatory processes that repair
these dysfunctions.
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The increasing knowledge about the basic neuronal
changes underlying epilepsy facilitates the analysis of
the potential role of neuroprotective agents in epilep-
togenesis. In epilepsy, the most frequent combination
is the concomitant presence of damage and overexci-
tation. Halasz et al. [35] have shown that after pri-
mary damage, an increase in excitability may develop in
post-traumatic epilepsy. Alternatively, the outburst of
epileptic excitability may cause neuronal damage as in
the case of cell loss after status epilepticus (SE) or cyto-
toxic damage from extensive glutamatergic stimulation.

According to Pitkanen et al. [74] in the case of be-
nign and easy-to-treat epilepsy without cognitive de-
cline, disease modification may be clinically benefi-
cial, which may result in, for example, less severe
memory impairment.

The degree to which excitotoxic neuronal damage
occurs during SE is dependent on the presence and
duration of electrographic seizure activity. Therefore,
the most effective way to minimize neuronal damage
is to stop seizures as soon as possible after their onset.
A large proportion of SE-induced neuronal death is
necrotic, but a small proportion of cells appears to die
by programmed caspase-mediated mechanisms. How-
ever, activation of ionotropic glutamate receptors has
been thought to play an integral role in the patho-
physiology of SE-induced neuronal damage. There-
fore, as Fisher et al. [27] have shown, glutamate an-
tagonists would be expected to be effective in reduc-
ing the initiation and propagation of seizure-induced
excitotoxity and its associated neuropathology.

Neuronal death can be due to the initial epilepto-
genic brain-damaging trauma, progression of patho-
logical processes or recurrent seizures. Such damage
can cause both neurotic and apoptotic cell death. Klit-
gaard et al. [47] have indicated that convulsions, typi-
cally lasting less than two minutes, can induce apop-
tosis. Neurons are susceptible to death under circum-
stances associated with seizures.

Apart from mechanisms of action of antiepileptic
drugs (AEDs), the main themes of this review include
animal models used for studying seizure protection by
AEDs, proven or potential neuroprotective activity and
multicenter trials on epileptic patients. Despite differ-
ences between mechanisms of action of AEDs and sei-
zure types, AEDs seem to be promising in terms of
neuroprotection. Although animal data cannot be al-
ways extrapolated to humans, there is a hope that
AEDs are potential neuroprotectants not only in sei-
zures, but also in other neurodegenerative conditions.

Felbamate

Mechanisms of action

Felbamate (FBM) is a novel antiepileptic drug with
a broad anticonvulsant profile [for review see: 88].
Several mechanisms of its antiseizure effect have
been identified. FBM inhibits voltage-sensitive so-
dium channels (by prolonging their inactivation) and
blocks voltage-sensitive calcium channels (by reduc-
tion of calcium influx). FBM potentiates GABA-
mediated events and acts on NMDA glutamate recep-
tor, reducing glutamate-mediated excitation. FBM is
a weak inducer of the cytochrome P450 (CYP) isoen-
zyme 3A4, whereas it inhibits CYP2C19 [89]. Also,
FBM enhances GABA-mediated events through
a barbiturate-like modulatory effect on the GABAA
receptor [18].

Activity profile in seizure models

In animal models, FBM presents wide spectrum of
anticonvulsant activity. It has been proven that FBM
is effective against maximal electroshock-induced
seizures (MES) in mice [11] and against seizures in-
duced by glutamate agonists, NMDA and quisqualic
acid [88]. Trojnar et al. [88] have indicated that FBM
is also active against amygdala-kindled seizures in
rats and a recent study conducted on the same epi-
lepsy model showed that the combination of FBM and
carbamazepine (CBZ) resulted in a decrease in sei-
zure severity [10]. Synergistic interactions at some
drug ratios have been shown for the combinations of
all major conventional AEDs with FBM [20]. At or
below therapeutic concentrations FBM has no effect
on glycine site-mediated currents, while at suprathera-
peutic concentrations it produces moderate reversible
inhibition [44].

Neuroprotective activity

There is a broad evidence of neuroprotective proper-
ties of FBM, which were observed in several ischemic
models both in immature and mature brain [51, 73]. It
was shown [51] to reduce cell mortality in both in vitro

and in vivo models of global ischemia. Trojnar et al.
[88] have stated that FBM provided neuroprotection
against hypoxia in the rat hippocampal slices and
from hypoxia induced by an interaction with glycine
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[76]. Moreover, the drug has been proven to provide
neuroprotection against CA1 traumatic neuronal in-
jury at FMB serum concentrations similar to those re-
ported in FBM monotherapy for seizures [28]. FBM
given after a hypoxic-ischemic insult involving bilat-
eral carotid ligations in rat pups, has been found to be
effective in reducing cerebral infarction and to be ex-
tremely effective in preventing delayed neuronal ne-
crosis [7, 73]. In a gerbil model of global ischemia,
FBM given post hoc was remarkably effective in pre-
venting delayed apoptosis secondary to global ische-
mia but at doses higher than those used for anticon-
vulsant treatment [52]. Also, FBM significantly pro-
tected cells in hippocampal slice cultures from death
induced by oxygen/glucose deprivation (OGD) [68].

Human studies

Trojnar et al. [88] have shown that the spectrum of
FBM activity has been confirmed clinically. There are
some reports of psychosis and other behavioral distur-
bances after FBM and the serious adverse effects like
hepatotoxity and aplastic anemia [5]. Despite this
fact, FBM is recommended by FDA [10]. Although
some experimental data have shown the efficacy of
combined therapy, recent clinical publications suggest
that using the newer antiepileptic agents, also FBM, in
monotherapy, even as an initial therapy would appear
to be an appropriate clinical decision [34].

Gabapentin

Mechanisms of action

Gabapentin (GBP) is structurally related to GABA.
GBP has been shown to increase GABA content in
neuronal tissues and to bind to the alpha2� subunit of
calcium channels [7].

Activity profile in seizure models

According to Trojnar et al. [88], GBP is moderately
effective in antagonizing tonic convulsions induced
by pantetrazole (PTZ) and sound-induced seizures in
DBA/2 mice. GBP reduced the generalized seizures in
amygdala-kindled rats and attenuated afterdischarge
duration of amygdala-kindled seizures. The isobolo-

graphic analysis has revealed that combinations of
GBP with other AEDs generally result in synergistic
(supraadditive) interactions [12].

Neuroprotective activity

Pitkanen [73] has indicated that GBP reduced hippo-
campal damage after kainate-induced SE when treat-
ment was started approximately 24 h after induction
of SE and continued for approximately 1 month.

In one of the previous experimental works, val-
proate (VPA) or GBP, at the highest concentrations
used (10 mM and 300 µM, respectively), did not res-
cue cells from death induced by OGD in the slice cul-
tures. The anticonvulsant action of these drugs has
been ascribed to their effects on GABAergic inhibi-
tion, Na+ and Ca2+ channels, and the absence of an ef-
fect in the OGD model was, therefore, a surprise [76].
According to Trojnar et al. [88], GBP was proven to
be effective in an in vitro ischemia test.

Human studies

GBP was found to be appropriate for adjunctive treat-
ment of refractory partial seizures in adults [30], ef-
fective for the treatment of mixed seizure disorders
and for the treatment of refractory partial seizures in
children [31]. Evidence for the effectiveness of GBP
in newly-diagnosed patients with other generalized
epilepsy syndromes is lacking [30]. GBP monother-
apy was as effective as lamotrigine (LTG) in terms of
seizure control and tolerability. Overall, 69.6% of pa-
tients in the GBP group and 66.2% of patients in the
LTG group completed the study, and 76% of patients
in both groups were seizure-free within 12 weeks of
treatment [7].

Levetiracetam

Mechanism of action

A recent preclinical discovery has revealed that the
90 kDa binding site to which levetiracetam (LEV)
binds might represent a new target for therapeutic in-
tervention in epilepsy [56]. However, it remains un-
known how LEV modulates SV2A [8], which is an in-
tegral membrane protein [41].
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Activity profile in seizure models

Experimentally, LEV has been associated with nu-
merous pharmacodynamic interactions with other
AEDs. In particular, it appears that the anticonvulsant
efficacy of LEV in animal models of seizures, for ex-
ample audiogenic seizure-prone mice and amygdala-
kindled rats, is substantially and synergistically en-
hanced by GABAergic drugs. Furthermore, the com-
bination of LEV and DZP in a rat model of experi-
mental SE is also associated with anticonvulsant syn-
ergy [71]. Interestingly, LEV is ineffective in acute
models of experimental epilepsy, including MES-
induced convulsions or clonic phase of seizures pro-
voked by picrotoxin (PTX) or other chemical convul-
sants. In contrast, it is highly effective against
amygdala-kindling in rats and in a number of genetic
models of epilepsy [18].

