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The history of the psychopharmacology is, to a
great extent, the history of drugs with anticonvulsive
action. Just by mentioning barbiturates, benzodiaz-
epines, or carbamazepine and valproate, one may un-
derstand the reach and the impact of this class of com-
pounds in the treatment of the psychiatric disorders
throughout history. The reasons are diverse: the consid-
eration of epilepsy as a mental disorder during centu-
ries (what, in fact, supposed a progress on its consider-
ation as states of demonic possession or witchcraft), the
sedative action of many of them (when Psychiatry just
aspired to tranquilize the patients), and the more recent
availability of good epilepsy animal models. All of them
have contributed to promote the investigation and the
use of this type of drugs in several indications beyond
neurology. In the last decades, the discovery of their
mood stabilizing properties has enhanced their use as
alternatives to lithium in the treatment of bipolar disor-
der, but as we will see many of them have not demon-
strated a comparable effectiveness to lithium, and in
many cases not even superior to placebo. In addition to
the mood stabilizing properties of some of them, favor-
able effects have been described on impulsivity, aggres-
sive behavior, anxiety, eating disorders, and addictions.
For this reason their utility is greater in bipolar patients
with comorbid conditions, rather than in pure manic-
depressive patients. The psychiatric comorbid conditions
in which the mentioned properties can be from special
interest are personality disorders, eating disorders, ad-
dictions, and also atypical forms of bipolar disorder.

Table 1 shows the historical evolution based on
the commercialization of new anticonvulsants, that not
always agrees with the chronology of synthesis of the
compound. For example, oxcarbazepine has been com-
mercialized in several countries since a few years, al-
though it was synthesized in the Seventies.

Lamotrigine was the third antiepileptic of new gen-
eration in being commercialized, after vigabatrin and
felbamate. These two drugs have not been studied as
mood-stabilizers because after their commercialization
as antiepileptics important idiosyncratic side-effects
were discovered, such as visual field problems or aplasic
anemia, that have limited their use to very special cases
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of epilepsy (for example, Lennox-Gastaut syndrome).
Lamotrigine seems to act through the inhibition of the
presynaptic liberation of glutamate, although it also
blocks sodium channels and serotonergic receptors
(5HT3) (Ketter et al. 1997). Among all third-generation
anticonvulsants, it is so far no doubt the one that has
obtained the best results in controlled trials for bipolar
disorder. Lamotrigine is, unlike second-generation
drugs, which prevent better mania than depression, es-
pecially effective in patients with predominance of de-
pressive episodes. One disadvantage is the risk of seri-
ous rash, which may rarely happen (3 by thousands),
unlike benign rash, which is quite common (10% of the
cases), and can be reduced by titrating the doses slowly
(Vieta 2003). Its potential effectiveness in rapid cyclers
has been suggested, as an add-on to the usual treatment
regimen (Calabrese et al. 1996, Fatemi et al. 1997), but
in a controlled clinical trial with placebo the data were
only positive in bipolar II patients (Calabrese et al.
2000).

