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ABSTRACT 
 

Mood stabilizers have been conventionally defined as drugs possessing efficacy in both acute and maintenance 
therapy for any polarity of bipolar disorder. Only lithium has been regarded as the gold standard mood 
stabilizer, fulfilling all of these conditions. Recently, evidence for the comprehensive mood-stabilizing effects 
of second-generation antipsychotics such as quetiapine and olanzapine has been found, although their safety in 
long-term use is still of great concern. Antiepileptic drugs do not appear to be ideal mood stabilizers because of 
selective effectiveness on a particular polarity -- for example, valproate and carbamazepine are predominantly 
antimanic, and lamotrigine is predominantly antidepressive. However, the mood-stabilizing effects of 
combinations of these drugs may be equivalent or even superior to that of lithium alone, especially in 
pathophysiologies less responsive to lithium, such as dysphoric mania, mixed features and rapid cycling. 
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INTRODUCTION 

 
Lithium (Li) is regarded as the standard mood 
stabilizer in the treatment of bipolar disorders. 
However, the term “mood stabilizer” has not yet 
been officially defined. Valproate (VPA), carbama-
zepine (CBZ) and lamotrigine (LTG) have been 
conventionally used to treat bipolar disorders, 
although the antiepileptic effects of these drugs are 
the primary pharmacological actions. Meanwhile, it 
has become increasingly evident that the 
second-generation antipsychotics, such as quetiapine 
(QTP), olanzapine (OLZ), aripiprazole (ARI), and 
risperidone (RIS), also have mood-stabilizing effects 
for bipolar disorders. The common underlying 
mechanisms of the mood-stabilizing effects of these 
diverse drugs having different pharmacological 
properties remain to be elucidated. 
Therefore, the aforementioned drugs, which are for 
practical purposes effective in the treatment of 

bipolar disorders, have been conveniently labeled as 
a group as mood stabilizers mainly because of their 
clinical effects, despite the considerable differences 
among them in terms of their potency or spectrum of 
mood-stabilizing effects. In general, an optimal 
mood stabilizer should be selected for each 
individual since bipolar disorders encompass various 
pathophysiologies, including polarity (bipolar I/II, 
predominant polarity, mixed features and switching 
to the other polarity) and the duration/frequency of 
mood episodes (rapid cycling or prolonged course, 
and remission duration). However, no definite 
criteria exist for the rational selection of mood 
stabilizers based on markers of mood disorder 
psychopathology, and clinical trials of mood 
stabilizers are currently being conducted using 
various study designs. 
In this article, we will define and classify mood 
stabilizers mainly based on their therapeutic charac-
teristics, with the goal being the rational and optimal 
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use of mood stabilizers in the treatment of bipolar 
disorders. 
 

PRACTICAL DEFINITION OF 
MOOD STABILIZERS 

 
Although no official definition of mood stabilizers 
has been established, Bauer and Mitchner [1] have 
suggested that an ideal mood stabilizer is a drug 
having bimodal effects that alleviates both manic and 
depressive symptoms and that also has acute efficacy 
and relapse prevention efficacy in the treatment of 
bipolar disorders (two-by-two definition). From a 
practical standpoint, mood stabilizers can also be 
defined as agents that 1) prevent patients from 
switching polarities, 2) reduce the duration of the 
manic or depressive episode, 3) prolong the duration 
of remission, and 4) prevent relapse or reduce the 
severity of the next episode [2]. 
Li, VPA and CBZ are indicated for the treatment of 
bipolar disorders, and are considered conventional 
mood stabilizers in Japan. In addition to these agents, 
the mood-stabilizing efficacy of newer antiepileptic 
drugs, including LTG and second-generation anti-
psychotics such as QTP and OLZ are internationally 
recognized. Although these relatively new mood 
stabilizer candidates have different effects (e.g., 
antimanic/antidepressive effects, efficacy in acute/ 
maintenance therapy), all of them have been 
approved by the U.S. Food and Drug Administration 
(FDA) or the European Medicines Agency (EMEA). 
However, if mood stabilizers are strictly defined as 
having efficacy in both acute and maintenance 
therapy for any polarity of bipolar disorder, only Li 
has been regarded as the gold standard mood 
stabilizer, fulfilling all of these conditions [1, 3]. 
Shared underlying mechanisms might exist between 
the pathophysiology of bipolar disorders and that of 
epilepsy due to their similarity in longitudinal course 
(e.g., the periodic occurrence of mood episodes and 
repetitive seizures in epilepsy). Bipolar disorders and 
epilepsy are also alike in that the threshold for future 
recurrence is diminished by repetitive and uncon-
trolled mood episodes or epileptic seizures such as 
kindling effects. The rationale for the clinical 
application of antiepileptic drugs to bipolar disorders 
has been at least partly based on this hypothesis. 
However, no antiepileptic drugs are sufficiently 
effective as monotherapy against acute bipolar 
depression [4]. Furthermore, VPA and CBZ are 
predominantly effective for the acute phase of mania 
and LTG for relapse prevention for depressive 

