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The Canadian Network for Mood and Anxiety Treatments (CANMAT)
published guidelines for the management of bipolar disorder in 2005,
with a 2007 update. This second update, in conjunction with the
International Society for Bipolar Disorders (ISBD), reviews new
evidence and is designed to be used in conjunction with the previous
publications.
The recommendations for the management of acute mania remain
mostly unchanged. Lithium, valproate, and several atypical
antipsychotics continue to be ﬁrst-line treatments for acute mania.
Tamoxifen is now suggested as a third-line augmentation option. The
combination of olanzapine and carbamazepine is not recommended.
For the management of bipolar depression, lithium, lamotrigine, and
quetiapine monotherapy, olanzapine plus selective serotonin reuptake
inhibitor (SSRI), and lithium or divalproex plus SSRI ⁄ bupropion
remain ﬁrst-line options. New data support the use of adjunctive
modaﬁnil as a second-line option, but also indicate that aripiprazole
should not be used as monotherapy for bipolar depression. Lithium,
lamotrigine, valproate, and olanzapine continue to be ﬁrst-line options
for maintenance treatment of bipolar disorder. New data support the
use of quetiapine monotherapy and adjunctive therapy for the
prevention of manic and depressive events, aripiprazole monotherapy
for the prevention of manic events, and risperidone long-acting injection
monotherapy and adjunctive therapy, and adjunctive ziprasidone for
the prevention of mood events.
Bipolar II disorder is frequently overlooked in treatment guidelines,
but has an important clinical impact on patientsÕ lives. This update
provides an expanded look at bipolar II disorder.
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Section 1. Introduction

In 2005, the Canadian Network for Mood and
Anxiety Treatments (CANMAT) published revised guidelines for the management of bipolar
disorder (BD) (1), followed by a 2007 update (2).
The current update is the result of a collaborative
eﬀort between the CANMAT group and the
International Society for Bipolar Disorders
(ISBD). The update includes data published since
2007, and is designed to be used in conjunction
with the 2005 CANMAT Guidelines and previous
update (1, 2).
Search strategies and methods to assess evidence
were as described in the original guidelines (1).
Evidence available only in abstract form was also
considered, in order to ensure that the recommendations are as up to date as possible. The criteria
for rating strength of evidence and making a
clinical recommendation are shown in Tables 1.1
and 1.2.
The purpose of this update is to add
previously unpublished material to the guidelines
and to expand the discussion of bipolar II
disorder (BD II). Our goal is to ensure that the
CANMAT guidelines for treatment of BD
remain current and useful for the practicing
clinician.

Section 2. Foundations of management

Epidemiology

Prevalence. The U.S. National Comorbidity Survey Replication (n = 9,282) published in 2007
Table 1.1. Evidence criteria
1 Meta-analysis or replicated double-blind (DB), randomized
controlled trial (RCT) that includes a placebo condition
2 At least one DB-RCT with placebo or active comparison
condition
3 Prospective uncontrolled trial with at least 10 or more
subjects
4 Anecdotal reports or expert opinion

Table 1.2. Treatment recommendation
First line
Second line
Third line
Not recommended
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Level 1 or Level 2 evidence plus clinical
support for efficacy and safety
Level 3 evidence or higher plus clinical
support for efficacy and safety
Level 4 evidence or higher plus clinical
support for efficacy and safety
Level 1 or Level 2 evidence for lack of
efficacy

reported lifetime (and 12-month) prevalence estimates of 1.0% (0.6%) for BD I, 1.1% (0.8%) for
BD II, and 2.4% (1.4%) for subthreshold BD
(deﬁned as recurrent hypomania without a major
depressive episode or with fewer symptoms than
required for threshold hypomania) (3). Most
respondents had lifetime comorbidity with other
Axis I disorders, particularly anxiety disorders. As
expected, clinical severity and role impairment
were greater for threshold than for subthreshold
BD. In addition, severity and role impairment
during major depressive episodes were greater in
BD II compared to BD I, while subthreshold cases
still had moderate to severe clinical severity and
role impairment.
Diagnostic assessment

The ISBD Diagnostic Guidelines Task Force
suggested revisions that should be included in
the DSM-V and ICD-11 for bipolar disorders (4).
These are summarized here, but please refer to the
ISBD Diagnostic Guidelines Task Force Report
for more information (4). For BD I, the ISBD
suggested that the DSM-IV criteria for mania
remain unchanged, but that the criteria for
bipolar depression should include a probabilistic
approach that takes into account the presence of
(i) atypical depressive symptoms (hypersomnia,
hyperphagia, or leaden paralysis), (ii) psychomotor disturbance, (iii) psychotic features or
pathological guilt, and (iv) a positive family
history of bipolar disorder. In addition, the rapid
cycling speciﬁer should be applicable to BD not
otherwise speciﬁed (NOS), as well as BD I and
BD II. The ISBD also suggested changes to the
diagnostic criteria for BD II, which are discussed
in section 7.
The ISBD suggested increasing recognition of
bipolar spectrum disorders through expansion of
the deﬁnitions of BD NOS, adding the following:
subthreshold hypomanic episodes in the context of
multiple other signs of bipolarity, and multiple
signs of bipolarity without hypomanic or manic
episodes (also known as bipolar spectrum disorder). Signs of bipolarity include: family history
(BD, mental illnesses, alcohol ⁄ substance use, suicides), depressive symptoms (atypical, seasonal,
psychomotor slowing, psychosis), and course of
illness (early age of onset, short duration of
episodes, greater number of episodes). The ISBD
also suggested the addition of operational criteria
for schizoaﬀective disorders and childhoodonset BD.
Several studies suggest the temporal instability
of a bipolar diagnosis and the need for multiple

CANMAT guidelines for bipolar disorder
visits to conﬁrm the diagnosis in some patients.
While misdiagnosis of BD as major depressive
disorder (MDD) is common (5, 6), overdiagnosis
of BD may also occur (7). Data from a registry
analysis support that the initial course of BD
causes diﬃculties in the diagnosis, with a
high proportion of over- and underdiagnosis of
BD (7).
Diﬀerentiating MDD and BD, particularly BD
II, can be a challenge. Several studies have found
that BD is associated with a signiﬁcantly earlier age
of onset, more recurrences, atypical and mixed
depressions, and family history of BD or completed suicide compared to MDD (6, 8). Mixed
states are highly predictive of a BD diagnosis,
especially BD II (5, 8). In addition, mixed states
have been associated with an increased lifetime risk
for comorbid psychiatric disorders, more mood
episodes, higher rates of treatment contacts, and
lower rates of full-time employment compared to
pure states (9).
Psychosocial interventions

When used adjunctively to pharmacotherapy,
psychosocial interventions such as group psychoeducation, cognitive behaviour therapy (CBT), and
interpersonal and social rhythm therapy (IPSRT)
have each demonstrated a number of signiﬁcant
beneﬁts, such as decreased relapse rates, mood
ﬂuctuations, need for medications, and hospitalizations, as well as increased functioning and
medication adherence [see 2005 guidelines for
review (1)]. Therefore, providing psychoeducation
is an especially essential part of management of
patients with BD.
A review of bipolar guideline implementation
projects concluded that recommendations requiring little change to working practices and
resources are most likely to be implemented
(10). Psychological interventions are diﬃcult to
implement because of shortages of skilled staﬀ,
absence of speciﬁc training and supervision,
requirements for staﬀ to adopt techniques that
are quite diﬀerent from usual practice, and
uncertainty about whether these interventions
are eﬀective in the most severe patients.
However, it must be remembered that most
therapies studied have shown beneﬁt as adjuncts
to pharmacotherapy with no substantial diﬀerences between the treatments in eﬃcacy. In light
of this, and given that simple psychoeducation
can be oﬀered by any clinician, this should be
the essential component of clinical management
of BD for all patients. Internet-based interventions are also becoming available which may

assist the capacity constraints of psychosocial
treatments.

Section 3. Acute management of bipolar mania

Emergency management of agitation

There are randomized controlled trial (RCT) data
to support the use of IM aripiprazole, which can
now be considered as a ﬁrst choice in the treatment
of acute agitation (Level 2) (11). In a large RCT
(n = 301), IM aripiprazole was as eﬀective as IM
lorazepam and more eﬀective than IM placebo
within 45–60 minutes for the treatment of agitation
in patients with BD I manic or mixed episodes.
Additional data support the use of IM olanzapine for severely agitated inpatients with acute
mania. In a one-week, observational study, patients exhibited mild calmness and signiﬁcantly
reduced agitation within two hours of administration of IM olanzapine (12). Over 90% of the
patients received only one injection in the ﬁrst
24 hours and 50% had a categorical response
within 30 minutes.
Pharmacological treatment of manic episodes

Overall, treatment strategies for the pharmacological management of acute manic episodes remain
mainly unchanged (see Fig. 3.1) (1, 2). Several
meta-analyses have helped to clarify the eﬃcacy of
recommended treatments (Table 3.3). In addition,
adjunctive aripiprazole can now be recommended
as a ﬁrst-line option. Asenapine, alone or in
combination with lithium or divalproex, as well
as paliperidone as monotherapy but not as adjunctive therapy have been added as second-line
options.
Step 1. Review general principles and assess medication status: Recommendations from 2005 guidelines remain unchanged.
Step 2. First-line therapies: Two meta-analyses
conﬁrm the eﬃcacy of antipsychotics, lithium and
divalproex for the treatment of acute mania (13,
14). A meta-analysis of 13 RCTs (n = 3,089)
found that carbamazepine, haloperidol, lithium,
olanzapine, quetiapine, risperidone, divalproex,
and aripiprazole showed signiﬁcant beneﬁt compared with placebo for reduction in mania scores
(13). Response rates were 1.7 times [risk ratio (RR)
1.74) greater for all antipsychotics pooled, and
doubled (RR 2.01) for lithium ⁄ divalproex pooled,
compared to placebo. There were no diﬀerences in
eﬀect sizes between the various antimanic treatments. A meta-analysis of 24 studies (n = 6,187)
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Assess safety/functioning
Establish treatment setting
D/C antidepressants
Rule out medical causes
D/C caffeine, alcohol and illicit substances
Behavioural strategies/rhythms, psychoeducation

Step 1
Review general
principles
&
assess medication
status

On first line agent

Not on medication
or first line agent

+

Step 2
Initiate/optimize,
check compliance

Initiate Li, DVP,
AAP, or 2 drug
combination

Lithium or
DVP

Atypical
antipsychotic

2 drug combination
(Li or DVP + AAP)

No Response

Step 3
Add-on or
switch therapy

Add or
switch to AAP

Add or switch to
Li or DVP

Replace one or both
agents with other
first line agents

No Response

Step 4
Add-on or
switch therapy

Consider adding or
switching to second or
third line agents

Replace one or both
agents with other
first line agents

No Response
Consider adding levetiracetam,
phenytoin, mexilitine, omega-3-fatty
acids, calcitonin, rapid tryptophan
depletion, allopurinol, amisulpride

Step 5
Add-on novel or
experimental agents

Fig. 3.1. Treatment algorithm for acute mania.
D ⁄ C = discontinue; Li = lithium; DVP = divalproex; AAP = atypical antipsychotic.

found that atypical antipsychotics were signiﬁcantly more eﬃcacious than placebo (12 studies),
and as eﬀective as lithium ⁄ divalproex (ﬁve studies)
(14). Some atypical antipsychotics seemed to have
higher rates of extrapyramidal symptoms and
somnolence than placebo.
Atypical antipsychotic monotherapy. Substantial
RCT data support the eﬃcacy of atypical antipsychotic monotherapy with olanzapine, risperidone,
quetiapine, ziprasidone, and aripiprazole for the
ﬁrst-line treatment of acute mania (Level 1) (1, 2).
A four-week RCT conducted in China suggested
that olanzapine was signiﬁcantly more eﬀective
than lithium in the acute treatment of 140 BD
patients with a manic or mixed episode (15). The
incidence of adverse events, including weight gain,
was greater with olanzapine.
A Cochrane database systematic review,
including six trials (n = 1,343) of risperidone as
monotherapy or as adjunct to lithium or an
anticonvulsant for the treatment of acute mania,
conﬁrmed that risperidone was more eﬀective than
placebo and as eﬀective as haloperidol (Level 1)
(16).
A three-week RCT (n = 329) found that olanzapine and risperidone were equally eﬀective on
most measures of manic and depressive symptoms
(17).
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As reported in the 2005 guidelines, ﬁve studies
have demonstrated the eﬃcacy of quetiapine as
monotherapy (18, 19) or in combination with
lithium ⁄ divalproex (20–22) in the treatment of
acute mania, and several reviews and pooled
Table 3.3. Recommendations for pharmacological treatment of acute
mania
First line

Second line

Third line

Not recommended

Lithium, divalproex, olanzapine,
risperidone, quetiapine, quetiapine
XRa, aripiprazole, ziprasidone, lithium
or divalproex + risperidone, lithium
or divalproex + quetiapine, lithium
or divalproex + olanzapine, lithium
or divalproex + aripiprazolea
Carbamazepine, ECT, lithium +
divalproex, asenapinea, lithium or
divalproex + asenapinea,
paliperidone monotherapya
Haloperidol, chlorpromazine, lithium or
divalproex + haloperidol, lithium +
carbamazepine, clozapine,
oxcarbazepinea, tamoxifena
Monotherapy with gabapentin,
topiramate, lamotrigine, verapamil,
tiagabine, risperidone +
carbamazepine, olanzapine +
carbamazepinea

ECT = electroconvulsive therapy.
a
New.

CANMAT guidelines for bipolar disorder
analyses have further explored the results of these
trials (23–28). A pooled analysis of the two
monotherapy RCTs (n = 403) reported signiﬁcantly higher remission rates with quetiapine at
three weeks and 12 weeks compared to placebo
(23). Similarly, a pooled analysis of two adjunctive
therapy RCTs (n = 370) found signiﬁcantly higher
remission rates with adjunctive quetiapine at three
weeks compared to lithium ⁄ divalproex alone (24).
In addition, reviews of these data have conﬁrmed
that the eﬃcacy of quetiapine was superior to
placebo and at least comparable to lithium and
haloperidol (25). Quetiapine was well tolerated,
with most adverse events being mild to moderate
and discontinuations for adverse events not being
signiﬁcantly diﬀerent from placebo (26). Finally,
the eﬃcacy of quetiapine appeared to be independent of baseline disease severity, the presence
of psychosis, and treatment-emergent sedation ⁄
somnolence (28).
Data from a three-week RCT of quetiapine XR
in patients with BD I manic or mixed episode have
been presented in abstract form (29). Quetiapine
XR monotherapy signiﬁcantly improved manic
symptoms starting at day 4.
As reported in the 2005 guidelines, three studies
have demonstrated the eﬃcacy of aripiprazole
monotherapy compared to placebo (30, 31) or
haloperidol (32) in the treatment of acute mania.
While no new data are available, several pooled
analyses provide additional support for these
placebo-controlled trials (33, 34). Aripiprazole
was eﬀective in patients with more or less severe
illness, mixed or manic episodes, with or without
psychotic features, and with a history of rapid or
non-rapid cycling; in men and women; in younger
and older patients; in those with more or less severe
depressive symptoms (33); and in those with or
without agitation (34). One RCT assessed the role
of adjunctive aripiprazole (discussed below in
combination therapy) (35).
Pooled analysis of two previously reported
RCTs showed that partial response to ziprasidone
treatment as of day 2 was predictive of a later full
response (36).
Ziprasidone has recently become available in
Canada, while aripiprazole continues to be
unavailable, so recommendations are based largely
on the reported eﬃcacy data and adverse event
proﬁle of these agents.
Combination therapy. Two meta-analyses have
conﬁrmed the eﬃcacy of combination therapy with
antipsychotics plus lithium ⁄ divalproex (Level 1)
(14, 37). A meta-analysis of eight studies
(n = 1,124) found signiﬁcant reductions in mania