The most interesting characteristic of lamotrigine
is its antidepressant mood-stabilizer profile. Indeed, the
results of a double-blind clinical trial against placebo
confirmed its effectiveness at a dose between 50 and
200 mg/day in bipolar depression (Calabrese et al. 1999),
although the improvement in the Hamilton depression
scale, that was the primary variable of efficacy, was not
significant. Another study suggested that lamotrigine
would be particularly indicated in depressed bipolar 11
patients (Vieta et al. 2003a). However, lamotrigine does
not seem to have strong antimanic properties, since two
placebo-controlled double blind trials have been nega-
tive in acute mania (Bowden and Karren 2002). The
risk of switch from depression to mania, nevertheless,
is not superior to the one of placebo. As mentioned, the
real strength of lamotrigine is in the long-term treat-
ment. Lamotrigine has excellent studies in prophylaxis
of relapses in bipolar disorder. Two double-blind, ran-
domized trials compared the effectiveness of lamotrigine
versus lithium and placebo throughout 18 months. Al-
together, both trials indicated that lithium was superior
to lamotrigine and placebo in the prevention of manic
phases, and that lamotrigine was superior to lithium and
placebo in the prevention of depressive phases (Bowden
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et al. 2003, Calabrese et al. 2003a). These results con-
firm the characteristically antidepressant profile of
lamotrigine as a mood-stabilizer, unlike drugs available
until now, and suggests the possibility of combining it
with lithium to obtain more symmetrical results in the
prevention of relapses (Calabrese et al. 2003b). Further
analyses of pooled data from these two studies suggest
that lamotrigine has also some efficacy in the preven-
tion of mania (Goodwin et al. 2004). The incidence of
weight gain is low, and its tolerability profile is, gener-
ally, rather favorable, in spite of the feared and infre-
quent Syndrome of Stevens-Johnson. Benign rash, as
an isolated symptom, is generally maculo-papular and
it appears in near a 10% of the cases. The usual doses
for affective disorders range between 150 and the 225
mg/day (Fatemi et al. 1997), although can be raised up
to 500 mg/day (Dichter and Brodie 1996), but to reduce
to the incidence and the inherent risks of rash, a slow
titration of the dose when initiating the treatment be-
comes crucial (Vieta 2003) Treatment should be started
without surpassing the 25 mg per week of increase,
and stopping the drug to the first indication of serious
skin reaction. The combination of lithium and
lamotrigine seems safe and could be useful in refrac-
tory bipolar depressions (Freeman and Stoll 1998), and
the combination with valproate or carbamazepine is
also possible, although it has more risks of interac-
tions (Calabrese et al. 2003b), thus requiring different
titration speeds.

Gabapentin was synthesized as an analog of the
gamma-aminobutiric acid (GABA), which is the main
inhibiting neurotransmitter of the central nervous sys-
tem. It was tried to obtain a clean, almost physiological
compound, with a gabergic action and profile that would
provide antiepileptic, anxyolitic and analgesic proper-
ties. It was one of the first third-generation anti-
convulsants to be studied in bipolar disorder, and like
almost them all, it was firstly evaluated in the treatment
of mania. Although it has a good tolerability and inter-
actions profile, the doses that presumably could be ef-
fective for acute episodes are uncertain and might turn
out to be too high to be acceptable, given its short half-
life (Dubovsky and Buzan 1997). Although open stud-
ies were mainly positive (McElroy et al. 1997, Stanton
et al. 1997, Cabras et al. 1999), two controlled trials
were negative (Frye et al. 2000, Pande et al. 2000) and
raised remarkable doubts about its effectiveness. In the
first of them (Frye et al. 2000), lamotrigine was demon-
strated superior to gabapentin. In the second, surpris-
ingly enough, placebo surpassed gabapentin in manic
patients treated with lithium (Pande et al. 2000). How-
ever, a randomized double blind trial against placebo in
social phobia was positive (Pande et al. 1999). In fact,
open studies already could not demonstrate, like in the
clinical trials, any sign of antimanic effectiveness, but a
mild antidepressant action due to, mainly, improvement
of anxious symptoms (Vieta et al. 2000, Wang et al. 2002,
Carta et al. 2003). Actually, Perugi et al. (2002) have
suggested that comorbid panic disorder and alcohol
abuse would be predictors of response to gabapentin in
bipolar patients. Therefore, gabapentin could be an in-
teresting medicine as an adjunct of other mood-stabi-
lizers in cases with great component of anxiety, which
are quite frequent (Vieta 1999a). It is particularly ad-
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equate at the present moment, at which many authors
plead for combination treatment to delay the natural
progress of the disease towards the shortening of the
periods of remission (Post et al. 1998). However, more
methodologically solid data are necessary that support
its possible utility as a mood-stabilizer, and unfortunately
the soundest studies have been carried in mania, where
it clearly has no role. There is still a chance that some of
these drugs may not work very well during acute epi-
sodes, but be useful for prophylaxis.