episodes [1, 5]. Although these antiepileptic drugs 
are generally effective for relapse prevention for 
bipolar disorders, these effects are selective for either 
polarity, as in the case of their acute effects in bipolar 
disorders [6, 7]. Accordingly, these antiepileptic 
agents appear to be incomplete or partial mood 
stabilizers compared to lithium. 
Meanwhile, the clinical application of several 
second-generation antipsychotic drugs (QTP, OLZ, 
ARI and RIS) to bipolar disorders has been 
intensively examined and justified based on the 
hypothesis that these antipsychotics may attenuate 
hyperfunction of the dopamine/noradrenaline system 
in mania and dysfunction of the serotonin/ noradren-
aline/dopamine system in depression, which are the 
neurochemical model mechanisms of bipolar 
disorders. In fact, QTP, OLZ, ARI, RIS and paliper-
idone are known to have potent effects against acute 
mania as well as schizophrenia [6]. As for the 
treatment of acute bipolar depression, the efficacy of 
QTP monotherapy has been established [8], and 
OLZ exhibits similar efficacy when combined with 
fluoxetine (OLZ-fluoxetine combination: OFC) [9], 
both of which have been already approved by the 
FDA. In addition, it has been also confirmed that 
QTP [10, 11], OLZ [7, 11], ARI [5] and long-acting 
injection (LAI) of RIS [11] have unequivocal 
efficacy in relapse prevention for bipolar disorders. 
Among these antipsychotics, QTP and OLZ have 
shown promise recently as comprehensive mood 
stabilizers, and may be as or even more effective 
than Li. 
Nevertheless, caution should be exercised when 
labeling mood stabilizers, since they tend to be used 
in long-term maintenance treatment following their 
use in the acute phase of bipolar disorders, so they 
will definitely have commercial value for pharma-
ceutical companies. On the other hand, all of us have 
to recognize the harsh truth that refractory bipolar 
disorders unresponsive to Li are not uncommon, 
especially in bipolar depression or recurrent depres-
sive episodes of bipolar disorders. Therefore, a more 
wide-reaching search for possible candidates for 
mood stabilizers should be conducted that goes 
beyond the conventional pharmacological categories 
of antiepileptics, antipsychotics and antidepressants. 
For this purpose, some minimum requirements 
should be established for the characteristics of mood 
stabilizers when recruiting new candidates from a 
wider range of drug classes. When considering a 
looser definition of mood stabilizers, the following 
three characteristics should be kept in mind: mood 
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stabilizers should 1) have at least either antimanic or 
antidepressive properties, either when used alone or 
when used in combination with other agents; 2) be 
suitable for maintenance treatment for relapse 

prevention for recurrent bipolar pathophysiology; 
and 3) not induce mood switching to the other 
polarity. 
 