scores with adjunctive haloperidol, olanzapine,
risperidone, and quetiapine compared with lithium ⁄ divalproex alone (37). For adjunctive atypical
antipsychotics combined, the pooled diﬀerence in
mean scores was 4.41. Response rates were significantly higher with combination therapy (RR 1.53)
compared with lithium ⁄ divalproex alone. A metaanalysis of 24 studies (n = 6,187), found that
adding atypical antipsychotic agents to lithium ⁄
divalproex was signiﬁcantly more eﬀective than
treatment with lithium ⁄ divalproex alone (six
studies) for the treatment of acute mania (14).
A six-week, placebo-controlled RCT showed
that aripiprazole added to therapy in 384 patients
with inadequate response to lithium or divalproex
was signiﬁcantly more eﬀective than placebo from
week 1 on (35). At six weeks, response and
remission rates were signiﬁcantly higher with
aripiprazole than placebo.
Step 3. Add-on or switch therapy (alternate ﬁrstline therapies): No changes from 2005 guidelines.
Step 4. Add-on or switch therapy (second- and
third-line therapies):
Second-line options. Paliperidone is approved
for the treatment of schizophrenia but has not yet
been approved for the treatment of bipolar disorder. Results from two three-week, double-blind
RCTs in patients with BD manic or mixed episodes
have been reported; one ﬁxed- and one ﬂexibledose trial (Level 1) (38, 39). Flexible-dose paliperidone (n = 190, mean dose 9 mg ⁄ day) was more
eﬀective than placebo (n = 104) in improving
manic symptoms as early as day 2 (38). In the
ﬁxed-dose
study,
paliperidone
12 mg ⁄ day
(n = 115), but not 3 mg ⁄ day (n = 112) or
6 mg ⁄ day (n = 119), was more eﬀective than
placebo (n = 121) in patients hospitalized for at
least the ﬁrst seven days of treatment (39). Because
of the lack of clinical experience with this agent,
paliperidone monotherapy is recommended as a
second-line option, based on the reported eﬃcacy
data and adverse event proﬁle of this agent.
Although not yet approved in Canada or the
United States, asenapine may be a promising agent
for the management of mania. Two similar threeweek, double-blind RCTs with a total of 976 patients
demonstrated that asenapine and olanzapine were
signiﬁcantly more eﬀective than placebo (Level 1)
(40–42). Eﬃcacy was maintained in 504 patients
during a nine-week, double-blind extension phase,
and in 218 patients continuing a 40-week extension
study, with no signiﬁcant diﬀerences between asenapine and olanzapine in these extension studies.
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A 12-week RCT of adjunctive asenapine or
placebo compared to lithium ⁄ divalproex in 318
patients with BD manic or mixed episodes found
signiﬁcant improvements in mania symptoms in
the active augmentation group compared to
placebo (Level 2) (43).
Despite clinical trial evidence, clinical experience is lacking; therefore, asenapine alone or in
combination with lithium or divalproex is recommended as a second-line option, based on the
reported eﬃcacy data and adverse event proﬁle of
this agent.
Third-line options. A Cochrane Database review conﬁrming the eﬃcacy of haloperidol for
mania included 15 trials (n = 2,022) (Level 1) (44).
Haloperidol, both as monotherapy and adjunct to
lithium or divalproex, was more eﬀective than
placebo at reducing mania symptoms. Haloperidol
was as eﬀective as olanzapine, risperidone, carbamazepine, or divalproex. Haloperidol was associated with less weight gain than olanzapine, but
with a higher incidence of tremor and other
movement disorders. Given the high rates of
movement disorders, as well as the potential for
increased risk of switch into depressive episodes,
haloperidol continues to be recommended as a
third-line option.
There are now four small RCTs assessing
tamoxifen in patients with BD, two as monotherapy (three weeksÕ duration; n = 66 and n = 16)
(Level 2) (45, 46) and two as adjunct to lithium ⁄
divalproex (four weeksÕ duration; n = 43 and
n = 13) (Level 2) (47, 48). In all the studies,
tamoxifen was associated with signiﬁcant improvement in manic symptoms. However, only one of
these four trials had a sample size of 30 patients or
more per group. Therefore, given the small sample
sizes, limited experience, and side eﬀects in BD
mania with this agent, tamoxifen is currently
recommended as a third-line option.
Oxcarbazepine was previously recommended as
a second-line option based on data from several
very small RCTs (Level 2) (1). However, a recent
seven-week RCT in 116 youths with BD I manic or
mixed episode found no signiﬁcant improvement in
mania symptoms with oxcarbazepine compared to
placebo (Level 2, negative) (49). In light of this
negative trial, and clinical experience, oxcarbazepine has been moved to a third-line option.
Step 5. Add-on novel or experimental agents: In a
small RCT in 23 patients with acute mania, there
was greater improvement in mania ratings in
patients receiving adjunctive rapid tryptophan
depletion, through administration of an oral tryptophan-free amino acid solution, compared to
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placebo (Level 2) (50). Allopurinol as adjunct to
lithium plus haloperidol was found to be signiﬁcantly more eﬀective than placebo in an eight-week
RCT in 82 patients hospitalized with acute mania
(Level 2) (51). However, given the very limited
data, these agents can only be recommended as
add-on therapies after failure of all standard
therapies.
Adjunctive amisulpride was as eﬀective as
adjunctive haloperidol when added to divalproex
therapy in 123 patients with BD I in a 12-week,
randomized, open-label trial (Level 3) (52). Response rates were 72.6% in the amisulpride group
and 65.5% in the haloperidol group, with no
signiﬁcant diﬀerence between groups.
Not recommended for acute mania: There were no
signiﬁcant diﬀerences in eﬃcacy between combined
olanzapine plus carbamazepine compared to carbamazepine alone in 118 patients with manic or
mixed BD episodes (Level 2, negative) (53). In light
of the fact that the combination was associated
with signiﬁcantly higher rates of lipid abnormalities and weight gain, the combination is not
recommended.
A six-week RCT assessing the eﬃcacy of adjunctive ﬂexible-dose paliperidone or placebo in 300
patients with BD manic or mixed episodes that
were uncontrolled on lithium or divalproex found
no signiﬁcant improvements in mania symptoms
(Level 2, negative) (54). Given that paliperidone
monotherapy is eﬀective and given that lithium
or valproate does not aﬀect the metabolism of
paliperidone, the lack of eﬃcacy of combination
therapy is surprising. The details of this study are
currently available only in abstract form, and
based on the available information, it would appear
that paliperidone may have been underdosed,
as the mean dose was only 8 mg ⁄ day, while the
monotherapy studies suggest that 12 mg ⁄ day is
the most eﬀective dose. Therefore, at this time,
adjunctive paliperidone should be tried only when
other antipsychotic augmentation strategies have
failed.
Clinical features that can help direct treatment choices

A post hoc analysis of one RCT trial (n = 332)
comparing olanzapine and haloperidol found that
Caucasian patients had higher remission rates with
olanzapine compared to haloperidol, whereas
Latin American patients experienced similar remission rates with both treatments (55). Please refer to
the 2005 guidelines for a detailed list of other
predictors of response. Although many agents are
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shorter times to recovery than patients in collaborative care. There were no statistically signiﬁcant
diﬀerences between the three types of intensive
psychotherapies. In a subsequent report of 152
patients from this study, intensive psychotherapy
was associated with better total functioning, relationship functioning, and life satisfaction scores but
not work ⁄ role functioning or recreation scores over
nine months compared to collaborative care (57).

of broadly comparable eﬃcacy, tolerability issues
are important in guiding treatment choice, given
that acute treatment frequently becomes long-term
treatment.

Section 4. Acute management of bipolar depression

Psychosocial interventions for depressive episodes

In the Systematic Treatment Enhancement Program
for Bipolar Disorder (STEP-BD) trial, 293 patients
with BD I or BD II depression were randomized
to receive intensive psychotherapy (n = 163) or
collaborative care (n = 130), i.e., a brief psychoeducational intervention as an adjunct to pharmacotherapy (56). Intensive psychotherapy included
family-focused therapy (FFT), IPSRT, and CBT
weekly and biweekly for up to 30 sessions in nine
months, and collaborative care consisted of three
sessions in six weeks. Discontinuation rates were
similar with both treatments. Patients receiving
intensive psychotherapy had signiﬁcantly higher
year-end recovery rates (64.4% versus 51.5%) and

Step 1
Review general
principals
&
assess medication
status

Pharmacological treatment of depressive episodes

Pharmacological management of acute depressive
episodes should follow the algorithm outlined in
Fig. 4.1 (1). A number of new clinical trials in
bipolar depression justify additions to the treatment recommendations for bipolar depression
(Table 4.3). First-line options have not changed
from the 2007 guideline update (2), but the
evidence for quetiapine monotherapy as a ﬁrst-line
option has been strengthened. Divalproex monotherapy and adjunctive modaﬁnil have been added
as second-line options, and two negative trials for

Assess safety/functioning
Behavioural strategies/rhythms
Psychoeducation
On DVP

On OLZ, RIS,
ARI or ZIP

Add SSRI/BUP
or add/switch to
Li , LAM or
QUE

Add SSRI, Li
or LAM
or switch to Li,
LAM or QUE

On first line
agent

Not on
medication

+
Step 2
Initiate/optimize,
check compliance

LAM

Li

QUE

OLZ
+ SSRI

Li or DVP
+ SSRI/ BUP

Li + DVP

No
Response
Step 3
Add-on or
switch therapy
No
Response
Step 4
Add-on or
switch therapy
No
Response
Step 5
Add-on or
switch therapy

Add/switch
to Li
or QUE

Add
SSRI/BUP or
add/switch to
LAM or QUE

Add SSRI, Li
or LAM or
switch to Li,
LAM or
OLZ + SSRI

Switch to QUE,
QUE + SSRI, Li,
Li + SSRI/BUP
or LAMa

Switch Li or
DVP to QUE
or OLZ
or switch
SSRI/BUP to
LAMb

Add
SSRI/BUP
or switch
Li or DVP to
LAM or QUE

Replace one or both agents with
alternate 1st or 2nd line agents

Consider ECT, 3rd line agents and novel or
experimental options

Fig. 4.1. Treatment algorithm for the management of bipolar I depression.
DVP = divalproex; OLZ = olanzapine; RIS = risperidone; ARI = aripiprazole; ZIP = ziprasidone; SSRI = selective serotonin
reuptake inhibitor; BUP = bupropion; Li = lithium; LAM = lamotrigine; QUE = quetiapine; ECT = electroconvulsive therapy.
a
Or switch the SSRI to another SSRI.
b
Or switch the SSRI or BUP to another SSRI or BUP.
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Table 4.3. Recommendations for pharmacological treatment of acute
bipolar I depressiona
First line

Lithium, lamotrigine, quetiapine, quetiapine
XRb, lithium or divalproex + SSRI,
olanzapine + SSRI, lithium + divalproex,
lithium or divalproex + bupropion
Second line
Quetiapine + SSRI, divalproexb, lithium or
divalproex + lamotrigine, adjunctive
modafinilb
Third line
Carbamazepine, olanzapine, lithium +
carbamazepine, lithium + pramipexole,
lithium or divalproex + venlafaxine,
lithium + MAOI, ECT, lithium or divalproex
or AAP + TCA, lithium or divalproex or
carbamazepine + SSRI + lamotrigine,
adjunctive EPA, adjunctive riluzole,
adjunctive topiramate
Not recommended Gabapentin monotherapy, aripiprazole
monotherapyb
SSRI = selective serotonin reuptake inhibitor; MAOI = monoamine oxidase inhibitor; ECT = electroconvulsive therapy;
AAP = atypical antipsychotic; TCA = tricyclic antidepressant;
EPA = eicosapentaenoic acid.
a
The management of a bipolar depressive episode with antidepressants remains complex. The clinician must balance the
desired effect of remission with the undesired effect of switching.
b
New.

aripiprazole led to a recommendation against using
aripiprazole monotherapy for the acute management of bipolar depression.
Step 1. Review general principles and assess medication status: Recommendations from 2005 guidelines remain unchanged.
Step 2. Initiate or optimize therapy and check
adherence (ﬁrst-line therapies): Lithium, lamotrigine, lithium or divalproex + SSRI, olanzapine + SSRI, lithium + divalproex, lithium or
divalproex + bupropion, and quetiapine monotherapy continue to be recommended as ﬁrst-line
choices for bipolar depression.
Lamotrigine. Lamotrigine was recommended
for the acute treatment of bipolar depression based
on two positive RCTs (Level 1), one large parallelgroup trial (58), and a small crossover trial (59).
Calabrese et al. (60) reviewed the results of ﬁve
double-blind, placebo-controlled RCTs: the published large RCT and four other previously
unpublished trials. There were about 200 patients
in each of these ﬁve trials for a total of over 1,000
patients. Lamotrigine monotherapy did not demonstrate eﬃcacy in the acute treatment of bipolar
depression in 4 out of 5 RCTs in terms of change in
the primary eﬃcacy endpoints [change in 17-item
Hamilton Depression Rating Scale (HAM-D) or
Montgomery–Åsberg Depression Rating Scale
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(MADRS) scores]. The lack of signiﬁcant
diﬀerences may be due to the large placebo
response rate in these four studies. However, a
meta-analysis of individual patient data from all
ﬁve RCTs did show that patients treated with
lamotrigine were signiﬁcantly more likely to
respond (> 50% reduction in score on the
HAM-D or MADRS) than those treated with
placebo (Level 1, positive) (61). The remission rates
were signiﬁcant on the MADRS but not on the
HAM-D. Similarly, the depressive symptom
change scores were greater with lamotrigine on
the MADRS but not on the HAM-D. Taken
together, these data suggest that lamotrigine has
modest antidepressant eﬃcacy in monotherapy and
that the individual trials were likely underpowered
to capture the beneﬁts of lamotrigine.
These data and a wealth of clinical experience
with this compound led the committee to continue
to recommend lamotrigine as a ﬁrst-line treatment
option. However, clinicians should discuss with
patients the risk of skin rash, Stevens-Johnson
syndrome (SJS), and toxic epidermal necrolysis,
carefully follow titration guidelines, and monitor
for occurrence of these events.
Quetiapine monotherapy. There are now four
large RCTs demonstrating the eﬃcacy of quetiapine monotherapy in bipolar depression;
BOLDER I (62) and II (63), which were cited in
previous iterations of these guidelines; and two
additional eight-week RCTs, EMBOLDEN I (64)
and EMBOLDEN II (65), which have now been
reported in abstract form (Level 1). EMBOLDEN
I compared quetiapine and lithium in 802 patients
with bipolar depression, and EMBOLDEN II
compared quetiapine and paroxetine in 740
patients. In EMBOLDEN I, quetiapine (300 or
600 mg ⁄ d) was signiﬁcantly more eﬀective than
placebo on the primary eﬃcacy measure of
change in MADRS scores as well as response
and remission rates, but lithium was not (64).
However, the mean serum lithium level in this
study was only 0.6 meq ⁄ L, which may not have
been therapeutic for alleviating depressive symptoms. A subanalysis of data for those who had
serum levels of 0.8 meq ⁄ L or above is awaited. In
EMBOLDEN II, the improvement in MADRS
scores and response rates for quetiapine (both
doses) was signiﬁcantly greater than placebo, but
paroxetine was not more eﬀective than placebo
(65). Remission rates were signiﬁcantly greater
with quetiapine 600 mg ⁄ d, but not quetiapine
300 mg ⁄ d compared with placebo; a similar proportion of placebo and paroxetine-treated patients
achieved remission. It is unclear if a higher dose
of paroxetine (greater than 20 mg ⁄ d) would have
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been eﬀective, as patients in this study were
treated with a ﬁxed dose of 20 mg ⁄ d. Both trials
also showed signiﬁcant improvements in MADRS
item 10 (suicidal thoughts) with quetiapine versus
placebo.
Data from an eight-week RCT assessing
quetiapine XR in 270 patients with BD I or BD
II depression have been presented in abstract form
(66). Quetiapine XR monotherapy showed
signiﬁcantly greater improvement in depressive
symptoms from week 1, which was maintained to
study end.
Lithium or divalproex + bupropion or paroxetine. In the STEP-BD study, lithium ⁄ divalproex
plus an adjunctive antidepressant (bupropion or
paroxetine) was no more eﬀective than lithium ⁄ divalproex plus placebo for up to 26 weeks
in 366 patients with bipolar depression (67).
Rates of durable recovery (eight consecutive
weeks of euthymia) were comparable for adjunctive antidepressants and lithium ⁄ divalproex alone
(p = 0.4). Adjunctive antidepressant therapy was
not associated with increased risk of treatmentemergent aﬀective switch. However, adjunctive
antidepressant use was associated with signiﬁcantly higher mania symptom ratings at the
three-month follow-up visit (68). Since patients
for this trial were recruited primarily from
tertiary-care specialized mood disorders centers,
the data may not be generalizable to all bipolar
depressed patients. In addition, the primary
outcome in this study was diﬀerent than the
outcome used in other studies, and the results of
traditional outcomes such as MADRS change
scores at week 6 or week 8 are awaited. Given
the challenges in demonstrating the eﬃcacy of
various agents for treating bipolar depressive
symptoms, it might be worth examining the
sensitivity of current rating instruments in detecting clinically meaningful diﬀerences between
active agents and placebo. In any event, given
that antidepressants are widely used in clinical
practice to treat bipolar depression, further trials
assessing their eﬃcacy are required.
Step 3. Add-on or switch therapy (alternate ﬁrst- or
second-line therapies): No changes from 2007
guideline update.
Step 4. Add-on or switch therapy (alternate ﬁrst- or
second-line therapies):
Adjunctive modaﬁnil. In a six-week RCT, adjunctive modaﬁnil was signiﬁcantly better than placebo
in improving depressive symptoms in 85 patients
with bipolar depression who had not responded to
lithium ⁄ divalproex with or without concomitant

