Acta Psychiatr Scand 2009: 119 (Suppl. 439): 27-46
All rights reserved
DOI: 10.1111/5.1600-0447.2009.01383.x

Clinical overview

© 2009 John Wiley & Sons A/S

ACTA PSYCHIATRICA
SCANDINAVICA

Clinical practice recommendations for

bipolar disorder

Malhi GS, Adams D, Lampe L, Paton M, O’Connor N, Newton LA,
Walter G, Taylor A, Porter R, Mulder RT, Berk M. Clinical practice
recommendations for bipolar disorder.

Objective: To provide clinically relevant evidence-based recommen-
dations for the management of bipolar disorder in adults that are
informative, easy to assimilate and facilitate clinical decision-making.
Method: A comprehensive literature review of over 500 articles was
undertaken using electronic database search engines (e.g. MEDLINE,
PsychINFO and Cochrane reviews). In addition articles, book chapters
and other literature known to the authors were reviewed. The findings
were then formulated into a set of recommendations that were
developed by a multidisciplinary team of clinicians who routinely deal
with mood disorders. These preliminary recommendations underwent
extensive consultative review by a broader advisory panel that included
experts in the field, clinical staff and patient representatives.

Results: The clinical practice recommendations for bipolar disorder
(bipolar CPR) summarise evidence-based treatments and provide a
synopsis of recommendations relating to each phase of the illness.
They are designed for clinical use and have therefore been presented
succinctly in an innovative and engaging manner that is clear and
informative.

Conclusion: These up-to-date recommendations provide an evidence-
based framework that incorporates clinical wisdom and consideration
of individual factors in the management of bipolar disorder. Further,
the novel style and practical approach should promote their uptake
and implementation.
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e The management of bipolar disorder should be based on an integration of evidence-based data and

clinical experience.

e Once a diagnosis of bipolar disorder is suspected it is important to ACT promptly. Action involves
careful ‘assessment’ so as to provide individual ‘care’ and effective ‘treatment’.

e The management of bipolar disorder should be based upon a robust therapeutic relationship.

e Psychological strategies are effective and should be regarded alongside pharmacological treatments

as integral to the management of bipolar disorder.

Additional comments

e The clinical practice recommendations (CPR) for bipolar disorders should be used in conjunction
with other recognised sources to guide the management of bipolar disorder.

e Practice recommendations or treatment guidelines cannot fully capture the myriad of variables
unique to each individual and thus need to be used flexibly alongside consideration of the person,

their sociocultural context and availability of resources.

e The bipolar CPR focus on the management of bipolar disorder in adults. Special populations,
comorbidities and novel treatments have not been reviewed in detail.
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Introduction

Bipolar disorder, formerly known as manic-depres-
sive illness, is a common, chronic, episodic mood
disorder that is one of the leading causes of
disability worldwide (1). In addition to lengthy
periods of illness, it is associated with marked
inter-episode dysfunction and consequently, indi-
viduals spend a significant proportion of their lives
unwell (2). Further, the illness confers a high risk
of self-harm and suicide (3) and yet, in practice, the
diagnosis is often delayed, resulting in widespread
suboptimal management of the disorder. High
rates of comorbidity with anxiety disorders and a
propensity towards substance misuse further limit
detection and effective treatment.

Fortunately, in recent years, there has been a
marked increase in the number of studies examin-
ing bipolar disorder. Researchers worldwide have
attempted to better define the illness and under-
stand its nature, and develop more effective treat-
ments and management strategies.

Facts and figures

The actiology and pathogenesis of bipolar disorder
is not known, however, a number of likely factors
including psychological, social and biological
determinants have been identified. Environmental
factors and lifestyle issues are thought to impact on
the severity and trajectory of the illness (4, 5). In
particular, stressful life events and substance
misuse may adversely affect treatment response
and time to recovery (6, 7). Further, bipolar
disorder has been shown to be a strongly heritable
illness (8, 9) that results in higher rates of mood
disorder in first-degree relatives (10).

The statistics pertaining to bipolar disorder vary
somewhat according to its diagnosis and definition;
however, some key facts and figures are summarised
in Box 1. Estimates of bipolar disorder differ con-
siderably across epidemiological studies of commu-
nity samples with recent research suggesting, that
together, bipolar I and bipolar II affect nearly 4% of
adults (11). However, even this figure, which is twice
that of other studies (see Box 1), is considered by
some to be conservative because it does not include
individuals within the bipolar spectrum (12).

An early age of onset of bipolar disorder appears
to be associated with greater severity and poorer
outcome (13, 14). However, in practice, there is a
significant delay in the assignment of a correct
diagnosis and institution of appropriate treatment
(15).

In part, this occurs because bipolar disorder most
often begins with a depressive episode that naturally
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leads to a diagnosis of depression (16, 17), and
usually, several depressive episodes precede the first
episode of mania or hypomania (18, 19). Further,
mania and especially hypomania are routinely
under-reported and in practice fail to prompt
clinical consultation (20, 21). In fact, symptoms of
hypomania are often not regarded as problematic
and can be difficult to identify if they occur amongst
depressive symptoms as in mixed hypomania (22).