Neuroprotective activity

Mazarati et al. [62] have shown that apart from high ef-
ficacy against SSSE (self-sustaining status epilepticus),
good solubility, low acute toxicity and a potent interac-
tion with DZP, LEV possesses also neuroprotective ac-
tivity. Pitkanen [73] has underlined that LEV adminis-
tered at the dose of 54 mg/kg per day for 21 days, did
not reduce hippocampal damage caused by pilocarpine-
induced SE when assessed 3 weeks later. In that study,
the drug treatment was initiated 30 min after the begin-
ning of pilocarpine-induced SE in rats. However, Hanon
et al. [36] have proven that LEV induces significant neu-
roprotection in a rat model of focal cerebral ischemia.
Leker at al. [51] have recently underlined that LEV is ef-
fective in focal ischemia, but not in global one [51].

Human studies

LEV treatment, that started with 10 mg/kg/day and
the dose was increased every 4 days to a maximum
dose of 60 mg/kg/day [48], was effective in the pedi-
atric population across different seizure types. So far,
the drug is recommended as an adjuvant for treatment
of partial drug-resistant epilepsy [72]. It is remarkable
that monotherapy with LEV, following the add-on
phase, also proved to be very effective in refractory
patients, and the adverse effects were only minimal
[72, 92]. Contrary to many AEDs, LEV did not impair
cognitive functions in experimental animals or epilep-
tic patients [92].

Losigamone

Mechanisms of action

The mechanism of losigamone’s (LSG) action has not
been fully clarified, but the drug shows calcium an-
tagonistic effects and activates GABA-dependent
chloride channels without directly binding to GABA,
benzodiazepine, or PTX binding sites. Both effects
enhance membrane hyperpolarization and thus lead to
suppression of spontaneous neuronal electrical activ-
ity [3]. It is possible that LSG can induce a stabiliza-
tion of the inactivated state of Na+ channels leading to
a decrease in late channel open probability which was
thought to be responsible for the persistent Na+ cur-
rent (I NaP )[46].

Activity profile in seizure models

In animal studies, LSG was shown to possess anticon-
vulsant properties both under in vivo and in vitro con-
ditions [46]. In rodents, LSG inhibited the tonic
hindlimb extension produced by either MES or by
various chemical convulsants, including PTZ, bicucu-
line (BIC), nicotine and 4-aminopyridine (4-AP).
LSG dose-dependently protected mice against
cocaine-induced convulsions with the ED50 value of
24.7 mg/kg. At doses between 20 and 80 mg/kg, the
drug was also active against audiogenic seizures in
rats and gerbils, and PTZ-kindled seizures in mice
[46]. In the MES test, the drug occurred more potent
than phenytoin (PHT), VPA, and in the PTZ test, it
was more effective than VPA [83].

Neuroprotective activity

In in vitro models of epileptogenesis in rats, LSG ap-
peared to act on intrinsic neuronal processes. LSG
was also shown to block epileptiform activity induced
by either PTX addition or Mg2+ or Ca2+ omission
from the perfusion medium of hippocampal slices
[46]. It was also shown to block epileptiform dis-
charges in CA1 and CA3 hippocampal areas and in
the entorhinal cortex (EC) [46]. Moreover, LSG re-
duced low Mg2+-induced short recurrent discharges in
the hippocampus and seizure-like events in EC. It is
tempting to assume that LSG may possess neuropro-
tective properties [46].
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Human studies

The drug at the dose of 500 mg t.i.d. reduced seizure
frequency to a significantly greater extent than pla-
cebo [46]. Generally, LSG was well tolerated with
only mild to moderate side effects, and no interactions
with other AEDs were observed. According to Baulac
et al. [3], the efficacy of LSG seems to be about aver-
age for recently marketed AEDs.

This study confirms that 1500 mg/day is now a well
established therapeutic dosage [3]. A single doses of
LSG (up to 1000 mg) and its subchronic dosage
(500 mg/kg t.i.d. applied for 7 days) were well toler-
ated [46, 66].

Oxcarbazepine

Mechanisms of action

The anticonvulsant action of oxcarbazepine (OXC) is,
like CBZ, thought to be due primarily to blockage of
voltage sensitive Na+ channels resulting in stabiliza-
tion of hyper-excited neural membranes, inhibition of
repetitive neuronal firing and inhibition of the spread
of discharges. It also increases K+ conductance, re-
duces glutamatergic transmission and modulates Ca2+

channel function. A key difference between the two
drugs is that OXC unlike CBZ is not metabolized to
an epoxide derivative [81].

Activity profile in seizure models

£uszczki et al. [57] evaluated interactions of OXC
and conventional AEDs. In that experiment, OXC (at
the highest subthreshold dose that did not signifi-
cantly influence the electroconvulsive threshold) rein-
forced the anticonvulsant effects of conventional
AEDs, especially when it was combined with CZP,
PHT, and VPA. Results of the isobolographic analysis
indicated that the experimental combination of CBZ
with OXC may sometimes cause unpredictable effects
(antagonism) [57].

Because induction or inhibition of the cytochrome
P450 system does not considerably affect the metabo-
lism of OXC and 10-monohydroxy derivative (MHD),
the potential for interactions with enzyme-inducing or
-inhibiting drugs is reduced [7].

Neuroprotective activity

Rekling [76] has proven that OXC at a concentration
up to 300 µM reduced cell death induced by OGD.
A rise in intracellular Ca2+ is a primary event in
OGD-induced cell death in hippocampal slices and
a reduced Ca2+ influx through block of pre- or post-
synaptic Ca2+ channels is neuroprotective. OXC has
a blocking effect on different subtypes of Ca2+ chan-
nels. Thus, a part of the neuroprotective action seen in
the above study with anticonvulsants with a Ca2+

channel-blocking profile could be mediated by a re-
duced influx of Ca2+ through voltage-activated Ca2+

channels [76].
There is no evidence indicating that OXC is effec-

tive in an ischemia test [73]. In contrast to Pitkanen
[73], Ambrosio et al. [1] have reported that OXC
failed to protect hippocampal neurons against differ-
ent toxic insults: kainate or veratridine exposure and
ischemia-like conditions.

Human studies

Friis et al. [32] observed in their study that OXC sig-
nificantly reduced seizure frequency in 32–48% of
patients. In another study [90] in patients switching
from CBZ to OXC, 8% of them became seizure free
and 32% experienced a greater than 50% reduction in
seizure frequency. At a dose of 600–2400 mg/day, OXC
turned out to be effective in the treatment of partial
seizures [78]. There is an interest in evaluating a po-
tential efficacy of OXC like some other AEDs in con-
ditions beside epilepsy, including neuropathic pain,
migraine prophylaxis and psychiatric disorders [8].

Pregabalin

Mechanisms of action

Pregabalin (PGB) is an alpha2-delta (�2-�) ligand that
has analgesic, anxiolytic, and anticonvulsant activity
[8, 25]. Potent binding at this site reduces Ca2+ influx
at nerve terminals and, thereby, reduces the release of
several neurotransmitters, including glutamate, nor-
adrenaline, and substance P [8]. These activities and
effects result in the analgesic, anxiolytic, and anticon-
vulsant activity. PGB is inactive at GABAA and
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GABAB receptors [8, 25]. Administration of PGB-
active, the enantiomer with antiepileptic properties,
results in a significant though very modest decrease
(0.6 mM) in forebrain cellular glutamate levels [25].
The PGB enantiomer lacking antiepileptic activity has
no apparent effect.

Activity profile in seizure models

Czuczwar and Patsalos [21] have indicated that al-
though PGB has a similar spectrum of activity as GBP
in animal seizure models, it appears to be 3 to 10
times more potent. PGB is active in a number of ani-
mal models of epileptic seizures including MES sei-
zures, chemical convulsant-induced seizures (PTZ,
BIC, PTX), kindled seizures in rats, and audiogenic
seizures in genetically susceptible animals [8, 25].
According to Bialer et al. [8] PGB has been also ef-
fective in preventing seizures in kindled rats and au-
diogenic seizures in genetically susceptible mice.

Neuroprotective activity

There is no published evidence about neuroprotection
of PGB. However, the potential mechanisms of action
and functional consequences of PGB on both the exci-
tatory neurotransmission, including its effects on Ca2+

channels, and the inhibitory neurotransmission sug-
gest that PGB can be supposed to act as a potential
neuroprotectant [2].

Human studies

Miller et al. [63] have shown a reduction in seizure
frequency, usually in 50% of patients treated with
PGB. Dworkin et al. [8] have indicated that PGB has
been effective in patients with partial seizures with
and without secondary generalization, neuropathic
pain and generalized anxiety disorder in several
placebo-controlled trials. The drug has also shown
anxiolytic efficacy in several controlled studies of
anxiety disorders [26]. Furthermore, PGB is well tol-
erated. In the PGB treatment groups [38] dizziness,
somnolence and vomiting were the most frequently
reported adverse events, usually in patients treated
with PGB at a single dose of 300 mg. These study re-
sults also suggest that PGB may be an effective anal-
gesic with a duration of action longer than that of ibu-
profen.