antidepressants (Level 2) (69). There was no diﬀerence between groups in treatment-emergent hypomania or mania. A retrospective chart review of
patients receiving modaﬁnil (n = 66) found that no
patients in any group demonstrated switch into
mania or hypomania while on modaﬁnil (70).
Modaﬁnil has a high potential for interactions with
drugs from all classes and can cause serious dermatological reactions, particularly when used at higher
doses (71).
Modaﬁnil may be a useful adjunctive therapy
that does not appear to have a manic switch
liability. However, because of safety concerns and
limited experience with this agent in patients with
BD, it is recommended as a second-line option and
should be used with caution and careful patient
monitoring.
Divalproex monotherapy. There are now three
small RCTs assessing the eﬃcacy of divalproex or
divalproex ER for the treatment of patients with
BD I or II depression (Level 1) (72–74). In all three
studies, divalproex was associated with signiﬁcant
improvements in depressive symptoms. However,
none of these trials had a sample size of 30 patients
or more per group. Therefore, given the small
sample sizes, divalproex is currently recommended
as a second-line option.
Step 5. Add-on or switch therapy (third-line agents
and novel ⁄ experimental therapies):
Third line. A small, open, randomized trial
provided additional support for adjunctive use of
the monoamine oxidase inhibitor tranylcypromine
(Level 3) (75). During 10 weeks of treatment, 5 ⁄ 8
patients (62.5%) responded to tranylcypromine
without switch into mania, compared with 4 ⁄ 11
patients (36.4%) on lamotrigine with two switches
(not statistically signiﬁcant).
Novel or experimental agents. In a 24-week
RCT, adjunctive N-acetyl cysteine signiﬁcantly
improved depressive symptoms in 75 patients with
BD in the maintenance phase (about 50% of
patients were euthymic) (Level 2) (76).
Agents not recommended for the treatment of acute
bipolar depression:
Aripiprazole monotherapy. In a report of two
identically designed, eight-week, multicenter,
double-blind RCTs, aripiprazole (5–30 mg ⁄ d)
monotherapy was no more eﬀective than placebo
in 749 patients with bipolar depression and was
associated with higher incidence of side eﬀects and
higher discontinuation rates than placebo (Level 1,
negative) (77).
Evidence from several small, open trials suggested a positive eﬀect of adjunctive aripiprazole in
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patients with bipolar depression (78–83), but this
has not yet been assessed in double-blind trials in
patients with bipolar depression. However, adjunctive aripiprazole has been approved by the Food
and Drug Administration (FDA) for the treatment
of unipolar depression, and may be useful as addon therapy in patients with bipolar depression as
well.

Section 5. Maintenance therapy for bipolar disorder

Adherence

A Web-based survey among 469 patients with selfreported BD (n = 469) found that patients were
more likely to be adherent if they were Caucasian
and had more education, and if the medication
reduced the severity of depressive episodes and did
not cause weight gain or cognitive side eﬀects (84).
For example, 69% of Caucasian patients with at
least a college degree were always or usually
adherent, whereas only 34% of nonwhite patients
with only eight years of education were always or
usually adherent.
Predictors of recurrence

In the STEP-BD study, residual depressive or
manic symptoms at recovery and proportion of
days depressed or anxious in the preceding year
predicted depressive recurrence, and residual manic
symptoms at recovery and proportion of days of
elevated mood in the preceding year predicted
manic, hypomanic, or mixed episode recurrence
(85). In addition, prior history of rapid cycling was
associated with a greater risk of further recurrences
(86). Targeting residual symptoms in maintenance
treatment may represent an opportunity to reduce
risk of recurrence.
Similarly, data from long-term follow-up of
patients in the National Institute of Mental Health
Collaborative Depression Study, including 223
patients with BD I or BD II, found that patients
with residual aﬀective symptoms had a three times
higher risk of recurrence compared to patients who
achieved an asymptomatic state (87). History of
three or more aﬀective episodes before intake was
also a signiﬁcant predictor of recurrence. Therefore, the Committee recommends that acute episodes need to be treated aggressively until full
remission to decrease the likelihood of relapse
during the maintenance phase.
There is some evidence that switching medication after an acute response may predict poorer
outcomes during maintenance therapy. In a post
hoc analysis of a 12-month study, patients treated
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acutely with divalproex who continued on divalproex maintenance therapy had better outcomes
than those who were switched to lithium or
placebo (88).
Psychosocial interventions for maintenance therapy

A Cochrane database review of six RCTs found
that interventions (self-help and psychosocial) that
teach patients to recognize and manage early
warning symptoms were beneﬁcial in improving
time to any, manic ⁄ hypomanic, and depressive
recurrences, in reducing hospitalization rates, and
in improving functioning (89).
A systematic review and meta-analysis of
randomized or quasi-randomized controlled trials
conﬁrmed that CBT and group psychoeducation
were beneﬁcial as adjuncts to pharmacological
maintenance treatments (90, 91). Family therapy
was equivalent to individual psychosocial therapy
and crisis management (90), but a Cochrane
Database systematic review found no signiﬁcant
added eﬀect for adjunctive family interventions
compared to no intervention (92). One RCT
demonstrated that a psychoeducational group
intervention (12 sessions) focusing on caregivers
only was eﬀective in preventing any recurrence
and hypomanic ⁄ manic recurrences in 113 euthymic patients with BD over a 12-month follow-up
(93).
A six-month RCT in 52 stable patients with BD
I or II conﬁrmed the eﬃcacy of cognitive therapy
(CT) compared to treatment as usual as adjunct
to lithium ⁄ divalproex (94). Adjunctive CT was
associated with less severe depression scores, less
dysfunctional attitudes, and longer time to depressive relapse. One-year follow-up showed a trend
toward lower mania scores and improved
behavioural self-control, which indicated some
continuation of beneﬁts. In addition, a pilot study
in 14 remitted patients with BD found that
mindfulness-based cognitive therapy had an
immediate eﬀect on between-episode residual
anxiety and depressive symptoms among patients
with suicidal ideation or behaviour compared to a
wait-list condition (95).
The STEP-BD study found that intensive psychotherapies (FFT, IPSRT, and CBT weekly and
biweekly for up to 30 sessions in nine months) were
more eﬀective than three sessions of individual
psychoeducation (56). However, an 18-month,
single-blind RCT in 204 patients with BD I or
BD II found no signiﬁcant clinical beneﬁts with
individual CBT (20 sessions) over group psychoeducation (six sessions) as adjunct to maintenance
BD medications (lithium, divalproex, atypical an-
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tipsychotics) (96). Both groups showed signiﬁcant
reduction in Longitudinal Interval Follow-up
Evaluation scores for mania ⁄ hypomania and
depression over time, with no signiﬁcant diﬀerences between groups in reduction in symptom
burden, recurrence rates, or completion rates
(about 66%). However, psychoeducation cost
$160 per patient compared to $1,200 per patient
for CBT. The lower cost and potential ease of
dissemination of group psychoeducation suggest
that it may be beneﬁcial to try this approach ﬁrst,
with additional psychosocial interventions reserved
for those with continued symptoms. Additional
data in favour of psychoeducation come from an
RCT in which psychoeducational group intervention focusing on caregivers only was eﬀective in
preventing recurrence in euthymic patients with
BD (93).
A one-year, single-blind RCT in 79 BD I or II
patients compared seven sessions of individual
psychoeducation to 20 sessions of CBT, with no
diﬀerences in terms of relapses but modest diﬀerences in number of days with any depressed mood
(97).
Pharmacological treatments for maintenance therapy

Most maintenance trials used an enriched study
design, meaning that they randomized into the
double-blind phase only those patients who
showed a response to the test drug during the
acute mood episode. Lithium is an exception, as
some of the older lithium maintenance studies did
not use this design and were still able to show
superiority of lithium over placebo in preventing
relapses. The implication of these data is that
whatever treatment worked during the acute phase
is likely to be eﬀective in the maintenance phase.
So, for example, if acute mania was eﬀectively
treated with lithium, divalproex or an atypical
antipsychotic, the same medication should be
continued for prevention of relapse [please see
the original 2005 guidelines, Section 5: Maintenance therapy for bipolar disorder, General
principles (1)].
Data from several new clinical trials in maintenance therapy for BD support several additions to
the treatment recommendations (Table 5.5) (1, 2).
There is now evidence for additional ﬁrst-line
options, including quetiapine monotherapy and
adjunctive therapy for the prevention of manic and
depressive events, aripiprazole monotherapy for
the prevention of manic events, as well as risperidone long acting injection (LAI) monotherapy and
adjunctive therapy and adjunctive ziprasidone for
the prevention of mood events.

Table 5.5. Recommendations for maintenance pharmacotherapy of bipolar
disorder
First line

Lithium, lamotrigine monotherapy (limited
efficacy in preventing mania), divalproex,
olanzapine, quetiapinea, lithium or
divalproex + quetiapinea, risperidone
LAIa, adjunctive risperidone LAIa,
aripiprazole (mainly for preventing
mania)a, adjunctive ziprasidonea
Second line
Carbamazepine, lithium + divalproex,
lithium + carbamazepine, lithium or
divalproex + olanzapine, lithium
+ risperidone, lithium + lamotrigine,
olanzapine + fluoxetine
Third line
Adjunctive phenytoin, adjunctive
clozapine, adjunctive ECT, adjunctive
topiramate, adjunctive omega-3-fatty
acids, adjunctive oxcarbazepine, or
adjunctive gabapentin
Not recommended Adjunctive flupenthixol, monotherapy with
gabapentin, topiramate or antidepressants
LAI = long acting injection; ECT = electroconvulsive therapy.
a
New.

First line: A meta-analysis of 14 RCTs (n =
2,526) conﬁrmed the eﬃcacy of lithium, lamotrigine, divalproex, and olanzapine for ﬁrst-line use
as maintenance therapy for bipolar disorder (98).
Lithium [hazard ratio (HR) 0.68], lamotrigine
(HR 0.68), divalproex (HR 0.82), and olanzapine
(RR 0.58) were more eﬀective than placebo in
preventing relapse of any mood episode. Lithium
and olanzapine signiﬁcantly reduced manic relapses, while lamotrigine and divalproex signiﬁcantly reduced depressive relapses. Lithium was
more eﬀective than lamotrigine, and olanzapine
was more eﬀective than lithium, in signiﬁcantly
reducing manic relapses. Withdrawal due to an
adverse event was approximately twice as likely
with lithium compared with divalproex and
lamotrigine.
Quetiapine. Five new RCTs have demonstrated
the eﬃcacy of quetiapine alone or in combination
with lithium ⁄ divalproex for maintenance therapy
in bipolar disorder (64, 65, 99–103) (Level 1). In
these studies, patients in remission after acute
treatment were randomized to quetiapine or
placebo maintenance therapy with the primary
endpoint being recurrence of any mood event.
Two studies, EMBOLDEN I (64) and II (65),
assessed quetiapine monotherapy in patients in
remission after eight weeks of double-blind treatment. Pooled and individually, the EMBOLDEN
studies demonstrated that the acute eﬃcacy of
quetiapine in bipolar depression was maintained in
continuation treatment for 26–52 weeks compared
with placebo (99). In a pooled analysis, recurrence
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of a mood event was reported in 24.5% (71 ⁄ 290) of
patients in the quetiapine group and 40.5%
(119 ⁄ 294) of patients in the placebo group. The
risk of recurrence of any mood event (HR 0.51,
p < 0.001) or a depression event (HR 0.43,
p < 0.001) was signiﬁcantly lower with quetiapine
than placebo. Time to recurrence of a mania ⁄
hypomania event did not reach signiﬁcance
(HR 0.75).
A recent 104-week RCT compared the eﬃcacy of
quetiapine, lithium, or placebo monotherapy in
patients who were stable for at least four weeks
following up to 24 weeks of quetiapine therapy. The
study was stopped after a planned interim analysis
(56 weeks) revealed statistically signiﬁcant beneﬁts. Quetiapine was signiﬁcantly more eﬀective than
placebo in reducing the risk of any mood event (HR
0.29), including both manic (HR 0.29) and depressive episodes (HR 0.30), or any episode p < 0.001
(100). Lithium was also more eﬀective than placebo
on all three measures. In addition, quetiapine was
more eﬀective than lithium for prevention of any
event or depressive events, but the two therapies
were similar for prevention of manic events.
Two RCTs have assessed the eﬃcacy of adjunctive quetiapine maintenance therapy (101–103).
Patients were randomized to lithium or divalproex
plus quetiapine or placebo after achieving at least
12 weeks remission with open-label lithium or
divalproex plus quetiapine (101–103). Pooled and
individually, these studies demonstrated that quetiapine in combination with lithium or divalproex
was signiﬁcantly more eﬀective than lithium or
divalproex alone in the prevention of mood
episodes during continuation treatment for up to
104 weeks (103).
Data from these two studies suggest that quetiapine, like other atypical antipsychotics such as
olanzapine, can cause clinically meaningful increases in insulin resistance, which may lead to new
or exacerbated cases of type 2 diabetes (101–103)
(see safety section for more details). Further study
is necessary to accurately estimate incidence and
risk since these two studies were not designed to
assess this concern.
Lithium. Additional long-term follow-up data
conﬁrm the utility of lithium for maintenance
therapy. A two-year naturalistic follow-up study
compared illness recurrence among patients who
continued (n = 159) or discontinued (n = 54)
lithium after an extended period of clinical stability
on monotherapy (104). Continued lithium was
associated with an almost ﬁvefold lower risk of
recurrence. The authors concluded that lithium
discontinuation in BD after successful maintenance
monotherapy is not advisable. A survey of 106
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patients found that patientsÕ knowledge levels
regarding lithium treatment, including patientsÕ
attitudes, general opposition to prophylaxis, fear
of side eﬀects, denial of therapeutic eﬀectiveness
and illness severity, were directly correlated to
treatment adherence (105).
Divalproex. There is good evidence to support
the use of divalproex for maintenance therapy in
BD. More recently, a prospective, open-label,
crossover study found that when converting stable
patients with BD from twice-daily divalproex
delayed release to once-daily divalproex extended
release, the total daily dose should be increased by
250–500 mg to ensure maintenance of therapeutic
valproic acid levels (106).
Risperidone long-acting injection. Although the
long-term eﬃcacy of oral risperidone has not been
assessed, two RCTs have examined the eﬃcacy of
risperidone LAI for maintenance treatment in BD
(Level 1) (107, 108). In the ﬁrst study, patients who
were currently manic or stabilized on oral risperidone or other atypical antipsychotic received three
weeks open-label treatment with oral risperidone,
followed by 26 weeks open label treatment with
risperidone LAI (107). Patients who remained
stable were randomized to continue the same dose
of risperidone LAI (n = 154) or switched to
placebo injection (n = 143) for 24 months. Significantly fewer patients in the risperidone LAI group
(29%) relapsed to any mood episode compared
with those in the placebo group (57%).
The second study assessed risperidone LAI as an
adjunct to treatment as usual in 139 patients who
had frequently relapsing BD (requiring intervention for four or more episodes in the past year)
(108). Patients who remained stable after 16 weeks
of open-label adjunctive risperidone LAI were
randomized to continued adjunctive risperidone
LAI or switched to adjunctive placebo injection.
Signiﬁcantly fewer patients in the adjunctive risperidone LAI group relapsed (22%) to any mood
episode compared with those in the placebo group
(49%).
Since risperidone is the active moiety in the
risperidone LAI, based on these data, risperidone
oral and risperidone LAI are included as ﬁrst-line
treatments for maintenance treatment of BD.
Aripiprazole. Two RCTs have now demonstrated the eﬃcacy of aripiprazole for maintenance
treatment of patients with BD I (Level 1) (109–
111).
A 26-week RCT reporting the eﬃcacy of aripiprazole in the prevention of manic but not depressive relapses, previously cited in abstract form, has
now been published (109). This study was designed
a priori with a prospective, 74-week, double-blind,
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placebo-controlled extension phase (110). At
100 weeks, as was seen in the 26-week results,
aripiprazole continued to be superior to placebo in
delaying time to manic relapse, but not depressive
relapse.
A second study demonstrated the long-term
eﬃcacy of aripiprazole over 30 weeks of treatment
in 296 pediatric patients with BD I (111). Aripiprazole 10 mg and 30 mg groups were signiﬁcantly
better than placebo in improving manic symptoms;
response rates were 50%, 56% and 27%, respectively.
Given that eﬃcacy was shown primarily for
mania, aripiprazole is included as a ﬁrst-line
maintenance treatment for bipolar disorder for
the treatment and prevention of mania.
Ziprasidone. The eﬃcacy of adjunctive ziprasidone for maintenance treatment of bipolar mania
was demonstrated in a six-month RCT in 239
patients with BD I who were stabilized for at
least eight weeks on open-label therapy (Level 2)
(112). The time to intervention for a mood
episode was signiﬁcantly longer with ziprasidone;
19.7% and 32.4% of patients in the ziprasidone
and placebo groups, respectively, required
intervention for a mood episode. Given that
there is now clinical experience with ziprasidone,
this agent can be recommended as a ﬁrst-line
option.
Third line:
Oxcarbazepine. A 52-week RCT in 55 patients
with BD I and BD II found a lower risk of
recurrence with oxcarbazepine (38%) compared to
placebo (59%) as adjuncts to ongoing treatment
with lithium, but this diﬀerence was not signiﬁcant
(Level 2, negative) (113). Lack of signiﬁcant
diﬀerence is likely to be due to lack of power
due to smaller sample size in the study, as the
diﬀerences in relapses were substantial between the
two groups. There was also a trend toward fewer
depressive episodes and better functionality with
oxcarbazepine. Therefore, oxcarbazepine remains
a third-line option.