The history of the topiramate is very paradigmatic
of how the investigation with potentially anticonvul-
sive drugs is evolving. Topiramate was initially synthe-
sized as an antidiabetic drug. In fact, it is a sugar, a de-
rivative of the molecule of fructose. This explains many
of the peculiarities of this compound. After verifying
that its potential effectiveness in diabetes was very lim-
ited, the molecule was evaluated in several animal mod-
els for different diseases, showing anticonvulsant prop-
erties in rats. Preclinical research demonstrated that the
presumed antidiabetic was a powerful antiepileptic drug.
Topiramate has a complex mechanism of action, which
combines the selective blockade of glutamate receptors,
with a calcium-antagonist action, the inhibition of the
GABA and the inhibition of carbonic anhidrase
(Marcotte 1998). Clinically, it is supposed to combine
common therapeutic mechanisms of carbamazepine and
valproate (Marcotte 1998), yielding a strong anticon-
vulsant action (which might supposedly correlate with
the antimanic effect). An outstanding characteristic of
topiramate is that it is associated to significant reduc-
tion of body weight (Perugi et al. 2002), unlike most of
the treatments available until now for bipolar disorder.
Numerous open studies suggested that it could be an ef-
fective add-on therapy for bipolar disorder (Marcotte
1998, Gordon and Price 1999, Vieta et al. 2003b,
Chengappa et al. 1999, McElroy et al. 2000), and that it
might work as antimanic even in monotherapy (Calabrese
etal. 2001). Others, describing quite a modest effective-
ness (Vieta et al. 2001) suggested that it could rather
have prophylactic than acute efficacy (Vieta et al. 2002),
and be particularly helpful to control the weight gain of
the patients who receive adjunctive atypical antipsy-
chotics (Vieta et al. 2003c, Vieta et al. 2004). The truth is
that to date, nevertheless, no randomized placebo-con-
trolled trial has been able to demonstrate its advocated
efficacy in bipolar illness (Chengappa et al. 2001). For
this reason, its use is being focused on patients with over-
weight or comorbid conditions, such as bulimia (Hoopes
et al. 2003), binge eating (McElroy et al. 2003), as well
as in alcoholism (Johnson et al. 2003), in which already
it has demonstrated that it may be useful.

Tiagabine was synthesized looking for an action
of enhancement of the inhibiting activity of the GABA,
and works by inhibition of its reuptake. It is commer-
cialized for the treatment of some forms of resistant
epilepsy. There are little references beyond the theo-
retical scope with respect to its use on psychiatric dis-
orders, except for preliminary results of a German trial
in 8 manic patients, who did not improve (Grunze et al.
1999), and some other moderately positive clinical stud-
ies in refractory patients (Shaffer and Schaffer 1999).
Recently, a study by the Stanley Bipolar Network, indi-
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cated that tiagabine would have little or null mood-
stabilizing properties, with certain risk of induction of
seizures (Suppes et al. 2002). It, seems very unlikely,
therefore, that tiagabine ends being a treatment used in
bipolar disorder. It is probable that the enhancement of
the GABA plays a marginal role in the treatment of
mania, and for this reason antiepileptic drugs such as
phenobarbital, ethosuximide, baclofen, vigabatrin,
gabapentin, pregabalin and tiagabine seem less effec-
tive in that indication (Post and Speer 2002).

