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Abstract:

Background: Topiramate, a new generation antiepileptic agent with a complex mechanism of action, has a broad pharmacological

profile which includes a neuroprotective effect. It has been proven to be efficacious in treating alcohol dependence through a previ-

ously confirmed association with memory processes.

Methods: Topiramate was administered in single doses of 120 and 40 mg/kg and multiple doses of 60 mg/kg for 12 days. Its influ-

ence on the spatial memory of rats was evaluated using the Morris water maze test. The time needed to localize the platform, the

distance travelled and time spent in the platform zone were recorded.

Results: Single doses of topiramate induce deterioration of spatial memory, with high doses having more pronounced and longer

lasting effects. Multiple administration of a medial dose does not significantly affect the learning process.

Conclusions: The influence of topiramate on the hippocampus-related memory processes may play a key role in its “anti-alcohol” effect.
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Introduction

Topiramate is a new generation antiepileptic agent with

a complex mechanism of action: it blocks plasmalem-

mal sodium channels [30], enhances GABA-ergic

transmission [33] and blocks kainate receptors [9], L-

type calcium channels and mediator release [35], as

well as stimulating potassium channels [11]. Addition-

ally, it blocks carbonic anhydrase isoform II and IV, al-

though to a lesser degree than acetazolamide [27].

Topiramate has proven efficacy against focal, gen-

eralized and secondly generalized seizures [8]. Its

complex mode of action has encouraged research into

new applications other than those associated with epi-

lepsy. Topiramate has been found to be effective in

the treatment of neuropathic pain syndrome [24], hy-

perkinetic movement disorders [28], bipolar affective

disorder [32] and other psychiatric conditions such as

schizophrenia [31], borderline personality disorder

[20] or binge eating disorder [34]. It has been demon-

strated that topiramate facilitates the decay of mem-

ory traces, which justifies its application in post trau-

matic stress disorder [2]. It is also used in the treat-

ment of migraine [7] and cluster headaches [12].

It is worth mentioning that topiramate has neuropro-

tective properties, which have been proven on various

animal models of ischemic hypoxia [19], neuronal le-

sion, status epilepticus [17], hyperthermic seizures [25]

or excitotoxicity [26]. The neuroprotective effect was

found to be dose-dependent in the majority of studies.

Topiramate also has demonstrated protective prop-

erties in neuronal cell cultures. It has been noted that

it stimulates neurite outgrowth in primary rat cortical

and hippocampal cell cultures in a dose-dependent

fashion [29].
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Recently, it has been found that topiramate decreases

alcohol and nicotine craving in addicted individuals [3].

Administration of topiramate was found to reduce the

amount of alcohol consumed by patients and the prob-

ability of returning to dependency after completion of

therapy, as well as lower the number of heavy drinking

days during 14-week therapy [15]. Moreover, in a ran-

domized controlled trial, topiramate significantly de-

creased obsessional thoughts and compulsions about us-

ing alcohol, increased subjects’ psychosocial well-being,

and improved some aspects of quality of life, thereby di-

minishing the risk of relapse and longer-term negative

outcomes [14]. Topiramate has also been proven to be

more effective than naltrexon, an opioid receptor an-

tagonist commonly used in the therapy of alcohol addic-

tion [5]. Furthermore, therapy with topiramate can be

initiated whilst the individual is still drinking, making

topiramate suitable for treatment of most alcohol de-

pendency cases [13].

However, the precise mechanism of this action has not

yet been elucidated. It is suggested that it can be related to

hippocampus-dependent memory processes, whose con-

tribution to the pathogenesis of addiction is currently be-

ing emphasized. A study on the rat model of alcoholism

revealed that topiramate reduces the amount of alcohol

consumed, and its efficacy may depend on genetic predis-

positions but not on the level of drinking [6].

Earlier pharmaco-EEG studies have demonstrated

that topiramate alters the EEG patterns of the hippo-

campi of rabbits treated with an acute dose of ethanol.

No similar effect was observed in any other examined

brain structures, which may indicate that the hippo-

campus enjoys some protection against the toxic ef-

fects of alcohol [23].

The aim of this work was to evaluate the effect of

acute and multiple topiramate administration on the

hippocampus-dependent spatial memory of rats. The

results may broaden knowledge about the contribu-

tion of memory processes to the pathogenesis of alco-

hol dependence.