Section 6. Special populations

Issues in the management of bipolar disorder in women

A secondary analysis of a large survey assessed the
prevalence of, and association between, reproductive cycle-associated mood symptoms and aﬀective
disorders in women (114). Of 2,524 women with
mood disorders, 67.7% reported premenstrual
symptoms. Of those at risk, 20.9% reported
postpartum symptoms and 26.4% reported peri-

menopausal symptoms. The rates did not diﬀer
between women with MDD and BD but were
signiﬁcantly diﬀerent from women who were never
ill. The occurrence of reproductive cycle-associated
symptoms predicted the occurrence of MDD but
not BD.
Pregnant women should be universally
screened for BD by inquiring about personal
and family history of BD. There is a need for
valid screening instruments to detect hypomania ⁄ mania as well depression in pregnant or
postpartum women with BD. The Mood Disorder Questionnaire has not been validated in
pregnant women and the Edinburgh Depression
Scale has not been studied in women with
postpartum bipolar depression.
Management of acute episodes during pregnancy:
Findings from case-control studies suggest no
signiﬁcant associations between overall maternal
SSRI use during early pregnancy and risk of birth
defects (115, 116). However, data suggest that
individual SSRIs may confer increased risk for
some speciﬁc defects, but these defects are rare and
the absolute risks are small.
In utero exposure to SSRIs can also have an
impact on the neonate, with reports of neonatal
abstinence syndrome (117) and persistent pulmonary hypertension of the newborn (118). Data on
the eﬀect of atypical antipsychotics on birth
weight are conﬂicting, with one study reporting
signiﬁcantly higher birth weights among infants
exposed to atypical antipsychotics (119) and
another reporting a trend toward lower birth
weights (120).
Maintenance therapy during pregnancy: During a
prospective, cohort study involving 89 pregnant
women with BD, the overall risk of at least one
recurrence in pregnancy was 71% (121). Among
women who discontinued versus continued lithium ⁄ divalproex treatment, recurrence risk was
twofold greater and the median time to ﬁrst
recurrence was more than fourfold shorter. Time
to recurrence was 11-fold shorter with abrupt
versus gradual discontinuation of lithium ⁄ divalproex. Most recurrences were depressive or
mixed, and 47% occurred during the ﬁrst trimester.
Similarly, the risk of recurrence was substantially
reduced when lamotrigine therapy was continued
compared to discontinuation of lithium ⁄ divalproex
therapies in a survey of 26 pregnant women with
BD (122). The risk of new illness episodes was 30%
with lamotrigine versus 100% after discontinuing
lithium ⁄ divalproex, and time to recurrence was
12-fold longer.
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Treatment planning for pregnant women with
BD should consider not only the relative risks of
fetal exposure to lithium ⁄ divalproex but also the
high risk of recurrence and morbidity associated
with stopping maintenance treatment.
The previous guidelines suggested that lamotrigine may be considered for maintenance therapy
during pregnancy, particularly in patients who
primarily suﬀer depressive relapses, as data from
a large pregnancy registry suggested no increased
teratogenicity (123). More recently, the FDA
issued an alert stating that preliminary data from
the North American Drug Pregnancy Registry
suggested a possible link between lamotrigine
exposure during the ﬁrst trimester and the incidence of cleft lip ⁄ palate (124). However, they also
stated that other pregnancy registries of similar
size have not replicated this observation, and
the clinical signiﬁcance of this report is thus
uncertain.
Management of bipolar disorder during the postpartum period: A Danish, population-based,
cohort study found a 24-fold increase in the risk
of postpartum mental disorders for women who
have a ﬁrst-degree relative with BD compared to a
reference group (125). Family psychopathology
represented a particular risk in the immediate
postpartum period, especially if a family member
suﬀers from BD compared to other diagnostic
groups.
The diagnosis of BD is frequently missed in
women with postpartum depression. Hypomania
after childbirth may be misconstrued as the
normal joy related to the experience of motherhood. In a survey of 56 women referred for
postpartum depression, over half had a bipolar
diathesis (126). The primary diagnoses were:
MDD (46%), BD NOS (29%), BD II (23%),
and BD I (2%).
In a retrospective survey of 127 women who
developed a bipolar aﬀective puerperal psychosis
within four weeks of childbirth, there was a high
prevalence of early-onset hypomanic symptoms
(127). Onset of symptoms occurred within three
days of delivery in 73% of women. The most
common symptoms were: feeling excited, elated, or
high; not needing or not being able to sleep; feeling
active or energetic; and talking more or feeling
very chatty. These types of symptoms should be
carefully monitored in individuals at high risk of
puerperal psychosis episodes.
Postpartum hypomania has been reported in 1020% of women after childbirth (128–130). In
addition, there was no phase in a womanÕs life, or
for that matter a manÕs, when the point prevalence
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of hypomania reached the level in the postpartum
period (131). The DSM-IV does not acknowledge
hypomania as a postpartum-onset speciﬁer, which
means that women with BD II are likely often
misdiagnosed as having MDD. The high prevalence of postpartum hypomania immediately after
delivery highlights its importance as a window of
opportunity to understand the biological underpinnings of BD.
Antidepressants should be used cautiously in
women with postpartum depression due to the risk
of induction of postpartum psychosis, mania, and
rapid cycling. There are case reports of earlyonset postpartum depression in which bipolarity
manifested following antidepressant treatment
(132). In each case there was no past history of
psychiatric disturbance but there was a family
history of BD.
Several authors have reported on the implications of psychotropic medications on breastfeeding
(133–135). A systematic review of antidepressant
and mood stabilizer use during lactation concluded
that SSRIs, tricyclic antidepressants (except doxepin), carbamazepine, sodium valproate, and low
doses of short-acting benzodiazepines were relatively safe for the breast-fed infant (133). However,
if treatment with an SSRI is started in the
postpartum period, ﬂuoxetine and citalopram
may not be drugs of ﬁrst choice as case reports
have described adverse eﬀects in breast-fed infants.
A case report on the use of oxcarbazepine during
breastfeeding found that the concentrations of
oxcarbazepine and its metabolite were acceptable
(134). There are also emerging data about quetiapine during lactation. In a series of six women
receiving quetiapine augmentation to antidepressants during lactation (135), no quetiapine was
detected in breast milk in four of the six cases, and
in all cases, estimated levels of infant quetiapine
exposure were < 0.01 mg ⁄ kg ⁄ day. Four of the six
babies showed typical development and two
showed slight developmental delays. Levels of
quetiapine were not detectable in breast milk in
the mothers of the two infants showing mild
delays.
The American College of Obstetricians and
Gynecologists (ACOG) clinical management
guidelines categorized the lactation risk of psychiatric medications using the following criteria:
L1 = safest; L2 = safer; L3 = moderately safe;
L4 = possibly hazardous; L5 = contraindicated.
The most common bipolar medications were categorized as follows: lithium (L4), divalproex (L2),
carbamazepine (L2), lamotrigine (L3), olanzapine
(L2), risperidone, aripiprazole, and clozapine (L3),
and quetiapine and ziprasidone (L4) (136).
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Issues in the management of bipolar disorder in children
and adolescents

As in previous guidelines, treatment recommendations for pediatric bipolar disorder are beyond the
scope of these guidelines; the reader is referred to
speciﬁc guidelines for management of children and
adolescents developed by the American Academy
of Child and Adolescent Psychiatry (137). Therefore, in the following section, we will provide only
a brief overview of some of the issues in this
population.
Presentation and diagnosis: After ﬁrst hospitalization for BD, over half of adolescent patients
experienced a recurrence, and only 35% were fully
adherent to medication (138). Predictors of poor
recovery included comorbid attention-deﬁcit
hyperactivity disorder (ADHD), anxiety disorders,
disruptive behaviour disorders, alcohol use disorders, and treatment with antidepressants, as well as
nonadherence to psychotropic medication, lower
socioeconomic levels, and female gender. A metaanalysis of ﬁve open trials also showed that
comorbid ADHD was associated with a reduced
response to pharmacotherapy in the treatment of
acute mania (139).
A recent analysis demonstrated the reliability of
the Young Mania Rating Scale (YMRS), Kiddie
Schedule for Aﬀective Disorders Mania Rating
Scale, and the ChildrenÕs Depression Rating Scale–
Revised for the diﬀerential diagnosis of BD across
a broad age range (4–17 years) (140). Psychotic
symptoms, particularly delusions of grandiosity,
are common in children with BD I, being present in
76% of patients (141).
Acute and maintenance treatment of pediatric
bipolar disorder
Psychosocial interventions. A small, open trial in 34
pediatric patients with BD found that a maintenance
model of child- and family-focused CBT was associated with positive eﬀects on symptoms and functioning over a three-year follow-up period (142).
Small pilot studies have demonstrated that multifamily psychoeducation groups and individual
family psychoeducation were beneﬁcial in the treatment of pediatric patients with BD (143). There were
improvements in mood and family climate and
possible improvements in treatment utilization at
end of treatment and at six-month follow-up.
Pharmacological management. The strength of
evidence for eﬃcacy of various treatments in
pediatric bipolar disorder is outlined in Table 6.8.

Lithium and divalproex: As reported previously,
there are Level 2 RCT data to support the use of
lithium and divalproex for the treatment of pediatric patients with BD (1, 2).
Atypical antipsychotics: The eﬃcacy of olanzapine in the treatment of adolescent mania that was
previously cited in abstract form has now been
published (Level 2) (144). Olanzapine was associated with signiﬁcantly higher response and remission rates compared to placebo. However, patients
treated with olanzapine had signiﬁcantly greater
weight gain and increases in hepatic enzymes,
prolactin, fasting glucose, fasting total cholesterol,
and uric acid, which may be a concern in adolescents in need of lifelong treatment.
The eﬃcacy of quetiapine has previously been
demonstrated in children and adolescents with BD
as both monotherapy (Level 2) (145) and adjunctive therapy (Level 2) (20). Recent data showed
that quetiapine and divalproex were equally
eﬀective in improving impulsivity and reactive
aggression in a four-week RCT involving 33
adolescents with BD and comorbid disruptive
behaviour disorders (146).
A large four-week RCT demonstrated the
eﬃcacy of ziprasidone monotherapy in improving
mania symptoms in 238 children and adolescents
with BD (Level 2) (147). Therapy was well tolerated, with no changes in lipid or glucose levels. In
addition, ziprasidone was eﬃcacious in a small,
eight-week, open-label trial (148).
An RCT with a four-week acute phase and a 26week continuation phase demonstrated the acute
and long-term eﬃcacy of aripiprazole in 296
Table 6.8. Strength of evidence for treatments for pediatric bipolar disorder
Agent

Level of evidence

Lithium
Anticonvulsants
Divalproex
Oxcarbazepine
Atypical antipsychotics
Olanzapine
Quetiapine
Ziprasidone
Risperidone
Aripiprazole
Combination therapy
Adjunctive lithium
Adjunctive lamotrigine
Olanzapine or risperidone
+ lithium or divalproex
Quetiapine + divalproex
Electroconvulsive therapy

2
2
2 (–ve)
2
2
2
2*
2
4
3 (depression)
3 ⁄4
2
3

*Approved by the FDA for use in pediatric bipolar disorder for
children aged 10 and above, but the trial supporting the
evidence has not been presented at conferences.
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pediatric patients with BD I (Level 2) (111, 149).
Aripiprazole 10 mg and 30 mg groups were significantly better than placebo in improving manic
symptoms; response rates at week 4 were 45%, 64%,
and 26%, and at week 30 were 50%, 56% and 27%,
respectively. In addition, aripiprazole monotherapy
was associated with signiﬁcant improvements in
YMRS scores versus baseline in a small, eight-week,
open-label trial (150).There was no statistically
signiﬁcant increase in body weight, but aripiprazole
was associated with two dropouts due to extrapyramidal symptoms. Aripiprazole was eﬀective in a
six-week open trial in 10 pediatric patients with BD
and comorbid ADHD, signiﬁcantly improving both
manic and ADHD symptoms (151).
Other treatments: A seven-week RCT found no
signiﬁcant improvement in mania symptoms with
oxcarbazepine in 116 youths with BD I manic or
mixed episode, compared to placebo (Level 2,
negative) (49). In an eight-week open trial in 20
pediatric patients with BD I, omega-3 fatty acids,
combined eicosapentaenoic acid and docosahexaenoic acid, were associated with modest improvement, with only 35% of patients showing response
(152). Methylphenidate was eﬀective for the management of ongoing ADHD symptoms in euthymic
pediatric patients with BD (153).
Issues in the management of bipolar disorder in older
patients

Presentation and course: Additional data provide
further evidence that age minimally inﬂuences
manic psychopathology but not overall severity
in patients with BD (154).
Several studies have demonstrated cognitive
impairment in older patients with BD, which
are similar to those reported in younger patients
(155–159). Compared to age-matched controls,
older patients with BD had more extrapyramidal
symptoms and worse performance in psychomotor
speed, selective attention, verbal memory, verbal
ﬂuency, and executive functions, as well as poorer
psychosocial functioning (155–159). Neurocognitive deﬁcits can contribute to medication errors and
nonadherence to treatment (160). Older patients
with BD made almost three times as many medication errors compared to normal control subjects.
Within the BD group, there was a signiﬁcant
correlation between medication errors and dementia
scores, particularly memory, but not with age,
education, depression scores, number of psychiatric
medications, or medical conditions.
Comorbidity: The overall burden of comorbid
medical conditions was comparable in elderly
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patients with BD and those with MDD, but
patients with BD had higher body mass index
(BMI) and greater burden of endocrine ⁄ metabolic
and respiratory disease (161).
A large survey of geriatric patients with BD in a
Veterans Health Administration database found
that 29% of patients with BD had comorbid
substance use disorder (8.9%), posttraumatic stress
disorder (5.4%), other anxiety disorders (9.7%), or
dementia (4.5%) (162). Patients with comorbid
substance abuse were more likely to be younger,
minority, unmarried, and homeless compared to
patients with comorbid anxiety disorders or
dementia. In a community survey, the lifetime
rates of comorbid alcohol use disorders (38.1%),
dysthymia (15.5%), generalized anxiety disorder
(20.5%), and panic disorder (19.0%) were significantly higher among elderly respondents with BD
compared to those without BD (163). However,
elderly patients with BD had lower rates of alcohol
use disorders, dysthymia, and panic disorder than
younger patients.
Acute treatment of mania in older patients: Few
data are available assessing BD pharmacotherapy
in older patients (1, 2). A 12-week open trial of
aripiprazole in 20 older patients with BD found
signiﬁcant reductions in depression (HAM-D) and
mania (YMRS) scores, and signiﬁcant improvement in functional status (164).
There is also preliminary evidence from two
small, open studies to suggest that adjunctive
levetiracetam may have beneﬁcial antimanic
eﬀects in hospitalized geriatric patients with BD
or dementia (165, 166). A small open study in 12
elderly patients with BD I or BD II with
evidence of mild cognitive decrements found that
treatment with donepezil had no signiﬁcant
eﬀects on cognitive and functional measures
(167).
Acute treatment of bipolar depression in older
patients: In an open study involving 122 elderly
unipolar or BD depressed outpatients, treatment in
a psychiatric day hospital program that combined
individual and group psychotherapy resulted in a
signiﬁcant reduction of depressive symptoms and
improvement in quality of life (168).
Findings from a retrospective cohort study in
older patients with BD suggest that those who
received an antidepressant had a signiﬁcantly lower
likelihood of admissions for manic ⁄ mixed but not
depressive episodes (169). As in younger patients,
antidepressants should be used with caution in
older patients with BD, since an increased risk of
manic switch has been reported (2).