Oxcarbazepine was developed in the Seventies, in
a typical pharmacosynthesis strategy, as an improved
alternative for carbamazepine. In fact, it is a 10-keta
analog of the carbamazepine. Although its commercial-
ization is relatively recent, it is a quite old patent that
was already tried years ago in manic-depressive patients
in a few randomized open studies, and showed effec-
tiveness near 50% (Emrich et al. 1985, Cabrera et al.
1986, Kouzavkova et al. 1996). Its main interest stands
in its possible analogy with carbamazepine with respect
to the therapeutic profile, improving the tolerability and
interactions (Spina and Perugi 2004). The only side-
effect of oxcarbazepine that seems to be more frequent
than with carbamazepine is hyponatremia, which rarely
implies clinically relevant complications. Most studies
on bipolar patients used doses between 600 and 1200
mg/day. Other antiepileptics, such as carbamazepine,
phenytoin, phenobarbital and valproate may reduce
oxcarbazepine serum levels between 20 and a 40%
(Dietrich et al. 2001). For this reason, adjustments of
dose may be necessary in combined treatments. Con-
traceptives with greater dose of estrogens are also ad-
vised during oxcarbazepine therapy, as it may slightly
reduce their effectiveness. In addition to the initial stud-
ies from the 80’s, limited but recent experience with the
use of oxcarbazepine in bipolar patients exists. Series
of cases with good response have been communicated
(Dietrich et al. 2001, Ghaemi et al. 2002, Benedetti et
al. 2004) and an open study with 12 mildly manic pa-
tients reported good results with oxcarbazepine in some
patients, who worsened when interrupting the use of
the drug and returned to improve again when taking it
for second time (Hummel et al. 2002). This experience
has been replicated with another design, in which the
effectiveness of oxcarbazepine in bipolar II patients was
evaluated during an hypomanic episode (Comes et al.
2003). At the present time new controlled trials are on-
going in order to confirm the results of the initial stud-
ies, which suggested effectiveness but had several
methodologic limitations. In any case, the American
Association of Psychiatry already advises the use of
oxcarbazepine like a reasonable option in the treatment
of bipolar patients who do not respond to the established
treatments (APA 2002), but it will be necessary to wait
to the ongoing trials to confirm its possibilities in main-
tenance treatment as mood-stabilizer.

Levetiracetam is a third generation anticonvulsant
with a mechanism of action that is not well known so
far. Levetiracetam treatment seems to be associated to
depressed mood in epileptic patients, what makes it a
potential antimanic drug. There are hardly few data pub-
lished to date of its use in psychiatric disorders, except
a case of good response to 2,500 mg/day in a manic
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patient (Goldberg and Burdick 2002). Studies are being
made in the United States, Germany and Spain to ex-
plore its possibilities as mood-stabilizer. Recently, its
possible effectiveness in the prevention of drug-induced
hypomania in the elderly bipolar IT has been communi-
cated (Soria and Remedi 2002), and so its possible util-
ity in acute mania combined with haloperidol (Grunze
et al. 2003).

Pregabalin seems to have a mechanism of action
similar to gabapentin, acting on the sodium channels
and facilitating GABA inhibiting action. Although clini-
cal trials have been carried in bipolar patients, the re-
sults have not been communicated to date, and the in-
vestigation has focused more on anxiety disorders (so-
cial phobia, panic disorder, generalized anxiety disor-
der) and neuropathic pain, where it seems to have more
possibilities.

Zonisamide is an antiepileptic developed in Japan
that is already available in the United States, but has
not been commercialized in Europe yet. It counts al-
ready on one specific study in bipolar patients (Kanba
et al. 1994). This study suggested that it could be a use-
ful drug for the treatment of mania, but no further trials
have been published to verify this information. There
are doubts with respect to the linearity of its pharmaco-
kinetics (Vieta 1999b) and, therefore, of the optimal
doses in bipolar disorder. It is associated, like topiramate,
to loss of weight.

Retigabine is an anticonvulsant with a probable
GABA-agonistic action and an interesting action on the
potassium channels, which has been used effectively in
combination with other anticonvulsants in partial sei-
zures. Its use as a mood-stabilizer has not been evalu-
ated yet.