Recent research has identified subtle neuropsy-
chological deficits even in the euthymic phase of
bipolar disorder (23-25), and it is likely that these
impact upon social and executive functioning.
Clinically, bipolar disorder is marked by significant
interpersonal and occupational difficulties (17, 26,
27) that perhaps stem from cognitive impairment
and result in functional disability.

Box 1. Facts and figures of bipolar disorder
Epidemiological statistics

® |ifetime prevalence of bipolar | is 1%; mean reported age of first mood
episode is 18.2 years (28).

® |ifetime prevalence of bipolar Il is 1.1%; mean reported age of first
mood episode is 20.3 years (28).

® Bipolar | affects both genders equally; bipolar Il is more common in
women (29, 30).

lllness characteristics

® Age at which first symptoms of bipolar disorder emerge peaks 15—
19 years.

® First mood episode is most likely to be depression; this is also the
predominant phase of the illness (2, 20).

® Bipolar disorder confers a significant risk of suicide (15 times more
likely than in general population); 7-15% of bipolar individuals commit
suicide (30); suicide is most likely to occur during mixed or depressive
episodes (31).

Treatment responsiveness

® A significant number of individuals with bipolar disorder achieve high
levels of functioning; however, many remain chronically ill despite
robust management.

® Rapid cycling and psychotic features are associated with greater
treatment resistance.

® Medication, especially lithium may significantly reduce the risk of
suicide (32).

Phases and phenomenology

Bipolar disorder is a recurrent episodic illness that
comprises periods of depression, mania, hypoma-
nia and mixed states. The signs and symptoms of
bipolar depression are generally similar, but not
identical, to those of unipolar depression. For
instance, in comparison with unipolar depres-
sion, atypical features, particularly hypersomnia,
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Table 1. Common signs and symptoms associated with mania and bipolar depression

Bipolar CPR

Signs /symptoms™* Mania Bipolar depression
Appearance Unusual, garish or strange attire Diminished attention to physical appearance,
grooming or personal hygiene
Behaviour Increased sociability Reduced interest or pleasure in most activities
Sustained goal-directed activity (although often ineffective) Less likely to initiate activities
Increased impulsivity and risk-taking behaviours and increased Reduced appetite /weight loss
sexual drive
Cognition Distractible or heightened focus on irrelevant details Diminished concentration
Difficulties with planning and reasoning Problems with short-term memory
Diminished capacity to make decisions Difficulty in decision-making
Energy Marked increase in energy Diminished energy, lethargy
Mood Abnormal and sustained elation/euphoria or irritability Depressed mood, sadness or flatness, feelings of

Psychomotor changes Restlessness, agitation
Sleep Reduced need for sleep

Speech Loud, accelerated, pressured
Talkative and difficult to interrupt

Inflated self-esteem
Grandiose ideation (may be delusional)

Thought content

Thought form Flight of ideas, racing thoughts

Circumstantiality /tangentiality

worthlessness, diurnal variation in mood
Retardation (slowed speech, thoughts, movements)
Impaired sleep: insomnia, early morning awakening

or hypersomnia with daytime napping
Slowed, decreased volume
Reduced variation in tone
Reduced content
Diminished self-esteem.
Ideas of hopelessness and helplessness
Recurrent thoughts of death or suicidal ideation (with plans or attempts)
Excessive or inappropriate guilt, self-blame (may become delusional)
Impoverished, slowed thinking
Negative ruminations

Source: adapted from Malhi and Berk (34).

*Refer to DSM-IV-TR (33) for detailed descriptions and additional criteria and specifiers.

melancholia, psychotic symptoms and psycho-
motor changes are more likely to feature in bipolar
depression (19, 21). In contrast, the signs and
symptoms of mania are quite markedly different
and often completely reversed (Table 1).

Admixtures of symptoms of varying severity and
duration produce a variety of symptom profiles that
constitute differing mood episodes. The Iatter,
along with course specifiers, are described in
Table 2. Clinically, mania, hypomania and mixed
states characterise bipolar disorder and differenti-
ate it from unipolar depression. Bipolar disorder is
further categorised into subtypes that include
bipolar I and bipolar II (see Table 3). However,
the thresholds for defining mood episodes, and
hence these subtypes, remain under discussion (35).

Consequently, in addition to a categorical
approach, some researchers have proposed a dimen-
sional perspective in which bipolar illness is viewed
as a spectrum of disorders (bipolar spectrum disor-
der) (12, 36). However, to date, the majority of
findings stem from research conducted in bipolar I
disorder and therefore these recommendations deal
predominantly with the subtypes defined in DSM-
IV-TR (33) (see Table 3). The management of
bipolar I disorder is considered according to its
phases of illness; however, the recommendations
also comment upon complex presentations such as
rapid cycling, mixed states and partial or no
treatment response.