Materials and Methods

Animals

Male Wistar rats weighing 320–360 g were used at

3 months of age. The animals were housed in groups

of 3 in plastic cages with free access to water and

standard chow. The room was air conditioned and

a 12 h light/dark cycle was maintained: lights on at

8:00 a.m. Experiments were carried out between

9:00 a.m. and 3:00 p.m.

All procedures were approved by the Local Ethics

Committee of the Medical University of Lodz (77/£B-

587/2011).

Drug

To study the acute influence of topiramate on spatial

memory, the animals received 0.2 ml/kg of drug sus-

pension in a single dose of 40 mg/kg or 120 mg/kg

orally, 30 min before the first trial each day. To study

the effect after prolonged administration, rats received

0.2 ml/kg of drug suspension at a dose of 60 mg/kg

orally. The drug was administered each day for the

consecutive 12 days before the start of the experiment

and on days 1, 2, 3 and 4 of the experiment after com-

pletion of the final trial for the day.

Topiramate suspension was obtained by triturating

Topamax (Janssen-Cilag International N.V.) tablets

with a 1% aqueous solution of methylcellulose.

The animals in the control group received 0.2 ml/

kg of 1% aqueous solution of methylcellulose.

EXPERIMENT

Apparatus

The influence of topiramate on the spatial memory of

rats was examined using the Morris water maze

(ANY-maze, USA), which consists of a circular pool

filled with water (diameter 180 cm, walls 50 cm high,

water level 30 cm, water temperature 21°C). The pool

was virtually divided into four sections, named N, S,

W and E. During the experiment, a transparent circu-

lar Plexiglas platform was used, which was 8 cm in

diameter and invisible to the animals. It was placed in

the center of one quadrant, submerged 2 cm beneath

the surface of water. The pool was placed in a room

furnished with several extra-maze cues.

Experiments were captured on a camera placed

above the pool. Rat position, movement and entrance

to the platform was detected using ANY-maze soft-

ware (ANY-maze, USA).
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PROCEDURE

Acute effect

During the first three days of the experiment, rats

were pretrained in order to learn the mechanism of the

experiment. The platform was placed in the center of

the S quadrant and remained there for three days.

Each animal was put in a pool and allowed to swim

for 90 s. If it managed to find the platform, it was al-

lowed to stay on it for 15 s and observe the room.

Subsequently, the rat was transferred to a cage and

dried out with paper towel. After 60 s rest, the experi-

ment was repeated a total of three more times. At the

beginning of each trial, the animal was placed in

a pool in a different quadrant, facing the wall. If the

animal didn’t manage to find the platform, it was

placed there manually by the experimenter for 15 s

and then the same procedure was followed as if the rat

had found the platform itself.

After 3 days of pretraining, the retention test was

performed. In the retention test, the animals were

placed in the pool without the platform and allowed to

swim for 90 s. During this stage of the experiment, the

time spent by rats in the zone where the platform had

been located previously was measured. An inability to

locate the platform in the memorized spot caused the

animals to search for it along the length of the entire

pool in the following stages.

On the fifth day of the experiment, the rats were di-

vided into 2 groups of 6 animals each. Rats from the

first group received topiramate suspension 30 min be-

fore the start of the first trial. The remaining 6 rats

were used as a control group, receiving only the vehi-

cle solution 30 min before the start of first trial. The

platform was moved to the W quadrant and remained

there until the end of the experiment. The following

steps were identical to days 1–3.

Prolonged effect

To evaluate the prolonged effects of topiramate treat-

ment, 12 rats which previously had been used in the in-

vestigation of the acute effect of one dose were used

after a 1-month break. Since they had been already pre-

trained, and because of the prolonged administration of

topiramate, no additional pretraining was conducted.

The platform was placed in the N quadrant and re-

mained there until the end of experiment, which lasted

for 5 consecutive days. On days 1, 2, 3 and 4, topira-

mate was administered after completion of all trials,

while on the fifth day no drug was administered. The

remainder of the experimental procedure was identical

to that described in the study of acute effect.

Data analysis

Statistical evaluation was performed using Student’s

t-test. Data are presented as the mean ± standard de-

viation; p values < 0.05 were considered significant.