Licarbazepine is the main active metabolite of
oxcarbazepine. Hence, its mechanism of action is very
similar, and it consists on the blockade of voltage-sen-
sitive sodium channels, increased conductance of po-
tassium, and modulation of calcium channels. Controlled
trials are ongoing in order to test its safety and efficacy
in bipolar illness.

The great increase of the use of antiepileptics that
has been a constant in the history of Psychiatry, came
with the demonstration of the antimanic effectiveness
of valproate, in its bivalent form (divalproex), and its
commercialization in the United States as antimanic in
the middle of the nineties. Although carbamazepine was
already being used in Europe as a substitute of lithium
or in combination in treatment- resistant cases, the com-
mercial success of divalproex was the ultimate reason
that stimulated the evaluation of third-generation
anticonvulsants in the treatment of bipolar disorder.
Further to the promise of less side-effects and interac-
tions, minor toxicity and theratogeny, and no need of
blood monitoring, already verified in epilepsy, the new
antiepileptics were seen as candidates to replace lithium
and second-generation anticonvulsants in the treatment
of a pathology that constituted an emergent market, such
as bipolar disorder, and the back door to the huge mar-
ket of other clinically-related mental disorders.
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Table 1. The novel antiepileptics as new mood-stabilizers

Drug Efficacy Doses (mg/day) Doses (mg/day) Side Effects
Mania Depression Prophylaxis

Gabapentin - -+ ? 900-3200 Somnolence, fatigue, ataxia,
instability, dyspepsia

Lamotrigine - ++ ++ 50-400 Rash, migraine, ataxia, diplo-
pia, tremor, dispepsia, insta-
bility

Levetiracetam -/+ ? ? 1000-3000 Depression, somnolence, anxiety

Licarbazepine ? ? ? 750-2500 Dizziness, diplopia, instability,
fatigue, hyponatremia

Oxcarbazepine + ? + 600-1800 Instability, diplopia, ataxia,
migraines, weakness, rash,
Hiponatremia

Pregabalin - ? ? 150-600 Cognitive problems, Somno-
lence, instability

Retigabine ? ? ? 400-1200 Cognitive problems, asthenia,
migraine, somnolence, nausea,
tremor,

Tiagabine - ? ? 4-20 Confusion, instability, dispep-
Sy, anorexia, seizures

Topiramate - -+ -/+ 100-500 Cognitive problems Paresthe-
sia, loss of weight, instability,
ataxia, migraine, myopia,
kidney stones

Zonisamide -/+ ? ? 100-600 Somnolence, migraines, insta-
bility, ataxia, kidney stones.

Acknowledgements with gabapentin in patients with bipolar or schizoaffective

The Author wants to thank the support of the Stanley
Medical Research Institute.

References

American Psychiatric Association (2002). Practice guideline for
the treatment of patients with bipolar disorder (revision).
Am J Psychiatry 159(4 Suppl), 1-50.

Benedetti A, Lattanzi L, Pini S, Musetti L, Dell’Osso L, Cassano
GB (2004). Oxcarbazepine as add-on treatment in patients
with bipolar manic, mixed or depressive episode. J Affect
Disord 79, 1-3,273-7.

Bowden CL, Calabrese JR, Sachs G et al (2003). A placebo-
controled 18-month trial of lamotrigine and lithium main-
tenance treatment in recently manic or hypomanic pa-
tients with bipolar I disorder. Arch Gen Psychiatry 60,
392-400.

Bowden CL, Karren NV (2002). Lamotrigine in the treatment of
bipolar disorder. Expert Opin Pharmacother 3,1513-1519.

Cabras PL, Hardoy MJ, Hardoy MC (1999). Clinical experience

162

disorder: Results of an open-label study. J Clin Psychiatry
60, 245-248.