Table 1.  Therapeutic Spectra of Mood Stabilizers of Different Classes ( Ref. [5-7, 11-14] ) 

 Acute Efficacy Maintenance Efficacy 

 

 
 

Fig. 1. Antimanic/Antidepressive Properties and Potency of Mood Stabilizers 
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TENTATIVE CLASSIFICATION OF  
MOOD STABILIZERS 

 
The therapeutic spectrum of mood stabilizers of 
different classes is summarized in Table 1 and Fig.1, 
based on reliable systematic reviews published 
between 2006 and 2010 [5-7, 11-14]. In this chapter, 
mood stabilizers are classified into one of the 
following three subtypes based on their characteristic 
mood-stabilizing properties: 1) all-around mood 
stabilizers, 2) predominantly antimanic mood stabi-
lizers; and 3) predominantly antidepressive mood 
stabilizers. This classification, while containing some 
informative value based on recent findings, is 
tentative, and may need to be revised based on 
information newly come to light. 
 
All-Around Mood Stabilizers (Li, QTP, OLZ) 
1. Li 
Li has been regarded as a classic mood stabilizer, for 
which there is established evidence for acute and 
maintenance efficacy in both manic and depressive 
episodes of bipolar disorders [1, 3]. Li has been 
recommended as the first-line drug for the acute 
treatment of manic and depressive phases and relapse 
prevention for bipolar disorders by to American 
Psychiatry Association (APA, 2005) [15], the 
National Institute for Health and Clinical Excellence 
(NICE, 2006) [16], and the Canadian Network for 
Mood and Anxiety Treatments (CANMAT, 2009) 
[11]. In the acute treatment of bipolar disorders, Li 
alone exhibits modest and limited antidepressive or 
antimanic effects, but may not be sufficiently 
applicable to more severe psychopathology, in which 
combination therapy or replacement with other 
mood-stabilizing agents might be a better option [15, 
16]. 
Meanwhile, some doubt has been cast on the acute 
antidepressive efficacy of Li by a meta-analytic 
review [6] that included recent randomized control-
led studies [17], since these effects had been 
observed in small-sized observational studies with 
relatively short-term follow-up periods. As a result, 
the latest guideline by the World Federation of 
Societies of Biological Psychiatry (WFSBP, 2010) 
does not recommend Li monotherapy as the first-line 
treatment in acute bipolar depression [13]. In 
addition, it has been recently pointed out that Li has 
only limited and insufficient efficacy in relapse 
prevention for bipolar disorders, and that there is 
substantial concern over adverse effects during its 
long-term use, in a systematic review focusing on 

maintenance pharmacotherapy for bipolar disor-
ders [7]. 
It should be noted that Li acts only as a mild and 
modest mood stabilizer; onset of efficacy is slow, 
and its true efficacy should be evaluated at optimal 
blood concentrations higher than 0.8 mEq/L, as 
recommended by the NICE guideline [16]. Although 
these pharmacological and pharmacokinetic 
characteristics of Li must be taken into consideration 
when conducting larger randomized controlled 
studies with Li, it is possible that at some point we 
may need to re-classify Li as a predominantly 
antimanic mood stabilizer rather than an all-around 
mood stabilizer. 
 