Remacemide

Mechanisms of action

Remacemide (RCM) and its desglycinyl metabolite
(d-REMA) are low-affinity blockers of the NMDA-
operated ion channel [69] and have antagonistic ac-
tion on the fast Na+ channels [88]. Norris et al. [67]
considered a partial blockade of K+ channels as a pos-
sible mechanism of action of RCM.

Activity profile in seizure models

RCM is effective against MES-induced seizures [33,
69] and against seizures induced by NMDA, kainic
acid and 4-aminopyridine [33, 88] and affords dose-
dependent protection against cocaine-induced sei-
zures [88]. RCM showed little or no protection in sei-
zures chemically induced by PTX, BIC, PTX and
strychnine [33, 69]. In cocaine-induced convulsions
RCM produced dose-dependent protection. The com-
pound also inhibited convulsions in mice prone to au-
diogenic seizures [60].

Neuroprotective activity

Neuroprotective action of RCM has been shown by
Calabresi et al. [15] who reported that RCM and its
active desglycinyl metabolite, d-REMA, induced
a concentration-dependent reduction of both repeti-
tive firing discharge and excitatory postsynaptic po-
tentials. RCM and d-REMA decrease glutamate
agonist-induced excitotoxicity in isolated chick retina.
These findings might have therapeutic implications of
possible neuroprotective effect in various neurologi-
cal disorders. RCM may find use as the NMDA an-
tagonist in chronic type of neurodegeneration like
Huntington’s or Alzheimer’s disease [23].

It is noteworthy that in another experiment [72] d-
REMA was protective against acute cell damage (e.g.
occurring within 30 min) induced by NMDA expo-
sure. Apart from epilepsy, this action might prove
useful in acute neurological situations, such as stroke
and brain trauma [72]. Indeed, an acute protective ef-
fect of RCM against damage induced by SE and brain
trauma has been demonstrated in rats. Leker et al. [51]
have recently underlined that RCM is effective both
in focal and in global ischemia.
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Human studies

RCM has been investigated in several clinical studies as
an add-on therapy in refractory epilepsy. Jones et al. [42]
in a double-blind study have proven the safety and effi-
cacy of adjunctive RCM hydrochloride in adult patients
with refractory epilepsy who were already taking up to
three AEDs [16, 24]. RCM was also tested in animal
models of focal ischemia where it was shown to reduce
infarct volumes significantly and to improve functional
outcome [50]. Thus, in patients undergoing coronary ar-
tery bypass surgery, RCM was able to reduce neuropsy-
chological deficits as compared with placebo. However,
RCM did not show clinical efficacy in them in compari-
son to placebo-treated patients [51].

Talampanel (LY 300164)

Mechanisms of action

Talampanel (TLP) is a selective non-competitive an-
tagonist of AMPA subtype of glutamate excitatory
amino acid receptors. TLP is an orally active, broad-
spectrum anticonvulsant with a novel mechanism of
action [7]. However, so far it has not been registered
as an AED.

Activity profile in seizure models

TLP is effective against chemically (PTZ, aminophyl-
line) [22, 86] and electrically (MES) induced seizures
[18], however, aminophylline and strychnine attenu-
ate the anticonvulsant activity of TLP by raising the
ED50 values of TLP against MES in mice [13]. Nei-
ther BIC nor PTX affect the protective action of TLP
[13]. TLP used at the lowest protective dose of 1.0
mg/kg enhances the anticonvulsant activity of all
AEDs tested in aminophylline-induced seizures [86].
In their study, Borowicz et al. [13] revealed that
aminophylline reduced the anticonvulsant potential of
LY 300164 (termed as TLP) in the MES test [13]. In
addition, Swiader et al. [84] have indicated that dan-
trolene did not affect the electroconvulsive threshold
whereas it elevated the protective activity of LY
300164 against MES. It was suggested that the inhibi-
tion of Ca2+ release from the intracellular pool might
have potentiated the efficacy of this AMPA/kainate
receptor antagonist [84].

Neuroprotective activity

TLP was found protective against ischemic neuronal
damage in vivo. Perinatal ischemia/hypoxia-induced
brain injuries are major potential targets of such
agents, thus neuroprotection studies in neonatal ani-
mals have particular significance [55, 91]. However,
some data have indicated that TLP possesses some
neuroprotective properties in vitro as well when neu-
ronal cultures or brain slices were directly exposed to
glutamate agonists. It protects animals from brain
damage by AMPA-induced striatal neurotoxicity in
neonatal rats [91]. In the experiments, TLP attenuated
neurotoxicity induced by intrastriatal injection of
AMPA. TLP therapy instituted 30 min after trauma
significantly reduces histological damage in a rat
model of traumatic brain injury (TBI) [4]. Further-
more, the drug enhanced the akinesia- and decreased
the dyskinesia-inducing effect of levodopa in an in

vivo primate model of parkinsonism, which suggests
an antiparkinson potential [8].

Human studies

TLP has shown an effect in reducing the frequency of
all seizures as well as simple partial seizures [8, 17].
TLP dosing strategies may be reliant on concomitant
AED medication, as enzyme-inducing AEDs enhance,
whereas VPA inhibits its metabolism. TLP is well tol-
erated, although adverse events occur at lower doses
compared with those in healthy subjects, probably be-
cause of the additive effect of concomitant AEDs [49].

Tiagabine

Mechanisms of action

Tiagabine (TGB) inhibits neuronal and glial uptake of
GABA, thus leading to the enhancement and prolon-
gation of GABA-mediated synaptic events [21]. The
GABA uptake inhibitor is structurally related to the
prototypic GABA uptake blocker nipecotic acid, but
has an improved ability to cross the blood-brain bar-
rier. TGB temporarily prolongs the presence of
GABA in the synaptic cleft by delayed clearance [75].
It increases synaptic GABA availability via inhibition
of the GAT-1, GABA transporter, on presynaptic neu-
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rons and glial cells [8]. GAT-1 is strongly expressed in
axon terminals of inhibitory interneurons [29].

Activity profile in seizure models

The isobolographic analysis showed that combina-
tions of TGB with GBP exerted supraadditive (syner-
gistic) interactions in the MES-test in mice. £uszczki
et al. [58] have suggested that from a preclinical point
of view, the interactions observed experimentally
showed that the combination of TGB and GBP, due to
a synergistic anti-seizure activity of the drugs, might
provide adequate seizure control in patients with re-
fractory epilepsy.

Neuroprotective activity

According to Trojnar et al. [88] TGB, tested in a per-
forant pathway stimulation model of SE, did not
change GABA levels in the cerebrospinal fluid, it pre-
vented the appearance of seizures during stimulation,
reduced CA1 and CA3c pyramidal cell loss as well as
the spatial memory impairment in animals.

Also, postischemic treatment with TGB improves
neurobehavioral outcome and reduces brain infarction
volume in focal ischemia model in rats. The neuro-
protective effect of TGB is dose-dependent [88]. Ac-
cording to Pitkanen [73], TGB (36 mg/kg ip) adminis-
tered 30 min before, and 1, 24, 48, and 72 h after
ischemia (five administrations altogether) reduced
ischemia-induced damage to CA1 pyramidal cells in
a four vessel occlusion model of transient global
ischemia (10 min) in rats in a dose-dependent manner
when assessed 8 days later. Because a single pre-
ischemic TGB administration did not protect neurons,
it was concluded that the administration of TGB dur-
ing the postischemic reperfusion phase was critical
for the neuroprotection [73]. Leker et al. [51] have re-
cently underlined that TGB is effective both in focal
and in global ischemia. Two separate studies [51]
have shown the reduction of CA1 hippocampal cell
mortality by up to 80% in animal models of global
ischemia after TGB administration.

Trojnar et al. [88] have concluded that pos-
tischemic hypotermia is partially responsible for the
neuroprotective action of TGB. They have also
proven that TGB inhibits the development of hippo-
campal degeneration in the CA1 pyramidal cell layer.
The results may suggest that enhancement of GABAer-

gic neurotransmission may protect vulnerable neurons
from death.

Reckling [76] has summarized that apart from
CBZ, FBM and LTG, also TGB had significant neuro-
protective effects in the OGD model but GBP and
VPA were not neuroprotective in the model at a con-
centration up to 300 µM and 10 mM, respectively.
Among other next generation anticonvulsants, only
OXC has shown neuroprotective effects, whereas
LEV did not reduce cell death induced by OGD at
a concentration up to 300 µM [76].

Human studies

TGB is effective as add-on therapy in the
management of patients with refractory partial
epilepsy [75]. TGB has been targeted largely at the
management of partial seizures and infantile spasms
and was frequently used until the late 1990s when
isolated reports of concentric peripheral visual field
loss and visual electrophysiological abnormalities
began to emerge [8, 39]. TGB has been assessed in
small case series in anxiety and mood disorders [7].
Bialer et al. [7] have also described the use of TGB in
the treatment of neuropathic pain, especially painful
diabetic neuropathy, headache/migraine, and sleep
disorders.

Topiramate

Mechanisms of action

The anticonvulsant effect of topiramate (TPM) de-
pends on multifactorial mechanisms.