Results

Effect of acute 120 mg/kg topiramate

administration on the spatial memory of rats

in the Morris water maze test

A single dose of 120 mg/kg topiramate increased the

time needed to find the platform (Fig. 1, Tab. 1). Statis-

tically significant differences between the control and
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Tab. 1. Effects of acute 120mg/kg topiramate administration on the performance of rats in theMorris water maze test. Values are themean ± SD

Drug group Training 1 Training 2 Training 3 Test  1 Test  2 Test  3 Test  4

Time (s) 38.67 ± 32.72 31.70 ± 31.83 15.43 ± 17.78 58.63 ± 34.95 43.30 ± 32.37 31.97 ± 31.16 29.33 ± 26.37

Distance (m) 10.98 ± 9.41 9.50 ± 8.69 4.19 ± 5.18 16.16 ± 9.67 15.09 ± 14.28 8.95 ± 9.40 8.19 ± 7.25

Time in a zone (%) 28 ± 25 26 ± 16 30 ± 21 25 ± 12 24 ± 10 28 ± 14 36 ± 16

Control group Training 1 Training 2 Training 3 Test  1 Test  2 Test  3 Test  4

Time (s) 48.60 ± 35.09 26.65 ± 27.78 20.78 ± 21.52 31.17 ± 32.80 15.37 ± 20.48 11.95 ± 12.95 10.11 ± 10.54

Distance (m) 11.52 ± 10.77 6.54 ± 6.15 6.56 ± 9.22 8.82 ± 7.82 8.82 ± 4.38 3.27 ± 3.58 2.66 ± 2.41

Time in a zone (%) 24 ± 17 35 ± 21 37 ± 20 29 ± 20 35 ± 17 38 ± 17 39 ± 19
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Fig. 2. Effect of acute administration of
120 mg/kg topiramate on the distance
travelled by rats in order to localize the
platform. a Statistically significant dif-
ference between topiramate and con-
trol group on that day. p < 0.05, Stu-
dent�s t-test. b Statistically significant
difference between particular test day
and test day 1 (reference). p < 0.05,
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Fig. 1. Effect of acute administration of
120 mg/kg topiramate on the time
needed to localize the platform. a Sta-
tistically significant difference between
topiramate and control group on that
day. p < 0.05, Student�s t-test. b Statisti-
cally significant difference between
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Fig. 3. Effect of acute administration of
120 mg/kg topiramate on the time
spent in the zone with platform. a Statis-
tically significant difference between
topiramate and control group on that
day. p < 0.05, Student�s t-test. b Statisti-
cally significant difference between
particular test day and test day 1 (refer-
ence). p < 0.05, Student�s t-test. c Sta-
tistically significant difference between
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the drug groups were observed on all test days. In ad-

dition, statistically significant differences were ob-

served between test day 1 and the remaining test days

(2, 3 and 4) in the control group, and between test day

1 and days 3 and 4 in the drug group. A single dose of

120 mg/kg topiramate also increased the distance

traveled in order to localize the platform (Fig. 2, Tab.

1). Statistically significant differences in distance

travelled between the control and the drug groups

were observed on all test days. A significant decrease

in relation to test day 1 was observed on test days 2, 3

and 4 in the control group and on test day 3 and 4 in

the drug group. Rats from the topiramate group spent

significantly less time in the zone with the platform

on test days 2 and 3 (Fig. 3, Tab. 1), comparing to

control group, while an upward trend in the percent-

age of time spent in the proximity of the platform was

observed in both groups. Only test day 4 was found

to be significantly different from test day 1 for both

groups.

During the training phase, rats reached the platform

faster and traveled a shorter distance each consecutive

day. The length of time spent in the proper zone was

seen to increase as the training period went on.

The effect of acute 40 mg/kg topiramate on

the spatial memory of rats in the Morris water

maze test

The rats administered with a single 40 mg/kg dose of

topiramate were seen to require more time to localize

the platform on all test days than the control animals

(Fig. 4, Tab. 2). In the drug group, escape latency de-

creased significantly on day 2 and remained at a simi-

lar level on days 3 and 4. In the control group, a sig-

nificant decrease was observed on days 3 and 4 in re-

lation to day 1. Similarly, a single dose of 40 mg/kg

topiramate significantly increased the distance trav-

eled by rats in relation to the control group on all test

days (Fig. 5, Tab. 2). In the control group, the dis-

tances observed on the test days 3 and 4 were much

shorter than those seen on test day 1, however, such

a decrease was not observed in the topiramate group.