CANMAT guidelines for bipolar disorder
Maintenance treatment: Evidence from a retrospective chart review of 60 older patients with
unipolar depression or BD showed that long-term
lithium therapy was associated with improvements
in frequency, severity, and duration of depressive
or manic relapses, rate and duration of hospitalizations, and suicidal behaviour (170).
A pilot study of a 12-week manualized group
intervention in 21 older patients with BD showed
evidence of improved medication adherence, medication management ability, depressive symptoms,
and some measures of health-related quality of life
(171).
Issues in the management of bipolar disorder in patients
with comorbid conditions

Epidemiology: Patients with BD have high rates of
comorbid psychiatric (e.g., anxiety disorders, substance use disorders) and medical conditions (e.g.,
overweight ⁄ obesity, type 2 diabetes, cardiovascular
disease, migraine, hepatitis C, HIV, dementia,
lower back pain, chronic obstructive pulmonary
disease, asthma, allergies) compared to the general
population (1, 2).
A 20-year follow-up of the Zurich cohort
(n = 591) showed that individuals with manic
symptoms were at signiﬁcantly greater risk for
alcohol abuse ⁄ dependence, cannabis use and
abuse ⁄ dependence, and benzodiazepine use and
abuse ⁄ dependence (172). BD II predicted both
alcohol abuse ⁄ dependence and benzodiazepine use
and abuse ⁄ dependence. Substance abuse was a
signiﬁcant risk factor for criminal arrest in patients
with BD, especially among women with BD (173).
Comorbid substance abuse has also been associated with signiﬁcantly poorer outcomes and lower
rates of adherence to lithium ⁄ divalproex treatments (174, 175).
In the Canadian Community Health Survey
(n = 36,984), rates of medical comorbidities,
including chronic fatigue syndrome, migraine,
asthma, chronic bronchitis, multiple chemical
sensitivities, hypertension, and gastric ulcer were
signiﬁcantly higher in patients with BD compared
to those without (176). Chronic medical disorders
were also associated with a more severe course of
BD, increased household and work maladjustment,
receipt of disability payments, reduced employment, and more frequent medical service utilization. In addition, an elevated cancer risk in patients
with BD has been reported in both men and women
(177). Fibromyalgia has also been highly associated
with BD, suggesting these conditions may share
underlying pathophysiological links (178).

As reported previously (1, 2) and in Section 8,
rates of metabolic syndrome and diabetes are
elevated in patients with BD. In patients with
BD, comorbid diabetes almost doubled the overall
health care costs compared to patients without
diabetes (179). Patients with psychiatric disorders
and comorbid diabetes reported greater impairment in both physical and mental health, lower
quality of life, and less satisfaction with health
compared to those without diabetes (180).
Treatment of bipolar disorder in patients with
comorbidities: The addition of either olanzapine
or lamotrigine to lithium therapy in patients with
remitted BD and a current anxiety disorder
(n = 47) were eﬀective in reducing Hamilton
Anxiety Scale scores and Clinical Global Impressions (CGI)–Severity scores in a 12-week, randomized, single-blind study (181). This is limited
evidence that adding a second agent (olanzapine
or lamotrigine) to lithium is eﬀective in reducing
anxiety symptoms in patients with BD and a
comorbid anxiety disorder.
In an eight-week RCT, risperidone monotherapy
was not more eﬀective than placebo in improving
anxiety symptoms in patients with BD and comorbid panic disorder or generalized anxiety disorder
(182).

Section 7. Bipolar II disorder: acute and maintenance
management

Epidemiology

The National Comorbidity Survey Replication
(n = 9,282) reported a lifetime prevalence of BD
II of 1.1% (12-month prevalence 0.8%) (3). Other
epidemiological studies have reported a lifetime
community prevalence of about 5%, and that 50%
of depressed outpatients have BD II (183). Mean
age of onset was 20.3 years (3). Most respondents
had lifetime comorbidity with other Axis I disorders, particularly anxiety disorders. Clinical severity and role impairment were greater for BD II
than for BD I episodes of major depression. Only a
minority of subjects with BD II in the community
received appropriate medication (deﬁned as
lithium ⁄ divalproex, anticonvulsants, or antipsychotics).
A one-year naturalistic follow-up of patients
with BD I (n = 405) and with BD II (n = 102)
conﬁrmed that patients with BD II are symptomatic approximately 50% of the time, and suggested that patients with BD I and BD II had the
same tendency toward mood instability (184).
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In the 20-year follow-up of the Zurich cohort
(n = 591), the presence of BD II predicted the
later development of alcohol abuse [odds ratio
(OR) 9.1], alcohol dependence (OR 21.1), and
benzodiazepine abuse ⁄ dependence (OR 14.1), but
not cannabis use or abuse compared to subjects
without BD II (172). In contrast, MDD was
predictive only of later benzodiazepine abuse ⁄
dependence. The diﬀerent risks of substance use
emphasize the need to diﬀerentiate patients with
BD II from those with MDD.
There is also evidence of functional and neurocognitive impairment. BD II is associated with
long-term disability (185), with patients missing
over a year of work in their lifetime due to
psychiatric illness (186). Patients with BD II
reportedly have a poorer health-related quality of
life compared to those with BD I (187). Cognitive
impairments including deﬁcits in working memory,
semantic ﬂuency, attention, verbal memory, and
executive functions have been demonstrated in
patients with BD II compared to healthy controls
(188, 189).
Diagnosis of bipolar II disorder

The ISBD Diagnostic Guidelines Task Force
suggested revisions to both ICD-10 and DSM-V
criteria for BD II and hypomania (4). The most
signiﬁcant suggestions involve the criteria for
hypomania, changing the duration of symptoms
from at least four days to at least two days,
including the presence of mixed hypomania (hypomanic with depressive symptoms), and including
hypomanic episodes potentially triggered by
antidepressants and other substances (4, 190).
The ISBD also suggested changes to the criteria
for BD II; the exclusion of a mixed episode should
be clariﬁed as a mixed manic episode, and the
requirement for symptoms to cause clinically
signiﬁcant distress or impairment should apply to
depressive symptoms, since hypomanic symptoms
may not be impairing. Please refer to the ISBD
Diagnostic Guidelines Task Force Report for more
information (4).
The biological validity of BD II was supported
in a genetic study of 58 multiplex bipolar families
which found evidence for linkage derived from BD
II sibling pairs sharing marker alleles on chromosome 18q (191). Further analysis of 74 bipolar
pedigrees found that BD II was associated with
genetic heterogeneity. While there are some overall
genetic ﬁndings in BD (e.g., chromosome 18q21),
there may be distinct genetic markers for BD II
(e.g., chromosome 9p13). However, neurobiological studies, involving magnetic resonance imaging,
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positron emission tomography, and single photon
emission computed tomography, have not found
conclusive diﬀerences between these groups thus
far (192). This may be due to the small number of
comparative studies available and perhaps to
insuﬃciently powered samples, but if accurate, this
suggests that BD I and BD II would respond
comparably to similar treatments. Further research
in this area would be highly useful.
Acute management of bipolar II depression

The majority of patients with BD II depression are
inadequately treated. The National Comorbidity
Survey Replication (n = 9,282) reported that only
about 16% of patients with BD II received
appropriate medication (deﬁned as lithium ⁄ divalproex, anticonvulsants, or antipsychotics), while
60% received no medication (3). Similarly, data
from the Jorvi Bipolar Study (193) found that only
44% of subjects with BD II were treated with
lithium or an anticonvulsant (193). Patients with
BD II were signiﬁcantly more likely to receive
treatment with an antidepressant compared to
subjects with BD I. Only 31% of patients with
BD II were considered to be receiving adequate
pharmacotherapy. In a community sample of
newly diagnosed patients with BD II (n = 1,001),
55% were prescribed an antidepressant (65% as
monotherapy), compared to 31% who were prescribed lithium, an anticonvulsant, or an antipsychotic (194).
Tables 7.1 and 7.2 illustrate the strength of
evidence and recommendations for pharmacological treatment of acute BD II depression.
Atypical antipsychotics. There are now four
large RCTs demonstrating the eﬃcacy of quetiapine monotherapy in combined groups of patients
with BD I or BD II depression: BOLDER I (62)
and II (63), which were cited in previous iterations
of these guidelines; and two additional eight-week
RCTs, EMBOLDEN I (64) and II (65), which have
now been reported in abstract form. These four
trials included substantial numbers of patients with
BD II depression: BOLDER I (n = 181) and II
(n = 170), EMBOLDEN I (n = 303) and II
(n = 262). In patients with BD II depression in
BOLDER I and EMBOLDEN I, improvements in
MADRS were numerically but not statistically
signiﬁcant at endpoint (week 8), although they
were signiﬁcant at various weekly visits. In contrast, the BOLDER II and EMBOLDEN II trials
showed signiﬁcant beneﬁts in the patients with BD
II (Level 1). In addition, a post hoc pooled analysis
of the patients with BD II depression from both
BOLDER trials (n = 351) found that both doses
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Table 7.1. Strength of evidence for monotherapy treatments of acute
bipolar II depression

Agent
Lithium
Anticonvulsants
Divalproex
Lamotrigine
Gabapentin
Atypical antipsychotics
Olanzapine
Risperidone
Quetiapine
Ziprasidone
Aripiprazole
Clozapine
Antidepressants
Antidepressant monotherapy
Fluoxetine
Venlafaxine
Tranylcypromine
Combination therapy
Lithium or divalproex + pramipexole
Lithium or divalproex + SSRI or bupropion
Lithium or divalproex + topiramate
Atypical antipsychotic + antidepressant
Lamotrigine + bupropion

Level of
evidence
3
3
3
3 (–ve)
No
No
1
3
No
No

data
data

data
data

4
3
3
2
2
2 (–ve)
3
4
2 (–ve)

SSRI = selective serotonin reuptake inhibitor.
Table 7.2. Recommendations for pharmacological treatment of acute
bipolar II depression
Quetiapinea
Lithium, lamotrigine, divalproexa, lithium or
divalproex + antidepressants,
lithium + divalproex, atypical
antipsychotics + antidepressants
Third line
Antidepressant monotherapy (particularly
for those with infrequent hypomanias),
switch to alternate antidepressant,
ziprasidonea
Not recommended See text on antidepressants for
recommendations regarding
antidepressant monotherapy
First line
Second line

a

New.

of quetiapine demonstrated signiﬁcant beneﬁts as
early as week 1, which were sustained throughout
the eight weeks (195). Two subanalyses of the
BOLDER I data showed that among patients with
BD II depression, quetiapine was eﬀective in
patients with rapid cycling (196), but anxiety scores
(HAM-A) were not signiﬁcantly improved (197).
However, in the pooled analysis of BOLDER I and
II, the changes in HAM-D, HAM-A, and CGI
were signiﬁcantly greater for both quetiapine
groups versus placebo, and quetiapine 600 mg ⁄ day
was eﬀective in both rapid and non-rapid cycling
depression (195). Based on statistically signiﬁcant
improvements in two RCTs and numerically supe-

rior improvements in two additional trials, quetiapine monotherapy can now be recommended as a
ﬁrst-line treatment.
An eight-week open trial of ziprasidone in 20
patients with BD II depression found signiﬁcant
improvements in depression scores within 1–
2 weeks, which were sustained to end of treatment
(Level 3) (198).
Lithium and anticonvulsants. In addition to previous data noted in the 2005 guidelines (1), evidence
from several open studies supports the eﬀectiveness
of lithium, lamotrigine, and divalproex in the acute
treatment of patients with BD II depression. A 16week, open, randomized trial assessed the eﬃcacy of
lithium (n = 56) or lamotrigine (n = 46) monotherapy in patients with acute BD II depression
(Level 3) (199). Mean MADRS scores signiﬁcantly
decreased from baseline in both groups (lamotrigine
from 28.9 to 12.5 and lithium from 29.9 to 15.2), with
no diﬀerences between the two treatments. There
were no diﬀerences in response between patients
with rapid cycling (72% of patients) or without,
although there was a high dropout rate in the rapid
cycling group (42% of patients).
Divalproex ER, mainly used as monotherapy
but also as augmentation, was eﬀective in a sevenweek, open trial in 28 patients with BD II
depression (Level 3) (200). Response was statistically similar with monotherapy (45%, n = 21) and
adjunctive therapy (71%, n = 7).
Antidepressants. The risk-beneﬁt ratio for antidepressant use in BD II is still an unresolved issue.
The STEP-BD study, comparing adjunctive antidepressants (bupropion or paroxetine) plus lithium
or divalproex and lithium or divalproex alone, for
up to 26 weeks, included 114 patients with BD II
(67). In the combined sample (BD I and BD II) as
well as between BD I and BD II patients, rates of
durable recovery (eight consecutive weeks of
euthymia) were comparable for adjunctive antidepressants and lithium or divalproex alone (Level 2,
negative). This study, with its practical and clinically meaningful outcome, does not deﬁnitively
establish that antidepressants are useless in bipolar
depression, but it does compel careful thought
about the use of antidepressants in depression.
In a small, nine-month, randomized, crossover
trial involving 10 treatment-naı̈ve patients with BD
II, SSRI treatment led to a signiﬁcant reduction in
depression severity, percentage of days depressed
or high, and percentage of days impaired, without
illness destabilization, when compared with
placebo (Level 4) (201). In addition, a post hoc
analysis of a placebo-controlled RCT of antidepressant monotherapy in 248 unipolar and 62 BD
II patients found that both groups beneﬁted
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comparably from active treatment, with no switch
noted in the BD II patients (Level 4) (202).
Venlafaxine and bupropion have also been
evaluated. A 12-week, open, randomized trial in
83 patients with BD II depression found that there
were higher response and remission rates with
venlafaxine compared to lithium (Level 3) (203).
Discontinuation rates were signiﬁcantly lower with
venlafaxine compared to lithium, and there was no
evidence of hypomanic switch in either group. On
the other hand, a 16-week RCT of adjunctive
bupropion in 20 patients with BD II depression
who had an inadequate response to eight weeks of
lamotrigine found no diﬀerences between bupropion and placebo on either depression or mania
scores (Level 2, negative) (204).
Whether the risk of hypomanic switch or cycle
acceleration with antidepressants in patients with
BD II is less than in those with BD I remains
controversial (1). Among patients treated with
adjunctive antidepressants in a 10-week trial, those
with BD II had signiﬁcantly fewer switches (2%)
than subjects with BD I (12%) (205). Further, a
recent systematic review also reported that switch
rates with antidepressants are lower in patients
with BD II compared with those with BD I (206).
Maintenance therapy for bipolar II disorder

Table 7.3. Strength of evidence for maintenance treatments of bipolar II
disorder

Lithium
Anticonvulsants
Divalproex
Lamotrigine
Carbamazepine
Gabapentin
Atypical antipsychotics
Adjunctive risperidone
Antidepressants
Fluoxetine
Imipramine
Combination therapy
Lithium + imipramine
Lithium + SSRI, venlafaxine or bupropion
Electroconvulsive therapy
SSRI = selective serotonin reuptake inhibitor.
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First line
Second line

Lithium, lamotrigine
Divalproex, lithium or divalproex or atypical
antipsychotic + antidepressant,
combination of two of: lithium, lamotrigine,
divalproex, or atypical antipsychotic
Third line
Carbamazepine, atypical antipsychotic,
ECT
Not recommended Gabapentin
ECT = electroconvulsive therapy.