TPM inhibits several carbonic anhydrase isosymes
and modulates AMPA/kainate- and GABAA-activated
ion channels as well as voltage activated Na+ and
Ca2+ channels. TPM may also activate K+ conduc-
tance and inhibit depolarizing GABAA-mediated re-
sponses, which may be due to intra- and/or extra-
cellular pH shifts secondary to carbonic anhydrase in-
hibition [7]. TPM seems to potentiate the effects of
endogenous GABA through a novel binding site on
the GABAA receptor complex [21]. One possible
mechanism of action may be the alteration of the
phosphorylation state of the kainate receptor [61].
These effects may make it a useful potential neuro-
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protectant acting by reducing excitatory amino acid
release and ischemic depolarizations as well as by re-
ducing calcium overload in the ischemic cells and in-
creasing the brain’s GABAergic activity.

Activity profile in seizure models

In animal models, TPM shows broad spectrum of an-
ticonvulsant activity. It has been documented to exert
antiseizure activity in the MES [82, 85, 88], in sponta-
neously epileptic rats and genetically seizure-prone
DBA/2 mice [88] and the amygdala-kindled rats [88].
It is, however, inactive or weakly active in seizures
chemically induced by PTX, PTZ, BIC and strychnine
[82, 88]. It attenuates seizure-induced hippocampal
neuronal injury after experimental SE in rats [88].

Neuroprotective activity

Follett et al. [28] have demonstrated that the clinically-
available anticonvulsant TPM, when administered
post-insult in vivo, is protective against selective
hypoxic-ischemic white matter injury and decreases the
subsequent neuromotor deficits. It has also been
shown that TPM attenuates AMPA/kainate receptor-
mediated cell death and Ca2+ influx, as well as
kainate-evoked currents in developing oligodendro-
cytes, similar to the AMPA/kainate receptor antagonist
6-nitro-7-sulfamoylbenzo-(f)quinoxaline-2,3-dione
(NBQX). Notably, protective doses of NBQX and
TPM do not affect normal maturation and proliferation
of oligodendrocytes either in vivo or in vitro. It sug-
gests that AMPA/kainate receptor blockade may have
potential for translation as a therapeutic strategy for
periventricular leukomalacia and that the mechanism of
protective efficacy of TPM is caused at least in part by
attenuation of excitotoxic injury to premyelinating oli-
godendrocytes in developing white matter [28].

Recent studies [70] suggest that TPM can have
anti-excitotoxic properties, because it protects against
motor neuron degeneration. Moreover, TPM enhances
neuroprotection and reduces hemorrhagic incidence
in focal cerebral ischemia [70]. Leker et al. [51] have
recently underlined that TPM is effective both in focal
and global ischemia.

Liu et al. [54] have hypothesized that early admini-
stration of a neuroprotective agent in combination
with later-onset cooling could represent an effective
therapeutic intervention after neonatal hypoxia-
ischemia (HI). They have evaluated whether treat-

ment with TPM increased the efficacy of delayed
post-HI hypothermia in a neonatal rat stroke model.
Neither TPM nor delayed hypothermia alone con-
ferred protection. Combined treatment with TPM and
delayed hypothermia improved both performance and
pathological outcome in rats compared with
phosphate-buffered saline (PBS)-treated animals that
underwent delayed hypothermia concurrently. The data
provided the impetus for further evaluation of therapeu-
tic approaches that combine drug therapy with delayed-
onset cooling after neonatal HI brain injury [54].

Rigoulot et al. [77] have proven that in DZP-
treated rats, the number of neurons was dramatically
reduced after SE in all subregions of the hippocampus
and layers II–IV of the ventral cortices. TPM induced
a 24 to 30% neuroprotection in layer CA1 of the hip-
pocampus. In CA3b, its 30-mg/kg dose prevented
neuronal death. All rats subjected to SE became epi-
leptic. In conclusion, TPM displayed neuroprotective
properties only in CA1 and CA3 that were not suffi-
cient to prevent epileptogenesis.

Pitkanen [73] has indicated that a single dose of TPM
(20, 40, or 80 mg/kg, ip) administered 140 min after on-
set of SE, induced by unilateral hippocampal stimulation
in rats, reduced neuronal damage bilaterally in the hilus
and CA1 and contralaterally in the CA3 when assessed
from silver-stained sections 3 days later [73].

Human studies

TPM has been proven to be effective in patients with re-
fractory chronic partial epilepsies in short-term controlled
clinical trials [88] but the long-term retention, long-term
efficacy and long-term side-effect profile have not been
sufficiently investigated [9]. Bootsma et al. [9] concluded
that TPM was associated with a high incidence of side ef-
fects in clinical practice, affecting long-term retention. On
the other hand, Lhatoo et al. [53], basing upon Cox re-
gression analysis, have come to the conclusion that the re-
tention rate for TPM in patients with partial chronic epi-
lepsy reached 28%, whilst that for LTG was 12% and for
GBP – only 2%. French et al. [31], however, stated that
TPM has efficacy as monotherapy in newly diagnosed
adolescents and adults with either partial or mixed seizure
disorders. Evidence for effectiveness of TPM in newly di-
agnosed patients with other generalized epilepsy syn-
dromes is lacking [30]. TPM has been found to be appro-
priate for adjunctive treatment of refractory partial sei-
zures in adults and effective for the treatment of
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refractory partial seizures in children [31]. It may pre-
cipitate both psychosis and depression [5].

Vigabatrin

Mechanisms of action

Vigabatrin (VGB) is an AED that irreversibly inhibits
GABA transaminase and thus increases GABA con-
centration, affecting both GABAA and GABAB con-
ductances [14].

Activity profile in seizure models

Kang et al. [43] have suggested that VGB increased
Na+/H+ exchanger (NHE1) and Na+/HCO3

– cotrans-
porter (NBC) protein expressions in the gerbil hippo-
campus. This indicates that GABA receptor-mediated
regulation of NHE1 and NBC expressions may par-
ticipate in acid-base balance in the gerbil hippocam-
pus. Schwabe et al. [79] have shown that microinjec-
tion of VGB into the central piriform cortex markedly
inhibits the progression and secondary generalization
of focal seizures [79]. Œwi¹der et al. [87] have pre-
sented studies which have indicated that acute treat-
ment with VGB enhanced the anticonvulsant activity
of ESM against PTZ-induced seizures due to a phar-
macokinetic interaction. Chronic treatment with VGB
would be necessary to specifically characterize the
nature of interactions of this antiepileptic with conven-
tional AEDs. In the pharmacodynamic study, £uszczki
et al. [59] have revealed that VGB might potentiate the
antiseizure effects of some conventional AEDs [59].

Neuroprotective activity

Trojnar et al. [88] have suggested that in the lithium-
pilocarpine model of temporal epilepsy VGB pro-
tected against neuronal damage. This analysis has
shown that treatment with the drug induced almost to-
tal neuroprotection in CA3, efficient protection in
CA1 and moderate in the hillus of the dentate gyrus.
The drug was also found effective in preventing the
effects of transcient global ischemia in gerbils [88].
However, they also have suggested adverse effects of
VGB on the brain. Chronic administration was associ-
ated with myelin vacuolization, decreased myelin

staining in the external capsule, axonal degeneration
and glial cell death in the white matter as well as reac-
tive astrogliosis in the frontal cortex. Direct toxicity
of VGB or an indirect effect mediated through ele-
vated GABA levels could constitute the mechanisms
of damage.

Pitkanen [73] has underlined that there was no neuro-
protective effect of VGB on CA1 cell damage, when ad-
ministered for 4 weeks after SE induction by electrical
stimulation of the hippocampus for 90 min. However,
Pitkanen [73] has indicated that some other data sub-
stantiated a clear neuroprotective effect of VGB treat-
ment when initiated (250 mg/kg) 10 min after induction
of SE with pilocarpine in rats and continued for 45 days.

Human studies

Clinically, VGB is effectively used as an adjunctive
anticonvulsant for the treatment of multidrug-
refractory complex partial seizures in adults. It has
also been effective in the management of resistant
partial seizures and infantile spasms in both children
and adolescents [8]. It has been estimated that VGB
contributes to visual field loss by from 14 to 92% [8].
VGB is an effective [64], well-tolerated treatment for
infantile spasms. The response is dose-independent.

Zonisamide

Mechanisms of action

Zonisamide (ZNS) has several potential mechanisms
of action. It blocks of voltage-sensitive Na+ channels
and T-type Ca2+ currents, modulates of GABAergic
and dopaminergic (DA) systems, and is a free-radical
scavenger [68]. ZNS does not potentiate the synaptic
activity of GABA. Moreover, ZNS biphasically facili-
tates dopaminergic and serotoninergic (5-HT) trans-
mission. At effective concentrations, the drug en-
hances, whereas at supraeffective concentrations it re-
duces DA and 5-HT neurotransmission [80].