2. QTP 
Recently, QTP has seemingly taken over Li’s 
position as the standard all-around mood stabilizer. It 
has been suggested that the efficacy of QTP 
monotherapy in acute mania is comparable to that of 
Li [18]. Also, the antimanic effect of Li or VPA is 
enhanced by the coadministration of QTP [19]. The 
NICE [16] and CANMAT [11] guidelines now 
recommend QTP as the first-line drug, especially for 
the more severe pathophysiology of acute mania, due 
to its rapid and potent antimanic effects. 
Meanwhile, the efficacy of QTP monotherapy in 
acute bipolar depression has been consistently 
confirmed by such double-blind, placebo-controlled 
studies as BOLDER (BipOLar DEpRession) I/II [8, 
20] and EMBOLDEN (Efficacy of Monotherapy 
SEROQUEL in BipOLar DEpressioN) I/II [17, 21]. 
The latter EMBOLDEN studies also examined the 
efficacy of QTP monotherapy in relapse prevention 
for bipolar disorders, and the results suggested that 
the preventive effect of QTP monotherapy is superior 
to that of placebo for both manic and depressive 
recurrence, and is superior to that of Li for depressive 
recurrence [11], and that the efficacy of Li or VPA 
for relapse prevention of any mood episode is clearly 
augmented by QTP coadministration [10, 22]. 
Accordingly, the NICE guideline recommended the 
addition of QTP in the acute phase treatment of 
moderate to severe bipolar depression [16], and the 
latest WFSBP guideline also recommends QTP 
monotherapy as the first-line treatment for acute 
bipolar depression [13]. Furthermore, the CANMAT 
guidelines suggest that QTP monotherapy is superior 
in all respects to the other available options for the 
acute and maintenance treatment of both manic and 
depressive episodes of bipolar disorders [11]. 
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3. OLZ 
The efficacy of OLZ in acute mania has been rated 
highly by the APA [15], NICE [16] and CANMAT 
[11], and its antimanic effects, which may be at least 
partly attributable to its own sedative/anxiolytic 
effects, with rapid onset of action, are superior to 
those of Li or VPA [23, 24]. Although it was also 
suggested that OLZ monotherapy would afford 
significant efficacy in acute bipolar depression 
compared to placebo, it did not improve the core 
depressive symptoms and exhibited lower efficacy 
than OLZ + fluoxetine (OFC) [9]. OLZ monotherapy 
was therefore not approved for bipolar depression. 
The FDA has approved OFC as a treatment option 
for acute bipolar depression, but the EMEA has not. 
The advantages of OLZ monotherapy over placebo 
in the maintenance treatment of bipolar disorders 
were confirmed by the double-blind, placebo 
controlled study [25]. However, its predominant 
relapse prevention effect appears to be reduction in 
manic recurrence [7]. Therefore, in the future, OLZ 
may be reclassified as a predominantly antimanic 
mood stabilizer, as is the case with Li, as described 
above. Despite the efficacy of OLZ at preventing 
manic episodes, using OLZ in the maintenance 
treatment of bipolar disorders is not necessarily a 
high priority because of the uncertain risk/benefit 
balance between the potential metabolic complica-
tions and the limited preventive efficacy in the long-
term use of OLZ. 
 
Predominantly Antimanic Mood Stabilizers  
(VPA, CBZ, ARI, RIS/Paliperidone) 
1. VPA 
Since the antimanic efficacy of VPA in the acute 
phase of bipolar mania has been well established [6, 
26], most of guidelines have recommended VPA as a 
first-line option, alongside Li, for acute mania/mixed 
episodes [11, 15, 16]. VPA is more effective than Li 
in treating mixed episodes, and is better tolerated 
than Li in long-term use [27]. It is also noteworthy 
that optimal therapeutic concentrations of VPA for 
acute mania have been suggested in a previous report 
[28], in which greater efficacy than that of placebo 
was demonstrated starting from a concentration of 
71.4 μg/ml, and superiority to the lowest concen-
ration (55.0 μg/ml) was demonstrated starting from a 
concentration of 94.1 μg/ml. 
Although VPA has been regarded as having 
insufficient efficacy for acute bipolar depression, a 
recent meta-analytic review, by contrast, supports the 
effectiveness of VPA in the acute phase of bipolar 
depression [29]. Accordingly, the NICE guidelines 

[16] recommend VPA as the first-line treatment for 
acute bipolar depression, alongside Li and QTP, 
while the CANMAT [11] and WFSBP [13] guide-
lines recommended VPA as the second-line option. 
As far as maintenance therapy in bipolar disorders is 
concerned, although VPA has been recognized as 
primarily preventing manic recurrence, it has been 
suggested recently that VPA is somewhat effective 
against depressive recurrence compared to other 
mood stabilizers [7]. Especially in patients with a 
past history of good response to VPA for manic 
episodes and more severe depressive episodes, VPA 
is superior to Li in preventing depressive recurrence 
[30]. Summarizing these findings, VPA may be 
re-classified in the future as an all-around mood 
stabilizer, instead of its current classification as a 
predominantly antimanic mood stabilizer. 
 