(1, 2). Although quetiapine is recommended as a
ﬁrst-line option for the acute treatment of BD II
depression, long-term data are not yet available.
The pooled analyses from EMBOLDEN I and
EMBOLDEN II trials for maintenance treatment
of BD II depression are awaited.
Lamotrigine. Two retrospective, naturalistic
studies including a total of 61 patients with BD
II reported clinical improvements with lamotrigine,
primarily used in combination with antidepressants
or lithium ⁄ divalproex, for an average of 20 months
(207, 208). These data provide additional support
for the use of adjunctive lamotrigine in patients
with BD II.
Bipolar spectrum disorders

The focus of long-term therapy for patients with
BD II is prevention of depressive episodes. Recommendations for maintenance treatment remain
unchanged from the 2005 and 2007 guidelines,
with lithium and lamotrigine continuing to be the
recommended ﬁrst-line agents (Tables 7.3 and 7.4)

Agent

Table 7.4. Recommendations for maintenance treatment of bipolar II
disorder

Level of
evidence
2
3
2
3
4
3
3
2 (–ve)
2 (–ve)
4
4

Patients with bipolar spectrum disorders are commonly seen in clinical practice, and many of these
patients have signiﬁcant alterations in function and
require treatment. Yet virtually no double-blind,
controlled trials assessed the eﬃcacy of treatments
for patients with these disorders. In the absence of
evidence, deﬁnitive treatment recommendations
cannot be made and clinicians are advised to treat
these patients on a case-by-case basis using their
clinical experience and evidence from open-label
studies. Given the prevalence of these disorders in
clinical practice, studies are urgently needed to
assess the eﬃcacy of treatments for patients with
bipolar spectrum disorders.
Section 8. Safety and monitoring

Monitoring

The 2005 and 2007 CANMAT guidelines for the
management of BD provided recommendations
for initial and follow-up laboratory investigations
and monitoring for patients with BD (1, 2).
Evidence continues to accumulate that patients
with BD are at increased risk of comorbid
medical conditions, which may be further increased by some of the treatments for BD. Several
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Table 8.1. Baseline laboratory investigations in patients with bipolar
disorder

• Complete blood count (CBC)
• Fasting glucose
• Fasting lipid profile
(TC, vLDL, LDL, HDL, TG)

• Platelets
• Electrolytes
• Liver enzymes
• Serum bilirubin
• Prothrombin time and partial
thromboplastin time
• eGFR
• Urinanalysis

• Urine toxicology for
substance use

• Serum creatinine
• 24-hour creatinine
•
•
•
•

clearance (if history of
renal disease)
Thyroid stimulating
hormone
Electrocardiogram
(> 40 years or if indicated)
Prolactin
Pregnancy test (if relevant)

TC = total cholesterol; vLDL = very low-density lipoprotein;
LDL = low-density lipoprotein; HDL = high-density lipoprotein;
TG = triglyceride; eGFR = estimated glomerular filtration rate.

risk factors for cardiovascular disease are elevated
in patients with BD, particularly with atypical
antipsychotic treatment; these include overweight ⁄ obesity, diabetes, metabolic syndrome,
and dyslipidemia.
Ideally, complete medical and baseline laboratory investigations should be performed before
initiation of pharmacological treatment for BD as
outlined in Table 8.1. However, if an acute clinical
situation precludes immediate evaluation, assessments should be performed as soon as possible.
Patients with BD should be regularly monitored
for weight changes and adverse eﬀects of medication.
Clinical practice in terms of monitoring could be
improved (209, 210). In one two-year survey of
patients with BD, only 40% received a serum drug
level for lithium ⁄ divalproex, and 39% received a
thyroid function test for lithium (209). Over 70%
of patients received complete blood counts and
hepatic function tests for valproate or carbamazepine, but of those prescribed atypical antipsychotics, only 50% received cholesterol counts and
69% received serum glucose levels. In another
survey, 78% of psychiatrists reported monitoring
weight, 69% glucose, 61% lipids, and 52% blood
pressure (210).
Safety and tolerability of pharmacotherapy for bipolar
disorder

The 2005 and 2007 CANMAT guidelines for the
management of bipolar disorder extensively reviewed the safety and tolerability of pharmacotherapeutic options; only new data are included
here (1, 2).
Systematic reviews and meta-analyses of pharmacotherapy RCTs for BD have conﬁrmed the

most common side eﬀects of the various treatments
(13, 14, 16, 25, 37, 44, 98). During acute therapy,
carbamazepine, aripiprazole, and lithium had
higher withdrawal rates than placebo, while risperidone and aripiprazole were associated with
higher rates of extrapyramidal symptoms (EPS)
(13). During maintenance therapy, withdrawal due
to adverse events was twice as likely with lithium
compared to divalproex or lamotrigine (98). An
analysis of 24 studies found that compared to
placebo, the incidence of EPS was signiﬁcantly
higher with aripiprazole and risperidone, and
numerically but not signiﬁcantly increased with
ziprasidone (14). In addition, weight gain was
signiﬁcantly greater with olanzapine and quetiapine but not with the other atypical antipsychotics,
and all agents exhibited signiﬁcantly higher rates of
somnolence.
The most common adverse events with quetiapine were somnolence and dry mouth in a review of
ﬁve RCTs (25). Quetiapine did not induce EPS, but
weight gain was notable. A systematic review of six
RCTs found that risperidone caused more weight
gain, EPS, sedation, and increase in prolactin level
compared to placebo, and more weight gain but
less EPS than haloperidol (16). A systematic review
of 15 trials found that haloperidol was associated
with less weight gain than olanzapine, but a higher
incidence of tremor and other movement disorders
(44). As expected, combination therapy with lithium ⁄ divalproex plus an antipsychotic was associated with decreased tolerability and greater weight
gain compared to lithium ⁄ divalproex monotherapy
(37).
Weight gain: A naturalistic study found a 10%
increase in the prevalence of obesity (from 25% to
35%) over just four weeks during in hospital
treatment of acute mania (211). Largest weight
increases were seen with olanzapine plus divalproex; patients on any atypical antipsychotic
showed greater weight gain than those on typical
antipsychotics or no antipsychotic.
A systematic review of 19 studies in 684 pediatric
patients found that signiﬁcant treatment-associated
weight increases are common in children as well
(212). Weight gain was greater with combined
atypical antipsychotic plus lithium ⁄ divalproex
(5.5 kg) compared to lithium ⁄ divalproex alone
(1.2 kg) but not compared to antipsychotic monotherapy (3.4 kg).
Weight control interventions can be eﬀective. A
prospective, open study in 110 patients taking
atypical antipsychotics found that an 18-month
weight-control program signiﬁcantly decreased
body weight, BMI, and waist circumference, while
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these parameters signiﬁcantly increased in a control group (213). In addition, lipid proﬁles improved in the active group and worsened in the
control group. An eight-week study found that
treatment with olanzapine plus diet modiﬁcations
and moderate physical activity was associated with
a signiﬁcantly smaller weight gain compared to
treatment with olanzapine alone (2 kg versus
3.5 kg) (214). There is also evidence to suggest
that patients with severe mental illness on longterm pharmacologic treatment have reduced basal
energy expenditure and thus may be a cause of
weight gain (215).
Metabolic syndrome and type 2 diabetes: There
have been additional studies since the 2007
update to support previous reports of high rates
of metabolic syndrome in patients with BD (216–
218). In one analysis, 18-30% of consecutive
patients met criteria for metabolic syndrome,
and 7% had diabetes mellitus (216). Rates of
metabolic syndrome were signiﬁcantly higher
in psychiatric patients receiving antipsychotics
(27%) compared to those not receiving antipsychotics (14%) (217). In a systematic review, rates
of metabolic syndrome in patients with BD were
25-50% (218).
Data from two maintenance studies suggest that
adjunctive quetiapine (like other atypical antipsychotics) can cause clinically signiﬁcant increases in
insulin resistance, which may lead to new or
exacerbated cases of type 2 diabetes (101–103).
The incidence of adverse events potentially associated with type 2 diabetes was 3.1% in the quetiapine group compared with 1.0% in the placebo
group. The estimated increased risk of type 2
diabetes with adjunctive quetiapine compared to
placebo was about 6%, based on a single fasting
blood glucose (FBG) > 126 mg ⁄ dL (7.0 mmol ⁄
L), and about 2.5% if a single FBG > 200 mg ⁄ dL
(11.1 mmol ⁄ L) was the threshold. However, since
these studies were not designed to assess this
concern, further study is necessary to accurately
estimate the risk of diabetes.
While data suggest an increased risk of type 2
diabetes with antipsychotic therapy (1, 2), the
relative risks with individual agents remain poorly
deﬁned. A review of 25 observational studies found
that the attributable risk of developing diabetes
mellitus for individual atypical antipsychotics relative to conventional antipsychotics ranged from
53 more to 46 fewer new cases of diabetes per 1,000
patients, with little diﬀerence between the individual atypical antipsychotics (219). However, few of
the studies controlled for body weight, race, or
ethnicity, or the presence of diabetes medications,
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and none adjusted for familial history of diabetes,
levels of physical activity, or diet.
Dyslipidemia: Additional epidemiologic studies
provide further evidence of the risk of dyslipidemia
with antipsychotic therapy (220, 221). A crosssectional study found that glucose, very lowdensity lipoprotein, and triglyceride levels were
higher, while high-density lipoprotein levels were
lower, in patients with BD treated with atypical
antipsychotics or lithium ⁄ divalproex than in controls (220). In another cohort study including
13,133 cases of hyperlipidemia and 72,140 matched
control subjects, clozapine (OR 1.82), risperidone
(OR 1.53), quetiapine (OR 1.52), olanzapine (OR
1.56), ziprasidone (OR 1.40), and conventional
antipsychotics (OR 1.26), but not aripiprazole (OR
1.19), were associated with signiﬁcantly increased
risks of hyperlipidemia as compared with no
antipsychotic medication (221).
Neurological side eﬀects: In a meta-analysis of 11
RCTs, haloperidol signiﬁcantly increased the risk
for akathisia, overall EPS, and anticholinergic use
(222). Among atypical antipsychotics, ziprasidone
and risperidone signiﬁcantly increased the risk for
overall EPS and anticholinergic use, aripiprazole
increased the risk of akathisia, and quetiapine
increased the risk of overall EPS.
Dermatological reactions: Lamotrigine is associated with a risk of serious rash, including toxic
epidermal necrolysis and SJS (1). A case control
study reported that the risk of severe skin reactions
was increased 14-fold by use of lamotrigine (223).
The risk may be increased by concomitant administration of divalproex (1) or aripiprazole (224).
Carbamazepine has also been associated with an
increased risk of rash and SJS (1). Recently, the
FDA recommended a boxed warning be added to
carbamazepine preparations stating that dangerous
or even fatal skin reactions (SJS and toxic epidermal necrolysis) can occur, and are signiﬁcantly
more common in patients with human leukocyte
antigen allele HLA-B*1502, primarily found in
patients of Asian ancestry (225).
High rates of serious dermatological reactions
including erythema multiforme and SJS have been
reported in children taking modaﬁnil, probably
because of the much higher doses on mg ⁄ kg basis
in these individuals (71). Modaﬁnil should be used
with caution in patients with low body weight.
Acknowledgment
The project was funded by CANMAT general operating funds.

CANMAT guidelines for bipolar disorder
Affiliations
a

Department of Psychiatry, University of British Columbia,
Vancouver, BC, bDepartment of Psychiatry, University of
Toronto, Toronto, ON, cDepartment of Psychiatry, McGill
University, Montreal, QC, dDepartment of Psychiatry,
Dalhousie University, Halifax, NS, eDepartment of Psychiatry,
University of Calgary, Calgary, Alberta, fDepartment of
Psychiatry, University of Western Ontario, London, ON,
g
Department of Psychiatry, QueenÕs University, Kingston,
ON, Canada, hBipolar Disorder Program, University of
Barcelona Hospital Clinic, IDIBAPS, CIBERSAM, Barcelona,
Catalonia, Spain, iMood Disorders Program, University Hospitals Case Medical Center, Case Western Reserve University
School of Medicine, Cleveland, OH, USA, jDepartment of
Clinical and Biomedical Sciences, University of Melbourne,
Parkville, Australia, kDepartment of Psychiatry, Seoul
National University, Seoul, Korea, lBipolar Disorders Program, Department of Psychiatry, Federal University of Rio
Grande do Sul, Porto Alegre, Brazil

Disclosures
LNY has received research grants from or is on the
speaker ⁄ advisory boards for AstraZeneca, Bristol-Myers
Squibb, Canadian Institutes of Health Research, Canadian
Network for Mood and Anxiety Treatments, Eli Lilly & Co.,
GlaxoSmithKline, Janssen, Michael Smith Foundation for
Health Research, Novartis, Pﬁzer, Ranbaxy, Servier, and the
Stanley Foundation. SHK has received research support from
ANS, AstraZeneca, Eli Lilly & Co., GlaxoSmithKline, and
Lundbeck; has received peer review research funding from
CIHR, NARSAD, OMHF, POGRS, and the Stanley
Foundation; and is on speaker ⁄ advisory boards for ANS,
AstraZeneca, Biovail, Eli Lilly & Co., Lundbeck, Pﬁzer,
Servier, and Wyeth. AS has received grant ⁄ research support
from AstraZeneca Canada, BrainCells, Inc., and Servier
Canada; is a consultant and on advisory boards for
AstraZeneca Canada, Bristol-Myers Squibb, Eli Lilly
Canada, and Pﬁzer Canada; and is on the speakers bureau
for AstraZeneca Canada, Eli Lilly Canada, and Lundbeck
Canada. SVP has received honoraria or research or
educational conference grants in the past two years
from Apotex, AstraZeneca, Biovail, Bristol-Myers Squibb,
GlaxoSmithKline, Janssen, Eli Lilly & Co., Lundbeck,
Novartis, Pﬁzer, and Wyeth. SB has received research grants
from or is on the speakers ⁄ advisory boards for AstraZeneca,
Biovail, Eli Lilly & Co., GlaxoSmithKline, Janssen-Ortho,
Lundbeck, Organon, Oryx, Wythe-Ayerst, Pﬁzer, CIHR,
FRSQ, NARSAD, RSMQ, and the Stanley Foundation;
and has received research support from and has contracts
with AstraZeneca, Biovail, Eli Lilly & Co., Janssen-Ortho,
Lundbeck, Merck-Frosst, Novartis, Pﬁzer, and Servier. COD
has been a consultant to and has served on the speakers
bureaus and advisory boards for AstraZeneca, Wyeth, and
Biovail. GMacQ has received grant support from or acted as a
consultant or speaker for AstraZeneca, Boehringer Ingelheim,
Canadian Institutes of Health Research, GlaxoSmithKline, Eli
Lilly & Co., Lundbeck, Ontario Mental Health Foundation,
NIMH, NCE AllerGen, Inc., Novartis, Sanoﬁ, Scottish Rite
Foundation, Stanley Medical Research Institute, Roche, and
Wyeth. RSM has received research or grant support from the
Stanley Medical Research Institute, NARSAD, and Eli Lilly &
Co.; is on the advisory boards for AstraZeneca, Bristol-Myers
Squibb, France Foundation, GlaxoSmithKline, Janssen-Ortho,

Solvay ⁄ Wyeth, Eli Lilly & Co., Organon, Lundbeck, Biovail,
Pﬁzer, and Shire; has served on the speakers bureaus for
Janssen-Ortho, AstraZeneca, Eli Lilly & Co., Lundbeck, and
Biovail; and has participated in CME activities sponsored by
AstraZeneca, Bristol-Myers Squibb, France Foundation,
I3CME, Solvay ⁄ Wyeth, and PhysiciansÕ Postgraduate Press.
VS has received grant support from and served as consultant,
advisor or speaker for AstraZeneca, Bristol-Myers Squibb, Eli
Lilly & Co., Janssen-Ortho, Lundbeck, Novartis, Pﬁzer,
Servier, and Ontario Mental Health Foundation. AR has
received grant support from, served on advisory boards for,
and has participated in sponsored lectures in the past three
years for AstraZeneca, Eli Lilly & Co., Pﬁzer Canada, BristolMyers Squibb, Janssen Ortho, and Cephalon. LTY is on the
speakers bureau for Eli Lilly & Co., and AstraZeneca; and
serves on the advisory board for Eli Lilly & Co., AstraZeneca,
Pﬁzer, and Bristol-Myers Squib. AHY has current grant
funding from AstraZeneca; and has served on the
speaker ⁄ advisory boards for Eli Lilly & Co., AstraZeneca,
Bristol-Myers Squibb, Pﬁzer, Janssen, Sanoﬁ, Wyeth,
GlaxoSmithKline, BCI and Servier. RM has received grant
support from, and has served as consultant, advisor, or speaker
for AstraZeneca, BCI, CIHR, Eli Lilly & Co., Janssen-Ortho,
Lundbeck, Pﬁzer, Servier, and Takeda. EV has received grant
support from and served as consultant, advisor, or speaker for
Almirall, AstraZeneca, Bristol-Myers Squibb, Eli Lilly & Co.,
Forest Research Institute, GlaxoSmithKline, Janssen-Cilag,
Jazz, Lundbeck, Merck, Novartis, Organon, Otsuka, Pﬁzer,
Sanoﬁ-Aventis, Servier, Shering-Plough, the Spanish Ministry
of Science and Innovation (CIBERSAM), the Seventh
European Framework Programme (ENBREC), the Stanley
Medical Research Institute, United Biosource Corporation,
and Wyeth. JRC has received research and grant funding from
the Department of Defense, Health Resources Services Administration, NIMH, Cleveland Foundation, NARSAD, Stanley
Medical Research Institute, Abbott, AstraZeneca, Cephalon,
GlaxoSmithKline, Janssen, Eli Lilly & Co., and Lundbeck; has
served on the advisory boards of Abbott, AstraZeneca, BristolMyers Squibb, Dainippon Sumitomo Pharma, Forest Labs,
France Foundation, GlaxoSmithKline, Janssen, NeuroSearch,
Schering-Plough, OrthoMcNeil, Repligen, Servier, Solvay,
Supernus Pharmaceuticals, Takeda, and Wyeth; and has
participated in CME activities sponsored by AstraZeneca,
Bristol-Myers Squibb, France Foundation, GlaxoSmithKline,
Janssen ⁄ Johnson & Johnson, Schering-Plough, SanoﬁAventis, Solvay, and Wyeth. MB has received grant ⁄ research
support from the Stanley Medical Research Foundation,
MBF, NHMRC, Beyond Blue, Geelong Medical Research
Foundation, Bristol-Myers Squibb, Eli Lilly & Co.,
GlaxoSmithKline, Organon, Novartis, Mayne Pharma, and
Servier; has served as a speaker for AstraZeneca, Bristol-Myers
Squibb, Eli Lilly & Co., GlaxoSmithKline, Janssen Cilag,
Lundbeck, Pﬁzer, Sanoﬁ Synthelabo, Servier, Solvay, and
Wyeth; and has served as a consultant to AstraZeneca, BristolMyers Squibb, Eli Lilly & Co., GlaxoSmithKline, Janssen
Cilag, Lundbeck, and Servier. KH has received grant support
from and served as consultant, advisor, or speaker for
AstraZeneca, Eli Lilly & Co., GlaxoSmithKline, Janssen,
Otsuka, Pﬁzer, Servier, and the Ministry of Health and
Welfare of Korea. FK has received grant support and served
as consultant, advisor, or speaker for AstraZeneca, Eli Lilly &
Co., Janssen-Cilag, Servier, the Brazilian Ministry of Science
and Technology (CNPq, CAPES, INCT), the Stanley Medical
Research Institute, and NARSAD. MA has no conﬂicts to
disclose.