Activity profile in seizure models

In animal models, ZNS has activities comparable both
with those of PTH and CBZ and those of VPA. Thus,
it is predicted to have a broad spectrum of antiepilep-
tic activity [52]. Immobilization stress markedly en-
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hanced anticonvulsant action of ZNS in mice [37]. In-
terestingly, stress and forced-swimming stress have
been reported to increase blood-brain barrier perme-
ability. The drug did not appear to affect the spontane-
ous alternation behavior, active avoidance perform-
ance, and relative power of cortical EEG [80].

Neuroprotective activity

Sobieszek et al. [80] have summarized that ZNS is an
anticonvulsant compound that reduces infarct volume
in ischemia-induced neuronal damage. Neuroprotec-
tive efficacy of ZNS pretreatment was also shown in
hypoxic-ischemic damage in neonatal rats [80].

Reduction of neuronal damage caused by ZNS pre-
treatment in global forebrain ischemia model in ger-
bils was also underlined in the above-mentioned arti-
cle [80]. It should be emphasized that ZNS post-
treatment did not exhibit such histological or behav-
ioral effects, as when the drug was administered be-
fore the ischemic stimulus. Leker et al. [51] have re-
cently underlined that ZNS is effective only in focal, not
in global, ischemia. Its suggested mode of neuroprotec-
tion involves a decreased secretion of excitatory amino
acids and reduction in post-anoxic depolarizations as
well as a reduction in the toxic effects of free radicals.
However, because no other studies have been conducted
on this drug, it cannot be recommended for neuroprotec-
tive purposes. Further trials are warranted to evaluate the
potential value of this promising drug [51].

Human studies

According to Newmark [65], a review of previous studies,
including one in children, suggests that ZNS can be effec-
tive for otherwise refractory partial seizures. Furthermore,
in small studies, generalized tonic-clonic seizures, atypical
absences, infantile spasms and myoclonia, particularly the
seizures of progressive myoclonic epilepsies, have re-
sponded to ZNS, as have the seizures of the Lennox-
Gastaut syndrome [65]. Recently, there have been reports
of ZNS monotherapy for infantile spasms [45, 80].

Conclusions

In this article we tried to review current available data
on new and potential AEDs. Most of them have been,

or still are being studied, in respect of their toxicity,
neuroprotection and adverse effects.

As Czuczwar et al. have reviewed [19], the pro-
apoptotic effect in young rat brains is a significant as-
pect of the influence of AEDs on CNS. So far there
are no other conclusive results in clinical research
confirming this. If there had been, the usage of the
AEDs would be still seriously limited in children. In
her research, Ikonomidou [40] has indicated that,
apart from benzodiazepines and barbirurates, such an
effect is caused by PHT, VPA and VGB at concentra-
tions corresponding to their anticonvulsant activity in
experimental models of epilepsy [40]. One of the
above-presented AEDs, TPM, has very promising
neuroprotective profile, stemming from the fact that
this drug acts on several different yet complementary
antiischemic pathways, thereby increasing the likeli-
hood of a positive protective effect. TPM, an AED re-
ducing the excitatory effects of glutamate and enhanc-
ing GABA-mediated inhibition, very potently pre-
vented neuronal loss in hippocampus exposed to
prolonged seizure activity [73]. It must be empha-
sized that pro-apoptotic activity of TPM was signifi-
cantly weaker, which means that it was observed at
doses higher than those providing effective experi-
mental epilepsy prevention [40].

Also, some other AEDs, for example TGB, pre-
sented neuroprotective effects in experimental models
of epilepsy [73]. It seems logical to use AEDs with
neuroprotective potential since, by preventing neu-
ronal death, they are likely to stop synaptic reorgani-
zation and subsequent epileptogenesis. Strategies pre-
venting neuronal loss suppress the process of forming
epileptogenic loops, thus possibly inhibiting epilepto-
genesis. Furthermore, the two above-mentioned drugs
were found to be effective in both global and focal
ischemia, and both showed an extended therapeutic
window that would enable their use in clinical prac-
tice. However, despite these seemingly promising
prospects, it is important to understand that currently
no individual AED can be viewed as a potential neu-
roprotectant against ischemic injury.

Drugs mentioned in this review (FBM, GBP, LEV,
OXC, TGB, TPM, VGB, ZNS) have been already li-
censed, whereas some of them: PGB, RCM, TLP and
LSG, have not been yet registered as AEDs. They are
still a subject of further research. However, recent ex-
periments in animals and clinical trials have shown
that they appear to be promising drugs with several
applications both in the treatment of seizures and neu-

�����������	��� 
������ ����� ��� ������� 729

Neuroprotective activity and efficacy of novel and potential antiepileptic drugs
�������� �	
��� �	 ���



ropathic pain and generalized anxiety disorder. How-
ever, new AEDs are initially approved for the adjunc-
tive treatment of epilepsy.

Summarizing, a new approach to drug screening,
including the process of epileptogenesis, may yield
new classes of drugs that not only suppress seizures
but also specifically act to protect against the neuro-
biological changes that contribute to the development
of epilepsy. By preventing or reversing the neuronal
circuit reorganizations that produce lowered seizure
thresholds following brain injuries such as head
trauma or SE, these antiepileptogenic drugs could
prevent, or reverse, progressive worsening of the epi-
leptic process.

The neuroprotective properties of the selected
AEDs are presented in Tab. 1.

References:

1. Ambrosio AF, Silva AP, Araujo I, Malva JO, Soares-da-
Silva P, Carvalho AP, Carvalho CM: Neurotoxic/neuro-
protective profile of carbamazepine, oxcarbazepine and
two new putative antiepileptic drugs, BIA 2-093 and
BIA-2-024. Eur J Pharmacol, 2000, 406, 191–201.

2. Andre V, Rigoulot MA, Koning E, Ferrandon A, Nehlig
A: Long-term pregabalin treatment protects basal corti-
ces and delays the occurrence of spontaneous seizures in

the lithium-pilocarpine model in the rat. Epilepsia, 2003,

44, 893–903.
3. Baulac M, Klement S: Efficacy and safety of losigamone

in partial seizures: a randomized double-blind study. Epi-
lepsy Res, 2003, 55, 177–189.

4. Belayev L, Alonso OF, Liu Y, Chappell AS, Zhao W,
Ginsberg MD, Busto R: Talampanel, a novel noncom-
petitive AMPA antagonist, is neuroprotective after trau-
matic brain injury in rats. J Neurotrauma, 2001, 18,
1031–1038.

5. Besag FM: Behavioural effects of the newer antiepileptic
drugs: an update. Expert Opin Drug Saf, 2004, 3, 1–8.

6. Beydoun A, Schmidt D, D-Souza J: Meta-analysis of
comparative trials of oxcarbazepine versus carbamazepine
in trigeminal neuralgia. J Pain, 2002, 3, Suppl 1, 38–42.

7. Bialer M, Johannessen JC, Kupferberg HJ, Levy RH,
Loiseau P, Perucca E: Progress report on new antiepilep-
tic drugs: a summary of the Sixth Eilat Conference
(EILAT VI). Epilepsy Res, 2002, 51, 31–71.

8. Bialer M, Johannessen SI, Kupferberg HJ, Levy RH, Pe-
rucca Em Tomson T: Progress report on new antiepilep-
tic drugs: a summary of the Seventh Eilat Conference
(EILAT VII). Epilepsy Res, 2004, 61, 1–48.

9. Bootsma HPR, Coolen F, Aldenkamp AP, Arends J,
Diepman L, Hulsman J, Lambrechts D et al.: Topiramate
in clinical practice: long-term experience in patients with
refractory epilepsy referred to tertiary epilepsy center.
Epilepsy Behav, 2004, 5, 380–387.

10. Borowicz KK, Ratnaraj N, Patsalos PN, Czuczwar SJ:
Effect of felbamate and its combinations with conven-
tional antiepileptics in amygdala-kindled rats. Pharmacol
Biochem Behav, 2004, 78,103–110.

11. Borowicz KK, Stasiuk G, Teter J, Kleinrok Z, G¹sior M,
Czuczwar SJ: Low propensity of conventional antiepi-
leptic drugs for interactions with felbamate against maxi-

730 �����������	��� 
������ ����� ��� �������


�� � -�������������� ��������� �	 ������������� ���� �� �.���������� ����� �	 ������� ��� ������ �� ������

Antiepileptic drugs Neuroprotection in
ischemia

Neuroprotection against convulsants or
convulsive prodcedures

Induction of
neurodegeneration

References

Felbamate + + ND [7, 51, 73, 76, 88]

Gabapentin + + ND [73, 88]

Levetiracetam +/– – ND [36, 51, 73]

Losigamone ND + ND [46]

Oxcarbazepine +/– +/– + [1, 73, 76]

Pregabalin ND ND ND

Remacemide + + ND [15, 51, 72]

Talampanel + + + [4, 91]

Tiagabine + +/– + [51, 73, 76, 88]

Topiramate + + +* [28, 51, 70, 73, 77, 88]

Vigabatrin + +/– + [73, 88]

Zonisamide + ND ND [51, 80]

/ $��������� 01#2 �������� ���� ���"��������� �������� �	 3
� �� ������� �� ��� ������ ���� ���� ��������� �		������ ������ �����������
�������� ����� %4� ������ ����������������� �� �		������ ���( -� 5 ��� ����������



mal electroshock-induced seizures in mice. J Neural
Transm, 2000, 177, 733–743.