2. CBZ 
Early studies by Okuma et al [31, 32] revealed the 
antimanic effects of CBZ in both the acute and 
maintenance treatment of bipolar mania, and these 
effects have recently been reconfirmed by random-
ized controlled studies of extended-release carbama-
zepine monotherapy in acute manic/mixed episodes 
[33, 34], although efficacy in relapse prevention for 
manic episodes was found to be lower than that of Li 
[35]. However, according to the guidelines of the 
APA [15], NICE [16] and CANMAT [11], CBZ has 
been regarded only as the second-line option for 
treatment of the acute phase of bipolar mania due to 
concerns about intolerance to CBZ and pharmaco-
kinetic interactions with CBZ. Meanwhile, there 
have been very few studies which positively support 
the efficacy of CBZ in the acute and maintenance 
treatment of bipolar depression. CBZ is positioned as 
the second-line or lower treatment, and only as an 
additional option to previous medication, in all of the 
guidelines [11, 15, 16]. 
 
3. ARI 
According to a meta-analytic review of reliable 
randomized controlled studies with placebo or active 
controls that examined the effects of ARI in acute 
bipolar mania, its antimanic properties were superior 
to those of placebo and comparable to those of Li 
and haloperidol [5]. 
On the other hand, a study investigating the acute 
efficacy of ARI in bipolar depression [36] demon-
strated that, although ARI was superior to placebo 
during the first 6 weeks, at the end of the study (8 
weeks), there was no difference in therapeutic 
efficacy, but more adverse effects and drop-outs 
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were seen with ARI than with placebo, suggesting 
that ARI affords no apparent efficacy in acute bipolar 
depression. 
The efficacy of ARI for relapse prevention in 
maintenance treatment for bipolar disorders was 
limited to the prevention of manic recurrence; 
depressive recurrence was not prevented [37, 38]. 
These findings suggest that ARI can be categorized 
as a typical antimanic mood stabilizer. 
 
4. RIS/Paliperidone 
It has been well established that RIS, both as 
monotherapy and as adjunctive treatment, is more 
effective than placebo, and is comparable to 
haloperidol in reducing the manic symptoms of 
bipolar disorders [39]. An extended-release formula-
tion of paliperidone, the active metabolite of RIS, 
also has been shown to be superior to placebo and 
noninferior to QTP in terms of efficacy in acute 
manic/mixed episodes [40]. Thus, the CANMAT 
guidelines [11] hold RIS in high regard, as the 
first-line treatment, and paliperidone as the 
second-line treatment, for acute mania due to their 
fast and potent antimanic effects. Moreover, the APA 
guidelines [15] already recommended RIS as one of 
the first-line pharmacological treatments for mixed 
episodes, whereas the NICE guidelines [16] suggest 
that RIS should be used for the more severe 
psychopathology of manic/mixed episodes. 
By contrast, no guidelines have ever supported the 
efficacy of RIS or paliperidone in acute bipolar 
depression, suggesting that there is no established 
consensus on the antidepressive properties of RIS or 
paliperidone in the treatment of bipolar disorders [11, 
13, 15, 16]. 
Although the long-term efficacy of oral RIS or 
paliperidone has not been investigated in detail, two 
recent studies demonstrated the efficacy of RIS-LAI 
as monotherapy [41] and as adjunctive therapy [42] 
in maintenance treatment for bipolar disorders, based 
on data showing a lower relapse rate and a longer 
time to relapse with the use of RIS-LAI. Accordingly, 
the CANMAT guidelines [11] have recently recom-
mended RIS-LAI as one of the first-line maintenance 
pharmacotherapies for bipolar disorders. However, 
RIS-LAI is unlikely to exhibit prophylactic efficacy 
versus depressive recurrence due to its lack of acute 
efficacy in bipolar depression. 
 
Predominantly Antidepressive Mood Stabilizers 
(LTG) 
LTG is the only antidepressive mood stabilizer 