Cabrera JF, Muhlbauer HD, Schley J et al (1986). Long-term ran-
domized clinical trial on oxcarbazepine vs. lithium in bipo-
lar and schizoaffective disorders: preliminary results.
Pharmacopsychiatry 19, 282-283.

Calabrese JR, Bowden CL, Sachs GS, Lamictal 602 Study Group
(1999). A double-blind placebo-controlled study of
lamotrigine monotherapy in outpatients with bipolar I de-
pression. J Clin Psychiatry 60, 79-88.

Calabrese JR, Bowden CL, Sachs et al (2003). A placebo-con-
trolled 18-month trial of lamotrigine and lithium mainte-
nance treatment in recently depressed patients with bipolar
I disorder. J Clin Psychiatry 64,9, 1013-1024.

Calabrese JR, Fatemi SH, Woyshville MJ (1996). Antidepressant
effects of lamotrigine in rapid cycling bipolar disorder. Am
J Psychiatry 153, 1236.

Calabrese JR, Keck PE Jr, McElroy SL et al (2001). A pilot study
of topiramate as monotherapy in the treatment of acute
mania. J Clin Psychopharmacol 21, 340-2.

Calabrese JR, Suppes T, Bowden CL et al (2000). A double-blind,
placebo controlled, prophylaxis study of lamotrigine in rapid-
cycling bipolar disorder. J Clin Psychiatry 61, 841-850.

Clinical Neuropsychiatry (2004), 1, 3



The Role of Third-Generation Anticonvulsants in the Treatment of Bipolar Disorder

Calabrese JR, Vieta E, Shelton MD (2003b). Latest data on
lamotrigine in bipolar disorder. Eur Neuropsychopharmacol
13 (Suppl 2), 57-66.

Carta MG, Hardoy MC, Hardoy MJ, Grunze H, Carpiniello B
(2003). The clinical use of gabapentin in bipolar spectrum
disorders. J Affect Disord 75, 1, 83-91.

Chengappa RKN, Gershon S, Levine J (2001). The evolving role
of topiramate among other mood stabilizers in the manage-
ment of bipolar disorder. Bipolar Disord 3, 215-232.

Chengappa KNR, Levine J (2002). The use of newer anticonvul-
sant agents for bipolar disorders. In: Vieta E (ed) Bipolar
disorders, Clinical and Therapeutic Progress, Pana-
mericana.

Chengappa RKN, Rathore D, Levine J et al (1999). Topiramate
as add-on treatment for patients with bipolar mania. Bipo-
lar Disord 1, 42-53.

Comes M, Vieta E, Benabarre A et al (2003). Oxcarbazepine for
hypomania in bipolar II disorder. 5™ International Confer-
ence on Bipolar Disorder, Pittsburgh, PA, 12-14 June.

Dichter MA, Brodie MJ (1996). New antiepileptic drugs. New
Engl J Med 334, 1583-1590.

Dietrich DE, Kropp S, Emrich HM (2001). Oxcarbazepine in af-
fective and schizoaffective disorders. Pharmacopsychiatry
34, 242-251.

Dubovsky SL, Buzan RD (1997). Novel alternatives and supple-
ments to lithium and anticonvulsants for bipolar affective
disorder. J Clin Psychiatry 58, 224-242.

Emrich HM, Dose M, Von Zersen D (1985). The use of sodium
valproate, carbamazepine and oxcarbazepine in patients with
affective disorders. J Affect Disord 8, 1-16.

Fatemi SH, Rapport DJ, Calabrese JR et al (1997). Lamotrigine
in rapid-cycling bipolar disorder. J Clin Psychiatry 58, 522-
527.

Freeman MP, Stoll AL (1998). Mood stabilizer combinations:
a review of safety and efficacy. Am J Psychiatry 55, 12-
21.

Frye MA, Ketter TA, Kimbrell TA et al (2000). A placebo-
controled study of lamotrigine and gabapentin monotherapy
in refractory mood disorders. J Clin Psychopharmacol 20,
607-614.