Rats given a single administration of 40 mg/kg topira-

mate spent less time in the zone with the platform in

relation to control animals, but these differences were

not statistically significant (Fig. 6, Tab. 2). Signifi-

cantly longer journeys were observed on day 4 in the

drug group, and on days 2, 3 and 4 in the control

group, compared to day 1.

During the training stage, the time needed to find

the platform was significantly shorter on days 2 and 3

than on day 1. A significant reduction of the distance

traveled was observed on day 3 in relation to day 1.

The time spent in the proper zone gradually increased

on each consecutive day during the training stage.

The effect of prolonged 60 mg/kg topiramate

administration on the spatial memory of rats

in the Morris water maze test

Prolonged administration of 60 mg/kg topiramate did

not significantly alter the time needed to localize the

platform in relation to the control group (Fig. 7, Tab.

3); a significant difference was only observed on test

day 2. Both groups demonstrated a significant reduc-

tion of time during the test in relation to day 1, start-

ing on day 2 and remaining until the end of the test.

Topiramate administered in multiple 60 mg/kg doses

did not cause any significant change in the distance

traveled in order to find the platform in relation to

control group (Fig. 8, Tab. 3), a significant difference
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Tab. 2. Effects of acute 40mg/kg topiramate administration on the performance of rats in the Morris water maze test. Values are the mean ± SD

Drug group Training 1 Training 2 Training 3 Test  1 Test  2 Test  3 Test  4

Time (s) 81.22 ± 22.37 55.71 ± 36.96 27.75 ± 30.38 54.85 ± 35.08 40.26 ± 32.99 43.72 ± 32.25 39.83 ± 31.20

Distance (m) 16.76 ± 6.79 17.21 ± 16.59 6.90 ± 7.32 14.31 ± 9.08 11.26 ± 10.32 11.63 ± 8.36 11.33 ± 9.01

Time in a zone (%) 20 ± 10 28 ± 13 30 ± 23 23 ± 8 25 ± 12 27 ± 11 30 ± 11

Control group Training 1 Training 2 Training 3 Test  1 Test  2 Test  3 Test  4

Time (s) 81.22 ± 21.09 47.82 ± 32.13 38.21 ± 30.80 30.13 ± 25.04 20.91 ± 19.48 13.99 ± 13.46 13.55 ± 13.24

Distance (m) 17.50 ± 7.46 13.15 ± 9.50 8.91 ± 7.32 7.70 ± 8.14 5.20 ± 5.02 3.11 ± 2.76 3.12 ± 2.56

Time in a zone (%) 21 ± 8 25 ± 18 31 ± 19 25 ± 15 32 ± 14 37 ± 25 39 ± 17



Pharmacological Reports, 2013, 65, 1152�1162 1157

The effect of topiramate on memory in rats
Bogus³awa Pietrzak et al.

a

a a

c c

a

bb

0

5

10

15

20

25

30

35

40

Training

day 1

Training

day 2

Training

day 3

Test day

1

Test day

2

Test day

3

Test day

4

M
e

a
n

d
is

ta
n

ce
tr

a
v

e
ll

e
d

[m
]

Topiramate Control

Fig. 5. Effect of acute administration of
40 mg/kg topiramate on the distance
travelled by rats in order to localize the
platform. a Statistically significant differ-
ence between topiramate and control
group on that day. p < 0.05, Student�s
t-test. b Statistically significant differ-
ence between particular test day and
test day 1 (reference). p < 0.05, Stu-
dent�s t-test. c Statistically significant
difference between particular training
day and training day 1 (reference). p <
0.05, Student�s t-test

c

c

b

c
b

b

b

0%

10%

20%

30%

40%

50%

60%

70%

Training

day 1

Training

day 2

Training

day 3

Test day

1

Test day

2

Test day

3

Test day

4

T
im

e
sp

e
n

t
in

q
u

a
d

ra
n

t
w

it
h

p
la

tf
o

rm
[%

to
ta

l]

Topiramate Control
Fig. 6. Effect of acute administration of
40 mg/kg topiramate on the time spent
in the zone with platform. b Statistically
significant difference between particu-
lar test day and test day 1 (reference).
p < 0.05, Student�s t-test. c Statistically
significant difference between particu-
lar training day and training day 1 (ref-
erence). p < 0.05, Student�s t-test

a a

b a

c
c

c

a

b

bb

c

0

20

40

60

80

100

120

Training

day 1

Training

day 2

Training

day 3

Test day

1

Test day

2

Test day

3

Test day

4

M
e

a
n

e
sc

a
p

e
la

te
n

ci
e

s
[s

]