without any antimanic properties. Although early 
placebo-controlled, double-blind studies [43, 44] 
demonstrated the efficacy of LTG in the treatment of 
bipolar depression, subsequent meta-analysis that 
included additional randomized controlled studies 
failed to prove the efficacy of LTG monotherapy in 
acute bipolar depression [45]. Thus, the acute 
antidepressive effects of LTG have been 
underestimated or discounted for some time. 
However, Geddes et al [46] reexamined and 
reanalyzed individual patient data from five 
randomized trials, and demonstrated a better 
response to and higher remission rate with LTG 
treatment than with placebo. Furthermore, the 
superiority of LTG to placebo was marked in more 
severely depressed patients, a finding that was 
consistent with those of a previous study [44]. 
Accordingly, LTG is recommended as the first-line 
treatment for the acute phase of bipolar depression 
by both the APA [15] and the CANMAT [11] 
guidelines, and is also recommended as an additional 
treatment option for more severe psychopathologies, 
including rapid cycling, in the NICE guidelines [16]. 
In maintenance treatment for relapse prevention of 
bipolar disorders, LTG is not effective at preventing 
manic recurrence [47], but does not induce manic 
switching like antidepressants; the risk of manic 
switching in LTG treatment has been reported to be 
similar to that of placebo [12]. Meanwhile, a 
systematic review [7] suggested that LTG affords 
sufficient relapse prevention efficacy for depressive 
recurrence, while being well-tolerated, although its 
prophylactic efficacy versus manic recurrence is 
much lower than that of Li or QTP [7]. The APA 
[15] and NICE [16] guidelines classify LTG as a 
second-line maintenance therapy for bipolar 
disorders, but the recent CANMAT guidelines [11] 
highly recommended LTG as a first-line option, 
alongside Li, VPA, QTP and OLZ. Also, the 
coadministration of LTG with antimanic agents may 
be useful for broadening the mood-stabilizing 
spectrum, and may be especially effective for 
treating the refractory mood disorders that are 
common in depressive recurrence. 
 
USE IN SPECIFIC PSYCHOPATHOLOGIES 

 

The traditional gold standard, Li, is not necessarily a 
perfect mood stabilizer even though it has been 
widely used in all bipolar disorder psychopathologies. 
In particular, mixed polarity and the frequent 
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recurrence of mood episodes, such as dysphoric 
mania, mixed features and rapid cycling, have been 
considered less responsive to Li. Therefore, mood 
stabilizers need to be rationally and optimally 
selected for each of these refractory pathophysio-
logies. Below, we describe plausible scenarios for the 
use of different mood stabilizers in certain specific 
bipolar disorder psychopathologies, although there is 
still insufficient evidence in this field. 
 
Bipolar II disorder 
There is very little available evidence on 
mood-stabilizing treatments for bipolar II disorder, 
which is characterized by recurrent depressive 
episodes and less frequent hypomanic episodes. The 
efficacy of QTP monotherapy in bipolar II disorder 
was comprehensively investigated in the BOLDER 
I/II studies [8, 20]. Comprehensive analyses of these 
data revealed the rapid and consistent efficacy of 
QTP monotherapy for depressive episodes of bipolar 
II disorder [48]. Meanwhile, several smaller studies 
that Li, LTG and VPA exhibit efficacy in acute phase 
treatment for bipolar II depression [49, 50]. 
Since maintenance therapy for bipolar II disorder 
should focus mainly on preventing depressive 
recurrence, which is common, LTG, a predominantly 
antidepressive mood stabilizer, is highly recom-
mended by the NICE guidelines as an option for poor 
responders in addition to the first-line mood 
stabilizers [16]. The recent CANMAT guidelines 
[11] recommend QTP as the first-line treatment for 
acute depressive episodes of bipolar II disorder, 
followed by Li, LTG or VPA as second-line 
treatments, whereas Li or LTG are recommended as 
the first-line treatments in maintenance therapy, and 
VPA is recommended as a second-line treatment. 
Furthermore, combinations of antidepressants and 
mood stabilizer have been extensively examined as 
an option for maintenance therapy in bipolar II 
disorder, since antidepressant-induced manic 
switching is less common in bipolar II disorder than 
in bipolar I disorder [51]. 
 