Ghaemi NS, Ko JY, Katzow JJ (2002). Oxcarbazepine treatment
of refractory bipolar disorder: a retrospective chart review.
Bipolar Disord 4, 70-74.

Goldberg JF, Burdick KE (2002). Levetiracetam for acute mania.
Am J Psychiatry 159, 148.

Goodwin GM, Bowden CL, Calabrese JR, Grunze H, Kasper S,
White R, Greene P, Leadbetter R (2004). A pooled analysis
of 2 placebo-controlled 18-month trials of lamotrigine and
lithium maintenance in bipolar I disorder. J Clin Psychiatry
65, 3, 432-41.

Gordon A (1999). Price LH. Mood stabilization and weight loss
with topiramate. Am J Psychiatry 156, 968-969.

Grunze H, Erfurth A, Marcuse A et al (1999). Tiagabine appears
not to be efficacious in the treatment of acute mania. J Clin
Psychiatry 60, 759-762.

Grunze H, Langosch J, Born C, Schaub G, Walden J (2003).
Levetiracetam in the treatment of acute mania: Ana open
add-on study with an on-off-on design. J Clin Psychiatry
64, 781-784.

Hoopes SP, Reimherr FW, Hedges DW, Rosenthal NR, Kamin
M, Karim R, Capece JA, Karvois D (2003). Treatment of
bulimia nervosa with topiramate in a randomized, double-
blind, placebo-controlled trial, part 1: improvement in binge
and purge measures. J Clin Psychiatry 64, 11, 1335-41.

Hummel B, Walden J, Stampfer R et al (2002). Acute antimanic
efficacy and safety of oxcarbazepine in an open trial with
an on-off-on design. Bipolar Disord 4, 412-417.

Johnson BA, Ait-Daoud N, Bowden CL, DiClemente CC, Roache
ID, Lawson K, Javors MA, Ma JZ (2003). Oral topiramate
for treatment of alcohol dependence: a randomised con-
trolled trial. Lancet 17, 361, 9370, 1677-85.

Kanba S, Yagi G, Karnijima K, et al (1994). The first open study
of zonisamide, a novel anticonvulsant, shows efficacy in

Clinical Neuropsychiatry (2004), 1, 3

mania. Prog Neuropsychopharmacol Biol Psychiatry 18,
707-715.

Ketter TA, Frye MA, Cora-Locatelli et al (1997). Pharmacology
and pharmacokinetics of new anticonvulsants. American
Psychiatric Association Meeting Syllabus 84-85.

Kouzavkova M,. Mosolov S, Kostiukova E et al (1996). Clinico-
pharmacokinetic prognosis of prophylactic efficacy of
carbamazepine, oxcarbazepine and sodium valproate in af-
fective and schizoaffective disorders. Eur Neuropsycho-
pharmacology 6 (Suppl 4), 90.

Marcotte D (1998). Use of topiramate, a new anti-epileptic as a
mood stabilizer. J Affect Disord 50, 245-251.

McElroy SL, Arnold LM, Shapira NA, Keck PE Jr, Rosenthal
NR, Karim MR, Kamin M, Hudson JI (2003). Topiramate
in the treatment of binge eating disorder associated with
obesity: a randomized, placebo-controlled trial. Am J Psy-
chiatry 160, 2, 255-61.

McElroy SL, Soutullo CA, Keck PE Jret al (1997). A pilot trial of
adjunctive gabapentin in the treatment of bipolar disorder.
Ann Clin Psychiatry 9, 99-103.

McElroy SL, Suppes T, Keck PE et al (2000). Open-label adjunc-
tive topiramate in the treatment of bipolar disorders. Bio/
Psychiatry 47, 1025-1033.

Pande AC, Crockatt JG, Janney CA et al (2000). Gabapentin in
bipolar disorder: a placebo-controlled trial od adjunctive
therapy. Bipolar Disord 2, 249-255.