Topiramate Control

Fig. 4. Effect of acute administration of
40 mg/kg topiramate on the time
needed to localize the platform. a Sta-
tistically significant difference between
topiramate and control group on that
day. p < 0.05, Student�s t-test. b Statisti-
cally significant difference between
particular test day and test day 1 (refer-
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only being observed on test day 2. Significant differ-

ences in relation to test day 1 were observed, starting

on day 2 and remaining until the end of the test, with

the exception of the topiramate group on day 2. Topi-

ramate administered in multiple 60 mg/kg doses did

not cause significant differences in time spent in the

zone with the platform in relation to the control group

(Fig. 9, Tab. 3). In relation to test day 1, no significant

increase of time spent in the platform zone was ob-

served in either group.

Discussion

The pharmacological properties of topiramate have

drawn widespread interest from the academic com-

munity and have been the subjects of numerous ex-

perimental and clinical studies. Not only is topiramate

regarded as one of the most efficient antiepileptic

drugs, a body of evidence also exists of its beneficial

effects in many disorders caused by disturbances of

neuronal transmission, particularly those associated

with glutaminergic and GABA-ergic pathways.

The proven efficacy of topiramate in the treatment

of alcohol dependence is of significant clinical impor-

tance. So far, although the precise mechanism of this

action has not been elucidated, it seems that its influ-

ence on memory processes may be a major factor.

Neuropsychological examinations of patients taking

topiramate showed one of its side effects to be impair-

ment of work memory, especially at the beginning of

treatment [22]. However, as these symptoms are gener-

ally of modest intensity, patients usually willing to tol-

erate them during the course of topiramate therapy be-

cause of its effectiveness in preventing seizures [18].
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Tab. 3.Effects of prolonged 60mg/kg topiramate administration on the performance of rats in theMorris watermaze test. Values are themean±SD

Drug group Test 1 Test 2 Test 3 Test 4 Test 5

Time (s) 42.92 ± 37.31 16.95 ± 11.69 6.67 ± 4.99 7.20 ± 6.88 8.25 ± 7.36

Distance (m) 7.55 ± 7.39 5.07 ± 5.28 2.13 ± 1.49 2.04 ± 1.73 2.12 ± 2.08

Time in a zone (%) 40 ± 20 39 ± 16 40 ± 23 49 ± 24 44 ± 24

Control group Test 1 Test 2 Test 3 Test 4 Test 5

Time (s) 33.51 ± 28.39 7.77 ± 4.60 9.57 ± 6.52 8.80 ± 5.32 11.14 ± 10.45

Distance (m) 7.63 ± 7.43 2.12 ± 1.47 2.75 ± 1.69 2.50 ± 1.80 2.83 ± 4.17

Time in a zone (%) 44 ± 22 35 ± 22 45 ± 17 53 ± 21 46 ± 18



In a study based on a verbal memory test, topira-

mate was found to cause a more pronounced deterio-

ration of cognitive functions than valproic acid. How-

ever, the authors suggest that this was an acute effect

of too rapid an administration of a high dose of the

substance, which can be avoided by gradually increas-

ing the dose [1].

Cognitive functions were also examined in a group

of patients with drug-resistant epilepsy by comparing

evaluations performed before the start of therapy and

after 6 months of treatment with high doses of topira-

mate. A deterioration of semantic verbal fluency, ver-

bal learning, work memory and visuomotor skills was

seen during the course of therapy [4].

Although impairment of GABA-ergic transmission

is considered an important element in the mechanism

of cognitive disorders, some ambiguous data still ex-

ist: for example, cognitive functions were observed to

improve in patients taking low maintenance doses of

topiramate [10]. These results support the need for

further study concerning the influence of topiramate

on cognitive processes, which will allow therapy to be

optimized and for the neuroprotective properties of

low doses to be utilized.