12. Borowicz KK, Œwiader M, £uszczki J, Czuczwar SJ: Ef-
fect of gabapentin on the anticonvulsant activity of antie-
pileptic drugs against electroconvulsions in mice: an iso-
bolographic analysis. Epilepsia, 2002, 43, 956–963.

13. Borowicz KK, Œwi¹der M, Zgrajka W, Sawulski C, Tur-
ski WA, Czuczwar SJ: Influence of several convulsants
on the protective activity of a non-competitive
AMPA/kainate antagonist, LY 300164, and lamotrigine
against maximal electroshock in mice. J Physiol Pharma-
col, 2002, 53, 859–869.

14. Bouwman BM, van den Broekb VPC, van Luijtelaar G,
van Rijn CM: The effects of vigabatrin on type II spike
wave discharges in rats. Neurosci Lett, 2003, 338, 177–180.

15. Calabresi P, Marti M, Picconi B, Saulle E, Costa C, Cen-
tonze D, Pisani F et al.: Lamotrigine and remacemide
protect striatal neurons against in vitro ischemia: an elec-
trophysiological study. Exp Neurol, 2003,182, 461–469.

16. Chadwick DW, Betts TA, Boddie HG, Crawford PM,
Lindstrom P, Newman PK, Soryal I et al.: Remacemide
hydrochloride as an add-on therapy in epilepsy: a ran-
domized, placebo-controlled trial of three dose levels
(300, 600 and 1200 mg/day) in a Q.I.D. regimen. Sei-
zure, 2002, 11, 114–123.

17. Chappell AS, Sander JW, Brodie MJ, Chadwick D,
Lledo A, Zhang D, Bjerke J et al.: A crossover, add-on
trial of talampanel in patients with refractory partial sei-
zures. Neurology, 2002, 58, 1680–1682.

18. Czapiñski P, B³aszczyk B, Czuczwar SJ: Mechanisms of
action of antiepileptic drugs. Curr Top Med Chem, 2005,
5, 3–14.

19. Czuczwar K, Czuczwar M, Ciêszczyk J, Gawlik P,
£uszczki J, Borowicz KK, Czuczwar SJ: Neuroprotec-
tive activity of antiepileptic drugs. Przeg Lek, 2004, 61,
1268–1271 [in Polish].

20. Czuczwar SJ, Borowicz KK: Polytherapy in epilepsy:
the experimental evidence. Epilepsy Res, 2002, 52,
15–23.

21. Czuczwar SJ, Patsalos PN: The new generation of GABA
enhancers potential in the treatment of epilepsy. CNS
Drugs, 2001, 15, 339–350.

22. Czuczwar SJ, Œwiader M, KuŸniar H, G¹sior M, Klein-
rok Z: LY 300164, a novel antagonist of AMPA/kainate
receptors, potentiates the anticonvulsive activity of antie-
pileptic drugs. Eur J Pharmacol, 1998, 359, 103–109.

23. Danysz W, Parsons CG: Neuroprotective potential of
ionotropic glutamate receptor antagonists. Neurotox Res,
2002, 4, 119–126.

24. Devinsky O, Vazquez B, Faught E, Leppik IE, Pellock
JM, Schachter S, Alderfer et al.: A double-blind,
placebo-controlled study of remacemide hydrochloride
in patients with refractory epilepsy following pre-
surgical assessment. Seizure, 2002, 11, 371–376.

25. Errante L D, Petroff OC: Acute effects of gabapentin and
pregabalin on rat forebrain cellular GABA, glutamate,
and glutamine concentrations. Seizure, 2003, 12, 300–306.

26. Feltner DE, Crockatt JG, Dubovsky SJ, Cohn SJ, Cohn
CK, Shrivastava RK, Targum SD et al.: A randomized,
double-blind, placebo-controlled, fixed-dose, multicenter

study of pregabalin in patients with generalized anxiety
disorder. J Clin Psychopharmacol, 2003, 23, 240–249.

27. Fisher A, Wang X, Cock HR, Thom M, Patsalos PN,
Walker MC: Synergism between topiramate and budip-
ine in refractory status epilepticus in the rat. Epilepsia,
2004, 45, 1300–1307.

28. Follett PL, Deng W, Dai W, Talos DM, Massillon LJ,
Rosenberg PA, Volpe JJ et al.: Glutamate receptor-mediated
oligodendrocyte toxicity in periventricular leukomalacia:
A protective role for topiramate. J Neurosci, 2004, 24,
4412–4420.

29. Frahm C, Stief F, Zuschratter W, Draguhn A: Unaltered
control of extracellular GABA-concentration through
GAT-1 in the hippocampus of rats after pilocarpine-
induced status epilepticus. Epilepsy Res, 2003, 52, 243–252.

30. French JA, Kanner AM, Bautista J, Abou-Khalil B,
Browne T, Harden CL, Theodore WH et al.: Efficacy and
tolerability of the new antiepileptic drugs I: treatment of
new onset epilepsy. Report of the Therapeutics and Tech-
nology Assessment Subcommittee and Quality Standards
Subcommittee of the American Academy of Neurology
and the American Epilepsy Society. Neurology, 2004,
62, 1252–1260.

31. French JA, Kanner AM, Bautista J, Abou-Khalil B,
Browne T, Harden CL, Theodore WH et al.: Efficacy and
tolerability of the new antiepileptic drugs II: treatment of
refractory epilepsy. Report of the Therapeutics and Tech-
nology Assessment Subcommittee and Quality Standards
Subcommittee of the American Academy of Neurology
and the American Epilepsy Society. Neurology, 2004,
62, 1261–1273.

32. Friis M L, Kristensen O, Boas J, Dalby M, Beth SH,
Gram L, Mikkelsen M et al.: Therapeutic experiences
with 947 epileptic out-patients in oxcarbazepine treat-
ment. Acta Neurol Scand, 1993, 87, 224–227.

33. Garske GE, Palmer GC, Napier JJ, Griffith RC, Fried-
man LR, Harris EW, Ray R et al.: Preclinical profile of
anticonvulsant remacemide and its enantiomers in rat.
Epilepsy Res, 1991, 9, 161–174.

34. Gates JR: Using new antiepileptic drugs as monotherapy.
Curr Treat Options Neurol, 2004, 6, 223–230.

35. Halasz P, Rasonyi G: Neuroprotection and epilepsy. Adv
Exp Med Biol, 2004, 541, 191–109.

36. Hanon E, Klitgaard H: Neuroprotective properties of the
novel antiepileptic drug levetiracetam in the rat middle
cerebral artery occlusion model of focal cerebral ische-
mia. Seizure, 2001, 10, 287–293.

37. Hashimoto Y, Suemaru K, Yamamoto T, Kawakami K,
Araki H, Yutaka G: Effect of immobilization stress on
anticonvulsant actions and pharmacokinetics of zonisamide
in mice. Pharmacol Biochem Behav, 2001, 68, 7–12.

38. Hill CM, Balkenohl M, Thomas DW, Walker R, Mathé
R, Murray G: Pregabalin in patients with postoperative
dental pain. Eur J Pain, 2001, 5, 119–124.

39. 39. Hilton EJR, Hosking SL, Betts T: The effect of antie-
pileptic drugs on visual performance. Seizure, 2004, 13,

113–128.
40. Ikonomidou C: Antiepileptic drugs as pro-apoptotic

agents in the developing brain: mechanism for adverse
neurobehavioral outcomes? Epilepsia 2004, 45, Suppl 3,
209–210.

�����������	��� 
������ ����� ��� ������� 731

Neuroprotective activity and efficacy of novel and potential antiepileptic drugs
�������� �	
��� �	 ���



41. Janz R, Goda Y, Geppert M, Missler M, Sudhof T: SV2A
and SV2B function as redundant Ca2+ regulators in neu-
rotransmitter release. Neuron, 2003, 24, 1003–1016.

42. Jones MW, Blume WT, Guberman A, Lee MA, Pillay N,
Weaver DF, Veloso F et al.: Remacemide hydrochloride
as an add-on therapy in epilepsy: a randomized,
placebo-controlled trial of three dose levels (300, 600
and 800 mg/day) in a B.I.D. regimen. Seizure, 2002, 11,
104–113.

43. Kang TC, Sung-Jin An, Park SK, Hwang IK, Jae Chun
Bae, Won MH: The evidence for GABA� receptor-
mediated regulation of acid–base balance: involvement
of Na�/H� exchanger and Na�/HCO�

� cotransporter. Mol
Brain Res, 2003,114, 86–90.

44. Karkar KM, Thio LL, Yamada KA: Effects of seven
clinically important antiepileptic drugs on inhibitory
glycine receptor currents in hippocampal neurons. Epi-
lepsy Res, 2004, 58, 27–35.