Pande AC, Davidson JRT, Jefferson JW et al (1999). Treatment
of'social phobia with gabapentin: a placebo controlled study.
J Clin Psychopharmacol 19, 341-348.

Perugi G, Toni C, Frare F, Ruffolo G, Moretti L, Torti C, Akiskal
HS (2002). Effectiveness of adjunctive gabapentin in resis-
tant bipolar disorder: is it due to anxious-alcohol abuse
comorbidity? J Clin Psychopharmacol 22, 6, 584-91.

Post RM, Frye MA, Leverich GS et al (1998). The role of com-
plex combination therapy in the treatment of refractory bi-
polar illness. CNS spectrums 3, 66-86.

Post RM, Speer A (2002). A brief history of anticonvulsant use in
affective disorders. In: Trimble M, Schmitz B. Seizures,
affective disorders and anticonvulsant drugs. Guildford,
Clarins Press 53-81.

Shaffer LC, Schaffer CB (1999). Tiagabine and the treatment of
refractory bipolar disorder. Am J Psychiatry 156, 2014-
2015.

Soria CA, Remedi G (2002). Levetiracetam as mood stabilizer
in the treatment of pharmacologic hypomania in bipolar I
elderly patients. Int J Neuropsychopharmacol 5 (Suppl 1),
S57.

Spina E, Perugi G (2004). Antiepileptic drugs: indications other
than epilepsy. Epileptic Disord 6,2, 57-75.

Stanton SP, Keck Jr PE, McElroy SL (1997). Treatment of acute
mania with gabapentin. Am J Psychiatry 154, 287.

Suppes T, Chisolm KA, Dhavale D et al (2002). Tiagabine in
treatment refractory bipolar disorder: a clinical case series.
Bipolar Disord 4, 283-289.

Vieta E (1999a). Diagnosis and classification of Psychiatric Dis-
orders. In: Sussman N (ed) Anticonvulsants in Psychiatry.
The Royal Society of Medicine Press, London 3-8.

Vieta E (1999b). Abordaje actual de los trastornos bipolares.
Masson, Barcelona.

Vieta E (2003). Bipolar depression. Drug expert, ADIS, Madrid.

Vieta E, Gilabert A, Rodriguez A et al (2001). Effectiveness and
safety of topiramate in treatment-resistant bipolar disorder.
Actas Esp Psiquiatria 29, 148-152.

Vieta E, Goikolea JM, Benabarre A et al (2003a). Treatment of
bipolar II disorder with lamotrigine. Actas Esp Psiquiatria
31, 2, 65-8.

Vieta E, Goikolea JM, Olivares JM et al (2003c). One year fol-
low-up of patients treated with risperidone and topiramatee
for a manic episode. J Clin Psychiatry 64, 834-839

Vieta E, Martinez-Aran A, Nieto E et al (2000). Adjunctive
gabapentin treatment of bipolar disorder. Europ Psychiatry
15, 433-437.

Vieta E, Sanchez-Moreno J, Goikolea JM et al (2003b). Adjunc-

163



Eduard Vieta

tive topiramate in bipolar Il disorder. World J Biol Psychia-
try 4,4, 172-6.

Vieta E, Torrent C, Garcia-Ribas G et al (2002). Use of topiramate
in treatment-resistant bipolar-spectrum disorders. J Clin
Psychopharmacol 22, 431-5

Vieta E, Sanchez-Moreno J, Goikolea JM et al (2004). Effects on

164

weight and outcome of long-term olanzapine-topiramate
combination treatment in bipolar disorder. J Clin
Psychopharmacol 24, 374-8.

Wang PW, Santosa C, Schumacher M, Winsberg ME, Strong C,
Ketter TA (2002). Gabapentin augmentation therapy in bi-
polar depression. Bipolar Disord 4, 5, 296-301.

Clinical Neuropsychiatry (2004), 1, 3