The aim of this work was to evaluate the influence

of topiramate on the memory of rats after acute and

prolonged administration. The Morris water maze was

employed in experiments as a basic assay of spatial

memory and associated learning ability, because of its

suitability to assess memory functions dependent on

the hippocampus, which is a structure involved in the

development of dependence. The hippocampus plays
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Fig. 9. Effect of prolonged administra-
tion of 60 mg/kg topiramate on the time
spent in the zone with platform

Fig. 8. Effect of prolonged administra-
tion of 60 mg/kg topiramate on the dis-
tance travelled by rats in order to local-
ize the platform. a Statistically signifi-
cant difference between topiramate
and control group on that day. p <
0.05, Student�s t-test. b Statistically sig-
nificant difference between particular
test day and test day 1 (reference). p <
0.05, Student�s t-test



a crucial role in the mechanism of positive reinforce-

ment, which strengthens the reaction and increases

the likelihood that certain behavior will occur again in

order to receive a stimulus. Animals with a damaged

hippocampus are more sensitive to stimuli, and make

greater efforts to contact positive stimuli [21].

Based on the literature, two single doses consid-

ered low and high were selected, as well as a multi-

ply-administered medial dose. Measurements of the

time needed to localize the platform, distance traveled

in order to escape and time spent in a quadrant con-

taining the platform were recorded.

Before the treatment, the animals were pretrained

in order to evaluate their ability to learn and to allow

the further selection of two groups (control and topi-

ramate) with similar baseline learning abilities. All

animals were able to learn the location of the platform

and the layout of the room, which resulted in a reduc-

tion of both the time needed to find the platform and

the distance traveled on each consecutive day, as well

as an additional increase of time spent in the zone

with the platform. The rate of learning was different

for each rat, producing a clear spread of results. How-

ever, statistical analysis identified significant differ-

ences between consecutive days, and no difference

was observed between the two groups of animals dur-

ing the training schedule. Subsequently, after a break

of a few days and erasure of memory traces, the rats

were used in a similar experiment, preceded by drug

administration.

A high, acute dose of topiramate significantly in-

creased both the time needed to localize the platform

and the distance traveled to get there, while it reduced

the time spent in the proper zone. The obtained results

indicate that a single high dose of topiramate has an in-

hibitory effect on the spatial memory of the rats. This

effect gradually wears off on following days, however,

a significant level of hippocampus-dependent spatial

memory deterioration is retained, which correlates with

clinical observations indicating temporary side effects

in humans [18]. Furthermore, other authors suggest

that reduced cognitive function is caused by exces-

sively rapid administration of a high dose of topira-

mate, which can be avoided by increasing the dose

gradually [1]. A lower dose produced similar effect, but

one that lasted for a shorter time.

Topiramate is usually given at low or medium

doses in long-term therapy, which fits the experimen-

tal model of multiple administration. In the present

study, topiramate (60 mg/kg) administered for 14 days

did not enhance the time spent in search of the plat-

form nor the distance travelled. A significant im-

provement of parameters was observed during the

experiment, and this improvement was maintained

until the end, which suggests that multiply adminis-

tered topiramate has no adverse effects on

hippocampus-dependent memory processes. How-

ever, the share of time spent in the zone with the plat-

form was observed to be significantly longer on the

fourth day.

Amanat and Akuchekian [2] emphasize the benefi-

cial aspect of the effect of topiramate on attenuating

memory traces in clinical studies, which is of great

importance in various psychological disorders.

Based on the results of the present study, which are

consistent with clinical reports, it can be assumed that

the effectiveness of topiramate in the management of

alcohol dependence can be related to its impact on

hippocampus-dependent memory processes.

Topiramate affects also the functions of the hypo-

thalamus – a structure which plays a key role in the

regulation of appetite and energy expenditure. Both

a reduction of body mass observed in patients taking

topiramate and changes in the adipose tissue distribu-

tion seen in obese individuals prompted the use of

topiramate in the treatment of eating disorders [16].

However, the precise mechanism of this aspect of

topiramate activity has not been fully elucidated. It is

thought that the loss of body weight does not result

from the increase of resting metabolic rate, but is pos-

sibly the effect of reduced appetite. This pharmacol-

ogical property of topiramate may be also of signifi-

cance in reducing the alcohol craving and intake by

addicted individuals. The neuroprotective effect of

topiramate, which has been confirmed in many clini-

cal and experimental studies, cannot be ruled out.

Although it is hard to unambiguously indicate the

key element of the “anti-alcohol” activity of topira-

mate, the results obtained in the present study offer

further support to the thesis that its influence on the

hippocampus-dependent memory is a main factor.

The authors of this paper intend to further investigate

the influence of topiramate on the development of al-

cohol dependence in rats, and on the severity of with-

drawal symptoms.
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