247

Yatham et al.
References
1. Yatham LN, Kennedy SH, OÕDonovan C et al. Canadian
Network for Mood and Anxiety Treatments (CANMAT)
guidelines for the management of patients with bipolar
disorder: consensus and controversies. Bipolar Disord
2005; 7 (Suppl. 3): 5–69.
2. Yatham LN, Kennedy SH, OÕDonovan C et al. Canadian
Network for Mood and Anxiety Treatments (CANMAT)
guidelines for the management of patients with bipolar disorder: update 2007. Bipolar Disord 2006; 8: 721–
739.
3. Merikangas KR, Akiskal HS, Angst J et al. Lifetime and
12-month prevalence of bipolar spectrum disorder in the
National Comorbidity Survey replication. Arch Gen
Psychiatry 2007; 64: 543–552.
4. Ghaemi SN, Bauer M, Cassidy F et al. Diagnostic
guidelines for bipolar disorder: a summary of the International Society for Bipolar Disorders Diagnostic Guidelines Task Force Report. Bipolar Disord 2008; 10: 117–
128.
5. Takeshima M, Kitamura T, Kitamura M et al. Impact of
depressive mixed state in an emergency psychiatry setting: a
marker of bipolar disorder and a possible risk factor for
emergency hospitalization. J Affect Disord 2008; 111: 52–
60.
6. OÕDonovan C, Garnham JS, Hajek T, Alda M. Antidepressant monotherapy in pre-bipolar depression; predictive value and inherent risk. J Affect Disord 2008; 107:
293–298.
7. Lopez J, Baca E, Botillo C et al. Diagnostic errors and
temporal stability in bipolar disorder. Actas Esp Psiquiatr
2008; 36: 205–209.
8. Benazzi F. Challenging the unipolar-bipolar division:
does mixed depression bridge the gap? Prog Neuropsychopharmacol Biol Psychiatry 2007; 31: 97–103.
9. Agosti V, Stewart JW. Hypomania with and without
dysphoria: comparison of comorbidity and clinical characteristics of respondents from a national community
sample. J Affect Disord 2008; 108: 177–182.
10. Morriss R. Implementing clinical guidelines for bipolar
disorder. Psychol Psychother 2008; 81: 437–458.
11. Zimbroﬀ DL, Marcus RN, Manos G et al. Management
of acute agitation in patients with bipolar disorder:
eﬃcacy and safety of intramuscular aripiprazole. J Clin
Psychopharmacol 2007; 27: 171–176.
12. Centorrino F, Meyers AL, Ahl J et al. An observational
study of the eﬀectiveness and safety of intramuscular
olanzapine in the treatment of acute agitation in patients
with bipolar mania or schizophrenia ⁄ schizoaﬀective disorder. Hum Psychopharmacol 2007; 22: 455–462.
13. Smith LA, Cornelius V, Warnock A, Tacchi MJ, Taylor
D. Pharmacological interventions for acute bipolar
mania: a systematic review of randomized placebocontrolled trials. Bipolar Disord 2007; 9: 551–560.
14. Scherk H, Pajonk FG, Leucht S. Second-generation
antipsychotic agents in the treatment of acute mania: a
systematic review and meta-analysis of randomized controlled trials. Arch Gen Psychiatry 2007; 64:
442–455.
15. Niufan G, Tohen M, Qiuqing A et al. Olanzapine versus
lithium in the acute treatment of bipolar mania: a doubleblind, randomized, controlled trial. J Affect Disord 2008;
105: 101–108.
16. Rendell JM, Gijsman HJ, Bauer MS, Goodwin GM,
Geddes GR. Risperidone alone or in combination

248

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

for acute mania. Cochrane Database Syst Rev 2006;
CD004043.
Perlis RH, Baker RW, Zarate CA Jr et al. Olanzapine
versus risperidone in the treatment of manic or mixed
States in bipolar I disorder: a randomized, double-blind
trial. J Clin Psychiatry 2006; 67: 1747–1753.
Bowden CL, Grunze H, Mullen J et al. A randomized,
double-blind, placebo-controlled eﬃcacy and safety
study of quetiapine or lithium as monotherapy for
mania in bipolar disorder. J Clin Psychiatry 2005; 66:
111–121.
McIntyre R, Brecher M, Paulsson B, Huizar K, Mullen J.
Quetiapine or haloperidol as monotherapy for bipolar
mania—a 12-week, double-blind, randomised, parallelgroup, placebo-controlled trial. Eur Neuropsychopharmacol 2005; 15: 573–585.
Delbello M, Schwiers M, Rosenberg H, Strakowski S.
A double-blind, randomized, placebo-controlled study
of quetiapine as adjunctive treatment for adolescent
mania. J Am Acad Child Adolesc Psychiatry 2002; 41:
1216–1223.
Sachs G, Chengappa K, Suppes T et al. Quetiapine with
lithium or divalproex for the treatment of bipolar mania:
a randomized, double-blind, placebo-controlled study.
Bipolar Disord 2004; 6: 213–223.
Yatham LN, Paulsson B, Mullen J, Vagero AM. Quetiapine versus placebo in combination with lithium or
divalproex for the treatment of bipolar mania. J Clin
Psychopharmacol 2004; 24: 599–606.
Ketter TA, Jones M, Paulsson B. Rates of remission ⁄ euthymia with quetiapine monotherapy compared with
placebo in patients with acute mania. J Affect Disord
2007; 100 (Suppl. 1): S45–S53.
Sussman N, Mullen J, Paulsson B, Vagero M. Rates of
remission ⁄ euthymia with quetiapine in combination with
lithium ⁄ divalproex for the treatment of acute mania.
J Affect Disord 2007; 100 (Suppl. 1): S55–S63.
Brahm NC, Gutierres SL, Carnahan RM. Quetiapine for
acute mania in bipolar disorder. Am J Health Syst Pharm
2007; 64: 1045–1053.
Adler CM, Fleck DE, Brecher M, Strakowski SM. Safety
and tolerability of quetiapine in the treatment of acute
mania in bipolar disorder. J Affect Disord 2007; 100
(Suppl. 1): S15–S22.
Vieta E, Goldberg JF, Mullen J, Vagero M, Paulsson B.
Quetiapine in the treatment of acute mania: target dose
for eﬃcacious treatment. J Affect Disord 2007; 100
(Suppl. 1): S23–S31.
McIntyre RS, Konarski JZ, Jones M, Paulsson B.
Quetiapine in the treatment of acute bipolar mania:
eﬃcacy across a broad range of symptoms. J Affect
Disord 2007; 100 (Suppl. 1): S5–S14.
Cutler A, Datto C, Nordenhem A et al. Eﬀectiveness of
extended-release formulation of quetiapine as monotherapy for the treatment of acute bipolar mania (trial
D144CC00004) [abstract NR3-006]. Annual meeting of
the American Psychiatric Association. Washington, D.C.,
2008.
Sachs G, Sanchez R, Marcus R et al. Aripiprazole in the
treatment of acute manic or mixed episodes in patients
with bipolar I disorder: a 3-week placebo-controlled
study. J Psychopharmacol 2006; 20: 536–546.
Keck P, Marcus R, Tourkodimitris S et al. A placebocontrolled, double-blind study of the eﬃcacy and safety of
aripiprazole in patients with acute bipolar mania. Am J
Psychiatry 2003; 160: 1651–1658.

CANMAT guidelines for bipolar disorder
32. Vieta E, Bourin M, Sanchez R et al. Eﬀectiveness of
aripiprazole v. haloperidol in acute bipolar mania: double-blind, randomised, comparative 12-week trial. Br J
Psychiatry 2005; 187: 235–242.
33. Suppes T, Eudicone J, McQuade R, Pikalov A III,
Carlson B. Eﬃcacy and safety of aripiprazole in subpopulations with acute manic or mixed episodes of bipolar I
disorder. J Affect Disord 2008; 107: 145–154.
34. Sachs GS, Gaulin BD, Gutierrez-Esteinou R et al. Antimanic response to aripiprazole in bipolar I disorder
patients is independent of the agitation level at baseline. J
Clin Psychiatry 2007; 68: 1377–1383.
35. Vieta E, TÕjoen C, McQuade RD et al. Eﬃcacy of
adjunctive aripiprazole to either valproate or lithium in
bipolar mania patients partially nonresponsive to valproate ⁄ lithium monotherapy: a placebo-controlled study.
Am J Psychiatry 2008; 165: 1316–1325.
36. Vieta E, Pappadopulos E, Mandel F. Early partial
response to ziprasidone predicts later treatment response
in patients with bipolar disorder. New Research Abstracts, Annual Meeting of the American Psychiatric
Association. Washington, D.C.: American Psychiatric
Association, 2008.
37. Smith LA, Cornelius V, Warnock A, Tacchi MJ, Taylor
D. Acute bipolar mania: a systematic review and metaanalysis of co-therapy vs. monotherapy. Acta Psychiatr
Scand 2007; 115: 12–20.
38. Vieta E, Berwaerts J, Nuamah I et al. Randomized,
placebo, active-controlled study of paliperidone extendedrelease (ER) for acute manic and mixed episodes in
bipolar I disorder. J Eur Coll Neuropsychopharmacol
2008; 18 (Suppl. 4): S369.
39. Cutler A A randomized, double-blind, placebo-controlled, parallel-group, dose-response, multicenter study
to evaluate the eﬃcacy and safety of three ﬁxed doses of
extended-release paliperidone (3, 6, and 12 mg ⁄ day) in
the treatment of subjects with acute manic and mixed
episodes associated with bipolar I disorder. Veritas
Medicine. January 7, 2008. Available at: http://www.
download.veritasmedicine.com/PDF/CR010834_CSR.pdf.
Accessed February 11, 2009.
40. Hirschfeld R, Panagides J, Alphs L et al. Asenapine in
acute mania: a randomized, double-blind, placebo- and
olanzapine-controlled trial (Ares 7501005) [Abstract
NR333]. New Research Abstracts, Annual Meeting of
the American Psychiatric Association. Washington, D.C.:
American Psychiatric Association, 2007.
41. Panagides J, McIntyre R, Alphs L et al. Asenapine in
acute mania: a randomized, double-blind, placebo- and
olanzapine-controlled trial (ARES 7501004). Biol Psychiatry 2007; 61: 222S.
42. McIntyre R, Hirschfeld R, Alphs L, Cohen M, Macek T,
Panagides J. Asenapine in the treatment of acute mania in
bipolar I disorder: outcomes from two randomized
placebo-controlled trials. Bipolar Disord 2008; 10 (Suppl.
1): 49.
43. Calabrese J, Cohen M, Zhao J, Panagides J Eﬃcacy and
safety of asenapine as adjunctive treatment for acute
mania associated with bipolar disorder [Abstract NR3061]. New Research Abstracts, Annual Meeting of the
American Psychiatric Association. Washington, D.C.:
American Psychiatric Association, 2008.
44. Cipriani A, Rendell JM, Geddes JR. Haloperidol alone or
in combination for acute mania. Cochrane Database Syst
Rev 2006; 3: CD004362.
45. Yildiz A, Guleryuz S, Ankerst DP, Ongur D, Renshaw
PF. Protein kinase C inhibition in the treatment of mania:

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

a double-blind, placebo-controlled trial of tamoxifen.
Arch Gen Psychiatry 2008; 65: 255–263.
Zarate CA Jr, Singh JB, Carlson PJ et al. Eﬃcacy of a
protein kinase C inhibitor (tamoxifen) in the treatment of
acute mania: a pilot study. Bipolar Disord 2007; 9: 561–
570.
Kulkarni J, Garland KA, Scaﬃdi A et al. A pilot study of
hormone modulation as a new treatment for mania in
women with bipolar aﬀective disorder. Psychoneuroendocrinology 2006; 31: 543–547.
Kulkarni J, Mu L, de Castella A et al. Tamoxifen – a
potential treatment for women in the manic phase of
bipolar aﬀective disorder?. Bipolar Disord 2008; 10
(Suppl. 1): 80.
Wagner KD, Kowatch RA, Emslie GJ et al. A doubleblind, randomized, placebo-controlled trial of oxcarbazepine in the treatment of bipolar disorder in children and
adolescents. Am J Psychiatry 2006; 163: 1179–1186.
Applebaum J, Bersudsky Y, Klein E. Rapid tryptophan
depletion as a treatment for acute mania: a double-blind,
pilot-controlled study. Bipolar Disord 2007; 9: 884–887.
Akhondzadeh S, Milajerdi MR, Amini H, Tehrani-Doost
M. Allopurinol as an adjunct to lithium and haloperidol
for treatment of patients with acute mania: a doubleblind, randomized, placebo-controlled trial. Bipolar Disord 2006; 8: 485–489.
Thomas P, Vieta E, for the SOLMANIA study group.
Amisulpride plus valproate vs haloperidol plus valproate
in the treatment of acute mania of bipolar I patients: a
multicenter, open-label, randomized, comparative trial.
Neuropsychiatr Dis Treat 2008; 4: 1–12.
Tohen M, Bowden CL, Smulevich AB et al. Olanzapine
plus carbamazepine v. carbamazepine alone in treating
manic episodes. Br J Psychiatry 2008; 192: 135–143.
Riesenberg R. A randomized, double-blind, placebocontrolled, parallel-group, multicenter study to evaluate
the eﬃcacy and safety of ﬂexibly-dosed extended-release
paliperidone as adjunctive therapy to mood stabilizers in
the treatment of acute manic and mixed episodes associated with bipolar I disorder. Veritas Medicine. Feb 25,
2008. Available at: http://www.download.veritasmedicine.com/PDF/CR010855_CSR.pdf. Accessed February
11, 2009.
Tamayo JM, Mazzotti G, Tohen M et al. Outcomes for
Latin American versus White patients suﬀering from
acute mania in a randomized, double-blind trial comparing olanzapine and haloperidol. J Clin Psychopharmacol
2007; 27: 126–134.
Miklowitz DJ, Otto MW, Frank E et al. Psychosocial
treatments for bipolar depression: a 1-year randomized
trial from the Systematic Treatment Enhancement Program. Arch Gen Psychiatry 2007; 64: 419–426.
Miklowitz DJ, Otto MW, Frank E et al. Intensive
psychosocial intervention enhances functioning in patients with bipolar depression: results from a 9-month
randomized controlled trial. Am J Psychiatry 2007; 164:
1340–1347.
Calabrese J, Bowden C, Sachs G et al. A double-blind
placebo-controlled study of lamotrigine monotherapy in
outpatients with bipolar I depression. Lamictal 602 Study
Group. J Clin Psychiatry 1999; 60: 79–88.
Frye M, Ketter T, Kimbrell T et al. A placebo-controlled
study of lamotrigine and gabapentin monotherapy in
refractory mood disorders. J Clin Psychopharmacol 2000;
20: 607–614.
Calabrese JR, Huﬀman RF, White RL et al. Lamotrigine
in the acute treatment of bipolar depression: results of ﬁve