45. Kawada K, Itoh S, Kusaka T, Isobe K, Ishii M: Pharma-
cokinetics of zonisamide in perinatal period. Brain Dev,
2002, 24, 95–97.

46. Kimber-Trojnar ¯, Borowicz KK, Ma³ek R, Sobieszek
G, Piskorska B, Czuczwar SJ: Perspectives of losiga-
mone in epilepsy treatment. Pol J Pharmacol, 2003, 55,
675–682.

47. Klitgaard H, Pitkanen A: Antiepileptogenesis, neuropro-
tection, and disease modification in the treatment of epi-
lepsy: focus on levetiracetam. Epileptic Disord, 2003, 5,
S9–16.

48. Lagae L, Buyse G, Deconinck A, Ceulemans B: Effect of
levetiracetam in refractory chilhood epilepsy syndromes.
Eur J Pediatr Neurol, 2003, 7, 123–128.

49. Langan YM, Lucas R, Jewell H, Toublanc N, Schaefer
H, Sander JW, Patsalos PN: Talampanel, a new antiepi-
leptic drug: single- and multiple-dose pharmacokinetics
and initial 1-week experience in patients with chronic in-
tractable epilepsy. Epilepsia, 2003, 44, 46–53.

50. Leach JP, Marson AG, Hutton JL: Remacemide for
drug-resistant localization-related epilepsy. Cochrane
Database Syst Rev, 2002, 4, CD001900.

51. Leker RR, Neufeld MY: Anti-epileptic drugs as possible
neuroprotectants in cerebral ischemia. Brain Res, 2003,
42, 187–203.

52. Leppik IE: Zonisamide. Epilepsia, 1999, 40, Suppl 5,
S23–S29.

53. Lhatoo SD, Wong ICK, Polizzi G, Sander JWAS: Long-
term retention rates of lamotrigine, gabapentin, and topi-
ramate in chronic epilepsy. Epilepsia, 2000, 41, 1592–1596.

54. Liu Y, Barks JD, Xu G, Silverstein FS: Topiramate ex-
tends the therapeutic window for hypothermia-mediated
neuroprotection after stroke in neonatal rats. Stroke,
2004, 35, 1460–1465.

55. Lodge D, Bond A, O’Neill M J, Hicks C A, Jones M G:
Stereoselective effects of 2,3-benzodiazepines in vivo:
Electrophysiology and neuroprotection studies. Neuro-
pharmacology, 1996, 35,1681–1688.

56. Lynch B, Lambeng N, Nocka K, Kensel-Hammes P,
Bajjellieh SM, Matagne A, Fuks B: The synaptic vesicle
protein SV2A is the binding site for the antiepileptic
drug levetiracetam. Proc Natl Acad Sci USA, 2004, 101,
9861–9866.

57. £uszczki JJ, Czuczwar SJ: Isobolographic and subthresh-
old methods in the detection of interactions between ox-
carbazepine and conventional antiepileptics – a compara-
tive study. Epilepsy Res, 2003,56, 27–42.

58. £uszczki JJ, Czuczwar SJ: Isobolographic profile of in-
teractions between tiagabine and gabapentin: a preclini-
cal study. Naunyn Schmiedebergs Arch Pharmacol,
2004, 369, 434–446.

59. £uszczki J, Wójcik-Æwik³a J, Andres MM, Czuczwar SJ:
Pharmacological and behavioral characteristics of inter-
actions between vigabatrin and conventional antiepilep-
tic drugs in pentylenetetrazole-induced seizures in mice:
an isobolographic analysis. Neuropsychopharmacology,
2004, 30, 958–973.

60. Ma³ek R, Borowicz KK, Kimber-Trojnar ¯, Sobieszek
G, Piskorska B, Czuczwar SJ: Remacemide – a novel po-
tential antiepileptic drug. Pol J Pharmacol, 2003, 55,
691–698.

61. Maragakis NJ, Jackson M, Ganel R, Rothstein JD: Topi-
ramate protects against motor neuron degeneration in or-
ganotypic spinal cord cultures but not in G93A SOD1
transgenic mice. Neurosci Lett, 2003, 338, 107–110.

62. Mazarati AM, Baldwin R, Klitgaard H, Matagne A,
Wasterlain CG: Anticonvulsant effects of levetiracetam
and levetiracetam-diazepam combinations in experimen-
tal status epilepticus. Epilepsy Res, 2004, 58, 167–174.

63. Miller R, Frame B, Corrigan B, Burger P, Bockbrader H,
Garofalo E, Lalonde R: Exposure-response analysis of
pregabalin add-on treatment of patients with refractory
partial seizures. Clin Pharmacol Ther, 2003, 73, 491–505.

64. Mitchell WG, Shah NS: Vigabatrin for infantile spasms.
Pediatr Neurol, 2002, 27, 161–164.

65. Newmark ME, Dubinsky S: Zonisamide monotherapy in
a multi-group clinic. Seizure, 2004, 13, 223–225.

66. Noldner M, Chatterjee SS: Losigamone. Drugs Future,
1990, 15, 995–996.

67. Norris SK, King AE: Electrophysiological effects of the
anticonvulsant remacemide hydrochloride and its me-
tabolite ARL 12495AA on rat CA1 hippocampal neurons
in vitro. Neuropharmacology, 1997, 36, 951–959.

68. Oommen KJ, Mathews S: Zonisamide: a new antiepilep-
tic drug. Clin Neuropharmacol, 2002, 192–200.

69. Palmer GC, Murray RJ, Wilson TC: Biological profile of
the metabolites and potential metabolites of the anticon-
vulsant remacemide. Epilepsy Res, 1992, 12, 9–20.

70. Pappalardo A, Liberto A, Patti F, Reggio A: Neuropro-
tective effects of topiramate, Clin Ter, 2004, 155, 75–78.

71. Patsalos PN: Clinical pharmacokinetics of levetiracetam.
Clin Pharmacokinet 2004, 43, 707–724.

72. Pisani F, Pedale S, Macaione V, Torre V, Oteri G,
Avanzini G, Ientile R: Neuroprotective effects of lamo-
trigine and remacemide on excitotoxity induced by gluta-
mate agonists in isolated chick retina. Exp Neurol, 2001,
170, 162–170.

73. Pitkanen A: Efficacy of current antiepileptics to prevent
neurodegeneration in epilepsy models. Epilepsy Res,
2002, 50, 141–160.

74. Pitkanen A: New pharmacotherapy for epilepsy. Drugs,
2004, 7, 471–477.

75. Reijs R, Aldenkamp AP, De Krom M: Mood effects of
antiepileptic drugs. Epilepsy Behav, 2004, 5, S66–S76.

732 �����������	��� 
������ ����� ��� �������



76. Rekling JC: Neuroprotective effects of anticonvulsants in
rat hippocampal slice cultures exposed to oxygen/glu-
cose deprivation. Neurosci Lett, 2003, 335, 167–170.

77. Rigoulot MA, Koning E, Ferrandon A, Nehlig A: Neuro-
protective properties of topiramate in the lithium-pilocarpine
model of epilepsy. J Pharmacol Exp Ther, 2004, 308,
787–795.

78. Schmidt D, Elger CE: What is the evidence that oxcar-
bazepine and carbamazepine are directly different antie-
pileptic drugs? Epilepsy Behav, 2004, 5, 627–635.

79. Schwabe K, Ebert E, Loscher BW: Bilateral microinjec-
tions of vigabatrin in the central piriform cortex retard
amygdala kindling in rats. Neuroscience, 2004, 129,
425–429.

80. Sobieszek G, Borowicz KK, Kimber-Trojnar ¯, Ma³ek
R, Piskorska B, Czuczwar SJ: Zonisamide: a new antie-
pileptic drug. Pol J Pharmacol, 2002, 55, 683–689.

81. Shorvon S: Oxcarbazepine: a review. Seizure, 2000, 9,
75–79.

82. Sills GJ, Butler E, Thompson GG, Brodie MJ: Pharma-
codynamic interaction studies with topiramate in the
pentylenetetrazol and maximal electroshock seizure
models. Seizure, 2004, 13, 287–295.

83. Stein U: Potential antiepileptic drugs: losigamone. In:
Antiepileptic Drugs. Ed. Levy RH, Mattson RH, Mel-
drum BS, Raven Press, New York, 1995, 1025–1034.

84. Œwi¹der M, Borowicz KK, Porêbiak J, Kleinrok Z,
Czuczwar SJ: Influence of agents affecting voltage-
dependent calcium channels and dantrolene on the anti-
convulsant action of the AMPA/kainate receptor antago-
nist LY 300164 in mice. Eur Neuropsychopharmacol,
2002, 12, 311–319.

85. Œwi¹der M, Kotowski J, G¹sior M, Kleinrok Z, Czuczwar
SJ: Interaction of topiramate with conventional antiepi-
leptic drugs in mice. Eur J Pharmacol, 2000, 399, 35–41.

86. Œwi¹der M, KuŸniar H, Kleinrok Z, Czuczwar SJ: Influ-
ence of LY 300164, an AMPA/kainate receptor antago-
nist upon the anticonvulsant action of antiepileptic drugs
against aminophylline-induced seizures in mice.
Pol J Pharmacol, 2003, 55, 103–107.