Mixed features 
Mood stabilizers with rapid onset and consistent 
efficacy that also have bimodal efficacy for both 
manic and depressive psychopathologies are 
expected to be used in the treatment of mixed 
episodes and mixed depression. Li is known to be 
fairly effective for the classical psychopathology of 
euphoric mania or in patients with a family history of 
bipolar disorder, but less effective against mixed 
features of bipolar illness [52]. Thus, in reality, Li 

can be used as an additional option only in subjects 
exhibiting insufficient response to VPA or CBZ, 
since Li monotherapy is in general unlikely to be an 
excellent option for mixed features [53]. 
It has been suggested that VPA is superior to Li for 
treating mixed episodes and is also effective for 
mood episodes with dysphoric or psychotic features, 
which are unresponsive to Li [27]. However, it 
should be noted that VPA alone may not necessarily 
possess potent efficacy with rapid onset in mixed 
episodes. Therefore, second-generation antipsychot-
ics possessing acute and potent antimanic features, 
such as QTP, OLZ, ARI and RIS, can be 
coadministered, especially when efficacy is urgently 
required for the emergent, unstable psychopathology 
of mixed features [54]. Regarding the treatment of 
acute mixed episodes, the APA guidelines also 
consider VPA superior to Li and CBZ as an 
alternative option in cases unresponsive to Li or VPA, 
and recommend the use of second-generation 
antipsychotics instead of first-generation antipsychot-
ics [15]. 
 
Rapid cycling 
Few data are available on rational treatments for 
rapid cycling with mood stabilizers. Earlier studies 
pointed out that any monotherapy for rapid cycling 
with Li, VPA or CBZ resulted in a poor outcome, 
suggesting the potential treatment-resistance of this 
pathophysiology [55, 56] However, the results of the 
recent BOLDER I study [20] suggest that QTP 
monotherapy may be effective for bipolar disorders 
with rapid cycling [57]. Comprehensive data analysis 
of BOLDER I and II [8, 20] also demonstrated the 
superiority of 300-600 mg/day of QTP to placebo in 
bipolar disorder patients with or without rapid 
cycling [58] Thus, QTP may be a first-line treatment 
option for rapid cycling psychopathology for which 
there is now supportive evidence. 
Conventional guidelines recommend the single or 
combined use of classical mood stabilizers like Li or 
VPA (APA) [15], or the combination of Li and VPA 
(NICE) [16] as the first-line option for rapid cycling, 
followed by LTG as the second-line. Although it had 
once been expected that LTG might be effective for 
rapid cycling based on the results of earlier studies 
[44, 59, 60], the current thinking on LTG holds that it 
has no practical usefulness for rapid cycling [61]. 
However, our latest study has demonstrated that 
LTG augmentation may be sufficiently effective for 
the treatment of any treatment-resistant mood 
disorders, especially those with unremitted depres-
sion of shorter duration and more recurrent 
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depressive episodes [62]. Therefore, the potential 
efficacy of LTG for refractory pathophysiology 
associated with frequent recurrence of mood 
episodes, including rapid cycling, needs to be 
reexamined. 
 

ANOTHER PERSPECTIVE 
 
Since a long-term pharmacological strategy (2-5 
years) incorporating mood stabilizers is usually 
needed for maintenance therapy of bipolar disorders 
[16], the selection and use of mood stabilizers should 
be at least partly determined from the standpoints of 
their long-term tolerability and safety. Therefore, the 
possible risks of teratogenicity with Li or VPA [63, 
64] and impaired cognitive development in the 
offspring of mothers exposed to VPA [65], the risks 
and benefits of Li use in elderly subjects, who may 
possess latent renal dysfunction and apparent 
physical complications and may be under treatment 
with potentially interacting drugs, and tardive 
extrapyramidal adverse effects/metabolic problems 
in long-term use of second-generation antipsychotics 
are critical factors to consider when selecting mood 
stabilizers for long-term maintenance therapy. 
Meanwhile, the efficacy of combining mood 
stabilizers with different mood-stabilizing spectra 
(i.e., antimanic mood stabilizer plus antidepressive 
mood stabilizer) should be investigated in the future, 
as well. Although a concrete definition of “mood 
stabilizer” has not yet been established, mood 
stabilizers are generally regarded as essential for 
treating bipolar disorders. It is increasingly expected 
that the molecular biology behind the mechanisms of 
the various mood-stabilizing actions will be clarified, 
leading to innovative new drug discovery efforts, 
while the collection of new and better information 
and knowledge on currently available mood 
stabilizers should be continued in order to achieve a 
more rational and optimal procedure for selecting 
mood stabilizers in the treatment of bipolar disorders. 
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