249

Yatham et al.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

double-blind, placebo-controlled clinical trials. Bipolar
Disord 2008; 10: 323–333.
Geddes JR, Calabrese JR, Goodwin GM. Lamotrigine for
treatment of bipolar depression: independent meta-analysis and meta-regression of individual patient data from
ﬁve randomised trials. Br J Psychiatry 2009; 194: 4–9.
Calabrese JR, Keck PE Jr, Macfadden W et al. A
randomized, double-blind, placebo-controlled trial of
quetiapine in the treatment of bipolar I or II depression.
Am J Psychiatry 2005; 162: 1351–1360.
Thase ME, Macfadden W, Weisler RH et al. Eﬃcacy of
quetiapine monotherapy in bipolar I and II depression: a
double-blind, placebo-controlled study (the BOLDER II
study). J Clin Psychopharmacol 2006; 26: 600–609.
Young A, Carlsson A, Olausson B, Paulsson B, Brecher
M. A double-blind, placebo-controlled study with acute
and continuation phase of quetiapine and lithium in
adults with bipolar depression (EMBOLDEN I) [Abstract
NR 3-004]. New Research Abstracts, Annual Meeting of
the American Psychiatric Association. Washington, D.C.:
American Psychiatric Association, 2008.
Olausson B, Young A, Carlsson A et al. A double-blind,
placebo-controlled study of quetiapine and paroxetine in
adults with bipolar depression (EMBOLDEN II) [Abstract NR 3-013]. New Research Abstracts, Annual
Meeting of the American Psychiatric Association. Washington, D.C.: American Psychiatric Association, 2008.
Suppes T, Datto C, Minkwitz M et al. Eﬀectiveness of the
new extended-release formulation of quetiapine as monotherapy for the treatment of acute bipolar depression
(trial D144CC00002) [abstract NR3-124]. New Research
Abstracts, Annual Meeting of the American Psychiatric
Association. Washington, D.C.: American Psychiatric
Association, 2008.
Sachs GS, Nierenberg AA, Calabrese JR et al. Eﬀectiveness of adjunctive antidepressant treatment for bipolar
depression. N Engl J Med 2007; 356: 1711–1722.
Goldberg JF, Perlis RH, Ghaemi SN et al. Adjunctive
antidepressant use and symptomatic recovery among
bipolar depressed patients with concomitant manic symptoms: ﬁndings from the STEP-BD. Am J Psychiatry 2007;
164: 1348–1355.
Frye MA, Grunze H, Suppes T et al. A placebocontrolled evaluation of adjunctive modaﬁnil in the
treatment of bipolar depression. Am J Psychiatry 2007;
164: 1242–1249.
Nasr S, Wendt B, Steiner K. Absence of mood switch
with and tolerance to modaﬁnil: a replication study
from a large private practice. J Affect Disord 2006; 95:
111–114.
Kumar R. Approved and investigational uses of modaﬁnil: an evidence-based review. Drugs 2008; 68: 1803–
1839.
Davis LL, Bartolucci A, Petty F. Divalproex in the
treatment of bipolar depression: a placebo-controlled
study. J Affect Disord 2005; 85: 259–266.
Ghaemi SN, Gilmer WS, Goldberg JF et al. Divalproex
in the treatment of acute bipolar depression: a preliminary
double-blind, randomized, placebo-controlled pilot study.
J Clin Psychiatry 2007; 68: 1840–1844.
Muzina D, Khalife S, Gao K et al. A double-blind,
placebo-controlled study of divalproex ER in newly
diagnosed mood stabilizer naı̈ve patients with acute
bipolar depression [Abstract NR3-028]. New Research
Abstracts, Annual Meeting of the American Psychiatric
Association. Washington, D.C.: American Psychiatric
Association, 2008.

250

75. Nolen WA, Kupka RW, Hellemann G et al. Tranylcypromine vs. lamotrigine in the treatment of refractory
bipolar depression: a failed but clinically useful study.
Acta Psychiatr Scand 2007; 115: 360–365.
76. Berk M, Copolov DL, Dean O et al. N-acetyl cysteine for
depressive symptoms in bipolar disorder – a double-blind
randomized placebo-controlled trial. Biol Psychiatry
2008; 64: 468–475.
77. Thase ME, Jonas A, Khan A et al. Aripiprazole monotherapy in nonpsychotic bipolar I depression: results of 2
randomized, placebo-controlled studies. J Clin Psychopharmacol 2008; 28: 13–20.
78. Ketter TA, Wang PW, Chandler RA, Culver JL, Alarcon
AM. Adjunctive aripiprazole in treatment-resistant bipolar depression. Ann Clin Psychiatry 2006; 18: 169–172.
79. Sokolski KN. Adjunctive aripiprazole in bipolar I depression. Ann Pharmacother 2007; 41: 35–40.
80. Dunn RT, Stan VA, Chriki LS, Filkowski MM, Ghaemi
SN. A prospective, open-label study of aripiprazole
mono- and adjunctive treatment in acute bipolar depression. J Affect Disord 2008; 110: 70–74.
81. Kemp DE, Gilmer WS, Fleck J et al. Aripiprazole
augmentation in treatment-resistant bipolar depression:
early response and development of akathisia. Prog Neuropsychopharmacol Biol Psychiatry 2007; 31: 574–577.
82. Schule C, Baghai TC, Eser D et al. Mirtazapine monotherapy versus combination therapy with mirtazapine and
aripiprazole in depressed patients without psychotic
features: a 4-week open-label parallel-group study. World
J Biol Psychiatry 2007; 8: 112–122.
83. McElroy SL, Suppes T, Frye MA et al. Open-label
aripiprazole in the treatment of acute bipolar depression:
a prospective pilot trial. J Affect Disord 2007; 101: 275–
281.
84. Johnson FR, Ozdemir S, Manjunath R et al. Factors that
aﬀect adherence to bipolar disorder treatments: a statedpreference approach. Med Care 2007; 45: 545–552.
85. Perlis RH, Ostacher MJ, Patel JK et al. Predictors of
recurrence in bipolar disorder: primary outcomes from
the Systematic Treatment Enhancement Program for
Bipolar Disorder (STEP-BD). Am J Psychiatry 2006;
163: 217–224.
86. Schneck CD, Miklowitz DJ, Miyahara S et al. The
prospective course of rapid-cycling bipolar disorder:
ﬁndings from the STEP-BD. Am J Psychiatry 2008; 165:
370–377.
87. Judd LL, Schettler PJ, Akiskal HS et al. Residual
symptom recovery from major aﬀective episodes in
bipolar disorders and rapid episode relapse ⁄ recurrence.
Arch Gen Psychiatry 2008; 65: 386–394.
88. McElroy SL, Bowden CL, Collins MA et al. Relationship
of open acute mania treatment to blinded maintenance
outcome in bipolar I disorder. J Affect Disord 2008; 107:
127–133.
89. Morriss RK, Faizal MA, Jones AP et al. Interventions for
helping people recognise early signs of recurrence in
bipolar disorder. Cochrane Database Syst Rev 2007;
CD004854.
90. Beynon S, Soares-Weiser K, Woolacott N, Duﬀy S,
Geddes J. Psychosocial interventions for the prevention of
relapse in bipolar disorder: systematic review of controlled trials. Br J Psychiatry 2008; 192: 5–11.
91. Soares-Weiser K, Bravo Vergel Y, Beynon S et al. A
systematic review and economic model of the clinical
eﬀectiveness and cost-eﬀectiveness of interventions for
preventing relapse in people with bipolar disorder. Health
Technol Assess 2007; 11: iii–iv, ix–206.

CANMAT guidelines for bipolar disorder
92. Justo LP, Soares BG, Calil HM. Family interventions for
bipolar disorder. Cochrane Database Syst Rev 2007;
CD005167.
93. Reinares M, Colom F, Sanchez-Moreno J et al. Impact of
caregiver group psychoeducation on the course and
outcome of bipolar patients in remission: a randomized
controlled trial. Bipolar Disord 2008; 10: 511–519.
94. Ball JR, Mitchell PB, Corry JC et al. A randomized
controlled trial of cognitive therapy for bipolar disorder:
focus on long-term change. J Clin Psychiatry 2006; 67:
277–286.
95. Williams JM, Alatiq Y, Crane C et al. Mindfulness-based
Cognitive Therapy (MBCT) in bipolar disorder: preliminary evaluation of immediate eﬀects on betweenepisode functioning. J Affect Disord 2008; 107: 275–279.
96. Parikh S, Zaretsky A, Beaulieu S et al. Psycho-education
versus cognitive behavioural therapy for bipolar disorder:
A multi-site national RCT [Abstract NR322]. New
Research Abstracts, Annual Meeting of the American
Psychiatric Association. Washington, D.C.: American
Psychiatric Association, 2007.
97. Zaretsky A, Lancee W, Miller C, Harris A, Parikh SV. Is
cognitive-behavioural therapy more eﬀective than psychoeducation in bipolar disorder? Can J Psychiatry 2008;
53: 441–448.
98. Smith LA, Cornelius V, Warnock A, Bell A, Young AH.
Eﬀectiveness of mood stabilizers and antipsychotics in the
maintenance phase of bipolar disorder: a systematic
review of randomized controlled trials. Bipolar Disord
2007; 9: 394–412.
99. Young A, McElroy S, Olausson B et al. Quetiapine
Monotherapy up to 52 weeks in patients with bipolar
depression: continuation phase data from EMBOLDEN I
& II [Abstract]. Barcelona, Spain: 21st ENCP Conference,
2008.
100. Nolen W. New Clinical Data in the Maintenance Treatment of Bipolar Disorder. Presented at an AstraZeneca
satellite symposium, ‘‘New advances for patients with
bipolar disorder: a focus on the latest clinical trial data.’’.
Barcelona, Spain: 21st ECNP Conference, 2008.
101. Vieta E, Eggens I, Persson I, Paulsson B, Brecher M.
Eﬃcacy and safety of quetiapine in combination with
lithium ⁄ divalproex as maintenance treatment for bipolar
I disorder. Bipolar Disord 2008; 10 (Suppl. 1): 57.
102. Suppes T, Liu S, Brecher M, Paulsson B, Lazarus A.
Maintenance treatment in bipolar I disorder with
quetiapine concomitant with lithium or divalproex: a
placebo-controlled,
randomized
multicenter
trial
(Trial D1447C00127). Bipolar Disord 2008; 10 (Suppl. 1):
40.
103. Brecher M, Anderssen H, Paulsson P. Quetiapine in the
maintenance treatment of bipolar I disorder: combined
data from Two long-term, phase III studies [NR 3–007].
New Research Abstracts, Annual Meeting of the American Psychiatric Association. Washington, D.C.: American Psychiatric Association, 2008.
104. Biel MG, Peselow E, Mulcare L, Case BG, Fieve R.
Continuation versus discontinuation of lithium in recurrent bipolar illness: a naturalistic study. Bipolar Disord
2007; 9: 435–442.
105. Rosa AR, Marco M, Fachel JM et al. Correlation
between drug treatment adherence and lithium treatment
attitudes and knowledge by bipolar patients. Prog Neuropsychopharmacol Biol Psychiatry 2007; 31: 217–224.
106. Davis LL, Li X, Bartolucci AA, Williford RB, Lowe JS. A
pharmacokinetic and clinical evaluation of switching
patients with bipolar I disorder from delayed-release to

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

extended-release divalproex. J Clin Psychiatry 2007; 68:
1546–1551.
Yatham LN. Current Maintenance Treatments for Bipolar Disorder. Presented at a Janssen-Ortho, Inc., Satellite
symposium, ‘‘Long term management of bipolar disorder.’’ XVII CINP. Munich, 2008.
Alphs L, Haskins J, Turkoz I et al. Adjunctive long-acting
risperidone delays mood episode relapse in patients with
frequently relapsing bipolar disorder [Abstract P.3.c.066].
J Eur Coll Neuropsychopharmacol 2008; 18 (Suppl. 4):
S441.
Keck PE Jr, Calabrese JR, McQuade RD et al. A
randomized, double-blind, placebo-controlled 26-week
trial of aripiprazole in recently manic patients with
bipolar I disorder. J Clin Psychiatry 2006; 67: 626–637.
Keck PE Jr, Calabrese JR, McIntyre RS et al. Aripiprazole monotherapy for maintenance therapy in bipolar I
disorder: a 100-week, double-blind study versus placebo. J
Clin Psychiatry 2007; 68: 1480–1491.
Forbes A, Findling R, Nyilas M et al. Long-term eﬃcacy
of aripiprazole in pediatric patients with bipolar I disorder
[Abstract NR6-049]. New Research Abstracts, Annual
Meeting of the American Psychiatric Association. Washington, D.C.: American Psychiatric Association, 2008.
Vieta E, Bowden C, Ice K et al. A six-month, randomized,
placebo-controlled, double blind trial of ziprasidone plus
a mood stabilizer in subjects with bipolar I disorder
[Abstract]. 17th European Congress of Psychiatry. Lisbon, Portugal: European Psychiatric Association, 2009.
Vieta E, Cruz N, Garcia-Campayo J et al. A doubleblind, randomized, placebo-controlled prophylaxis trial of
oxcarbazepine as adjunctive treatment to lithium in the
long-term treatment of bipolar I and II disorder. Int J
Neuropsychopharmacol 2008; 11: 445–452.
Payne JL, Roy PS, Murphy-Eberenz K et al. Reproductive cycle-associated mood symptoms in women with
major depression and bipolar disorder. J Affect Disord
2007; 99: 221–229.
Alwan S, Reefhuis J, Rasmussen SA, Olney RS, Friedman
JM. Use of selective serotonin-reuptake inhibitors in
pregnancy and the risk of birth defects. N Engl J Med
2007; 356: 2684–2692.
Louik C, Lin AE, Werler MM, Hernandez-Diaz S,
Mitchell AA. First-trimester use of selective serotoninreuptake inhibitors and the risk of birth defects. N Engl J
Med 2007; 356: 2675–2683.
Levinson-Castiel R, Merlob P, Linder N, Sirota L,
Klinger G. Neonatal abstinence syndrome after in utero
exposure to selective serotonin reuptake inhibitors in term
infants. Arch Pediatr Adolesc Med 2006; 160: 173–176.
Chambers CD, Hernandez-Diaz S, Van Marter LJ et al.
Selective serotonin-reuptake inhibitors and risk of persistent pulmonary hypertension of the newborn. N Engl J
Med 2006; 354: 579–587.
Newham JJ, Thomas SH, MacRitchie K, McElhatton
PR, McAllister-Williams RH. Birth weight of infants after
maternal exposure to typical and atypical antipsychotics:
prospective comparison study. Br J Psychiatry 2008; 192:
333–337.
Newport DJ, Calamaras MR, DeVane CL et al. Atypical
antipsychotic administration during late pregnancy: placental passage and obstetrical outcomes. Am J Psychiatry
2007; 164: 1214–1220.
Viguera AC, Whitﬁeld T, Baldessarini RJ et al. Risk of
recurrence in women with bipolar disorder during pregnancy: prospective study of mood stabilizer discontinuation. Am J Psychiatry 2007; 164: 1817–1824.

251

Yatham et al.
122. Newport DJ, Stowe ZN, Viguera AC et al. Lamotrigine in
bipolar disorder: eﬃcacy during pregnancy. Bipolar
Disord 2008; 10: 432–436.
123. Cunnington MC. The international lamotrigine pregnancy registry update for the epilepsy foundation. Epilepsia 2004; 45: 1468.
124. Food and Drug Administration. Information for Healthcare Professionals. Lamotrigine (marketed as Lamictal).
Jan 31, 2008. Available at: http://www.fda.gov/CDER/
drug/InfoSheets/HCP/lamotrigineHCP.htm.
Accessed
January 24, 2009.
125. Munk-Olsen T, Laursen TM, Pedersen CB, Mors O,
Mortensen PB. Family and partner psychopathology and
the risk of postpartum mental disorders. J Clin Psychiatry
2007; 68: 1947–1953.
126. Sharma V, Khan M, Corpse C, Sharma P. Missed
bipolarity and psychiatric comorbidity in women
with postpartum depression. Bipolar Disord 2008; 10:
742–747.
127. Heron J, McGuinness M, Blackmore ER, Craddock N,
Jones I. Early postpartum symptoms in puerperal psychosis. BJOG 2008; 115: 348–353.
128. Glover V, Liddle P, Taylor A, Adams D, Sandler M. Mild
hypomania (the highs) can be a feature of the ﬁrst
postpartum week. Association with later depression. Br J
Psychiatry 1994; 164: 517–521.
129. Lane A, Keville R, Morris M et al. Postnatal depression
and elation among mothers and their partners: prevalence
and predictors. Br J Psychiatry 1997; 171: 550–555.
130. Farı́as M, Wenk E, Cordero M. Adaptación de la Escala
Highs para la detección de sintomatologı́a hipomanı́aca
en el puerperio. Trastor Ánimo 2007; 3: 27–36.
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