87. Œwi¹der M, £uszczki J, Wielosz M, Czuczwar SJ: Influ-
ence of vigabatrin, a novel antiepileptic drug, on the anti-
convulsant activity of conventional antiepileptics in
pentetrazole-induced seizures in mice. Pol J Pharmacol,
2003, 55, 363–370.

88. Trojnar MK, Ma³ek R, Chroœciñska M, Nowak S,
B³aszczyk B, Czuczwar SJ: Neuroprotective effects of
antiepileptic drugs. Pol J Pharmacol, 2002, 54, 557–566.

89. Turnheim K: Drug interactions with antiepileptic agents.
Wien Klin Wochenschr, 2004, 116, 112–118.

90. Van Parys JA, Meinardi H: Survey of 260 epileptic pa-
tients treated with oxcarbazepine (Trileptal) on a named
patient basis. Epilepsy Res, 1994, 19, 79–85.

91. Vilagi I, Takacs J, Gulyas-Kovacs A, Banczerowski-Pelyhe
I, Tarnawa I: Protective effect of the antiepileptic drug
candidate talampanel against AMPA-induced striatal
neurotoxicity in neonatal rats. Brain Res Bull, 2002, 59,
35–40.

92. Wagner GL, Wilms EB, Van Donselaar CA, Vecht ChJ:
Levetiracetam: preliminary experience in patients with
primary brain tumors. Seizure, 2003, 12, 585–586.

��������	

����� 1�  !!&6 �� ������ 	���* ��������� 7#�  !!&(

�����������	��� 
������ ����� ��� ������� 733

Neuroprotective activity and efficacy of novel and potential antiepileptic drugs
�������� �	
��� �	 ���


	683	OBITUARY Œ Professor Alfons Chodera Ph.D., M.D.
	685	REVIEW Œ The serotonergic system and its role in cocaine addiction.
	Ma³gorzata Filip, Ma³gorzata Frankowska, Magdalena Zaniewska, Anna Go³da, Edmund Przegaliñski


	701	REVIEW Œ Short review on dopamine agonists: insight into clinical and research studies relevant to Parkinson™s disease.
	Khaled Radad, Gabriele Gille, Wolf-Dieter Rausch

	713	REVIEW Œ Zinc and depression. An update.
	Gabriel Nowak, Bernadeta Szewczyk, Andrzej Pilc

	719	REVIEW Œ Profile of anticonvulsant activity and neuroprotective effects of novel and potential antiepileptic drugs Œ an update.
	Karolina Stêpieñ, Micha³ Tomaszewski, Stanis³aw J. Czuczwar

	734	Anxiolytic action of group II and III metabotropic glutamate receptors agonists involves neuropeptide Y in the amygdala.
	Joanna M. Wieroñska, Bernadeta Szewczyk, Agnieszka Pa³ucha, Piotr Brañski, Barbara Ziêba, Maria „mia³owska

	744	Role of opioidergic mechanisms and GABA uptake inhibition in the heroin-induced discriminative stimulus effects in rats.
	Wojciech Solecki, Tomasz Krówka, Ma³gorzata Filip, Ryszard Przew³ocki

	755	Naloxone precipitates nicotine abstinence syndrome and attenuates nicotine-induced antinociception in mice.
	Gra¿yna Bia³a, Barbara Budzyñska, Marta Kruk

	761	Association studies of 5-HT2A and 5-HT2C serotonin receptor gene polymorphisms with prophylactic lithium response in bipolar patients.
	Monika Dmitrzak-Wêglarz, Janusz K. Rybakowski, Aleksandra Suwalska, Agnieszka S³opieñ, Piotr M. Czerski, Anna Leszczyñska-Rodziewicz, Joanna Hauser

	766	Effects of some new antidepressant drugs on the glucocorticoid receptor-mediated gene transcription in fibroblast cells.
	Matylda Augustyn, Magdalena Otczyk, Bogus³awa Budziszewska, Grzegorz Jag³a, Wojciech Nowak, Agnieszka Basta-Kaim, Lucylla Jaworska-Feil, Marta Kubera, Magdalena Tetich, Monika Leœkiewicz, W³adys³aw Lasoñ

	774	Effect of short- and long-term treatment with antidepressant drugs on the activity of rat CYP2A in the liver.
	Anna Haduch, Jacek Wójcikowski, W³adys³awa A. Daniel

	782	How significant is the difference between drug doses influencing the threshold for electroconvulsions?
	Jarogniew J. £uszczki, Stanis³aw J. Czuczwar

	787	2-Chloro-N6-cyclopentyladenosine enhances the anticonvulsant action of carbamazepine in the mouse maximal electroshock-induced seizure model.
	Jarogniew J. £uszczki, Maria Kozicka, Mariusz J. „wi¹der, Stanis³aw  J. Czuczwar

	795	Non-competitive metabotropic glutamate subtype 5 receptor antagonist (SIB-1893) decreases body temperature in rats.
	Jarogniew J. £uszczki, Kinga K. Borowicz, Stanis³aw J. Czuczwar

	802	Analgesic and anti-inflammatory activity of stereoisomers of carane derivatives in rodent tests.
	Tadeusz Librowski

	811	Effects of lactoferrin on the immune response modified by the immobilization stress.
	Micha³ Zimecki, Jolanta Artym, Grzegorz Chodaczek, Maja Kociêba, Marian Kruzel

	818	Microarray analysis of altered gene expression in diallyl trisulfide-treated HepG2 cells.
	Zhe Zhou, Hong-Ling Tan,  Bing-Xin Xu, Zeng-Chun Ma, Yue Gao, Sheng-Qi Wang

	824	Isolated rat inferior mesenteric artery response to adenosine: possible participation of Na+/K+-ATPase and potassium channels.
	Miroslav Radenkoviæ, Leposava Grboviæ, Srðan Peıiæ, Dragica Stojiæ

	833	Effect of two non-steroidal anti-inflammatory drugs, aspirin and nimesulide on the D-glucose transport and disaccharide hydrolases in the intestinal brush border membrane.
	Sankar N. Sanyal, Naveen Kaushal

	SHORT COMMUNICATIONS
	840	Combined treatment with imipramine and metyrapone induces hippocampal and cortical brain-derived neurotrophic factor gene expression in rats.
	Zofia Rogó¿, Beata Legutko


	845	Purvalanol A, inhibitor of cyclin-dependent kinases attenuates proliferation of cells in the dentate gyrus of the adult rat hippocampus.
	Marzena Maækowiak, Wac³aw Kolasiewicz, Katarzyna Markowicz-Kula, Krzysztof Wêdzony

	850	Lack of effect of some dopamine and non-dopamine receptor ligands on amphetamine-induced changes in the rat brain neuropeptide Y system.
	Ewa Obuchowicz, Zbigniew S. Herman

	856	Lack of the antianxiety-like effect of (S)-3,4-DCPG, an mGlu8 receptor agonist, after central administration 
in rats.
	Katarzyna Stachowicz, Kinga K³ak, Andrzej Pilc, Ewa Chojnacka-Wójcik

	861	Application of magnetic resonance diffusion anisotropy imaging for the assessment neuroprotecting effects of MPEP, a selective mGluR5 antagonist, on the rat spinal cord injury in vivo.
	Tomasz Banasik, Andrzej Jasiñski,, Andrzej Pilc, Katarzyna Majcher, Pawe³ Brzegowy

	867	Direct effects of neuroleptics on the activity of CYP2A in the liver of rats.
	Anna Haduch, Jacek Wójcikowski, W³adys³awa A. Daniel

	872	Interactions between neuroleptics and CYP2C6 in rat liver Œ in vitro and ex vivo study.
	Anna Haduch, Tomasz Ogórka, Jan Boksa, W³adys³awa A. Daniel

	878	Plasma concentrations of adhesion molecules and chemokines in patients with essential hypertension.
	Andrzej Madej, Bogus³aw Okopieñ, Jan Kowalski, Maciej Haberka, Zbigniew S. Herman

	882	Multi-drug transporter MDR1 gene polymorphism and prognosis in adult acute lymphoblastic leukemia.
	Krzysztof Jamroziak, Ewa Balcerczak, Barbara Cebula, Monika Kowalczyk, Mariusz Panczyk, Agnieszka Janus, Piotr Smolewski, Marek Mirowski, Tadeusz Robak

	889	Study on organic nitrates, part VIII. Pharmacological activity and nitric oxide generation capacity of nitrate derivatives of piperazine.
	Lucyna Korzycka, Dorota Górska

	896	Effect of 4-hydroxyandrost-4-ene-3,17-dione (formestane) on the bile secretion and metabolism of 4-14C-cholesterol to bile acids.
	Bogus³aw Czerny, Maria Teister, Zygmunt Juzyszyn, Andrzej Modrzejewski, Andrzej Pawlik
	901	Note to Contributors


	content
	cont
	contents_3'2005