Table 2. DSM-IV-TR phenomenology of bipolar episodes

Bipolar disorder episodes

Manic episode A distinct period of abnormally and persistently
elevated, expansive or irritable mood, lasting
at least 1 week duration (or any duration if

hospitalised) that causes significant functional

impairment
Major depressive Includes at least five of the depressive symptom
episode criteria (see Table 2 in Malhi et al. (37)) over

a 2-week period causing impairment in functioning

Criteria for both a manic and major depressive
episode (except for duration) are satisfied nearly
every day during a period of 1 week or more

A distinct period of persistently elevated, expansive
or irritable mood, lasting throughout at least
4 days. There are no psychotic features and the
episode does not cause marked impairment in
social or occupational functioning, or necessitate
hospitalisation

The occurrence of four or more mood episodes
during a period of 12 months. Episodes can occur
in any combination and order, but are demarcated
by partial or full remission for at least 2 months or
by a switch to an episode of opposite polarity

Mixed episode

Hypomanic episode

Rapid cycling

Source: for detailed diagnostic criteria consult DSM-IV-TR (33).

Specific terminology has been used in the bipolar
clinical practice recommendations (CPR) to
categorise the pharmacological agents available for
the treatment of bipolar disorder. The terms have
been chosen on the basis of the intended therapeutic
action rather than the traditional class of the
medication (see Fig. 1). For example, antimanic
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Table 3. DSM-IV-TR classification of bipolar subtypes

DSM-IV-TR classification of bipolar disorder

Bipolar | disorder One or more episode of mania with or without major
depressive episodes

One or more episode of hypomania as well as at
least one major depressive episode with no
psychotic features

Low grade cycling of mood with the presence or
history of hypomanic episodes and periods of
depression that do not meet criteria for major
depressive episodes

Bipolar symptoms that do not meet the criteria
for previous subtypes

Bipolar Il disorder

Cyclothymic disorder

Bipolar disorder NOS

Source: for detailed diagnostic criteria consult DSM-IV-TR (33). NOS, not otherwise
specified

agents are medications efficacious in the treatment of
mania or hypomania and maintenance agents are
those administered in the euthymic phase of bipolar
disorder with proven prophylactic efficacy, namely,
the maintenance of well-being. A third term, bipolar
depression agent, has been coined to describe med-
ications with efficacy in the treatment of bipolar
depression. It is not to be confused or used
interchangeably with antidepressants. Some medi-
cations may belong to more than one category,
depending on their indication or use but the term
mood stabiliser has deliberately been omitted from
the recommendations to reduce confusion. For
instance, many agents are effective maintenance
treatments but are not as effective acutely, and the
converse also applies. The use of specific terms also
allows recognition of the increasing role of agents
such as the atypical antipsychotic medications,
which along with many other medications, do not
qualify fully as mood stabilisers on the grounds they
are untested long-term (38, 39). The application of
these terms as they are applied to each phase of
bipolar illness is illustrated in Fig. 1.

The terms response, remission, recovery and
relapse are defined in the accompanying depression
CPR [see Fig. 1 of Malhi et al. (37)]. The defini-

tions of these terms have been adapted for use in
bipolar disorder and are detailed in a recent set of
bipolar guidelines (40).

Aims of the recommendations

The clinical practice recommentations for bipolar
disorders have been devised to assist the manage-
ment of bipolar disorder. The recommendations
aim to reflect both evidence-based practice and
real-world experience. To achieve widespread
uptake and implementation, a deliberate effort
has been made to make the recommendations
appealing and easy to assimilate.

Material and methods

The bipolar CPR have been developed by a team
of clinicians and researchers that routinely treat
bipolar disorder in a variety of clinical settings [for
a detailed description of the methods see Malhi
and Adams (41)]. The primary aim of the bipolar
CPR was to provide a practical overview of
managing bipolar disorder in adults, from clinical
assessment through to treatment. The treatment
sections are divided into acute mania, acute
bipolar depression, complex presentations, main-
tenance and the management of partial or non-
response.

The strength of the recommendations contained
within the bipolar CPR reflects the National
Health and Medical Research Council Levels of
Evidence criteria as listed in Table 4 [see Malhi and
Adams for further discussion (41)].

Results
The management of bipolar disorder: ‘ACT’

Bipolar disorder is a complex illness that requires
sophisticated management and this is best achieved

Phases of Bipolar lliness

Mania Psychosis

Psychosis Depression Euthymia

Antimanic
Agent

Maintenance
Agent

Bipolar
Depression
Agent

Fig. 1. The phases of bipolar illness
with corresponding treatment

terminology.
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Table 4. Definition of levels of evidence criteria used in bipolar recommendations

Bipolar CPR

Table 5. Recommended baseline investigations for bipolar disorder

Level NHMRC level of evidence (42)

Recommended baseline investigations for bipolar disorder

| Systematic review of all relevant randomised controlled trials

Il One or mare properly designed randomised controlled trial

Il Well-designed prospective trial (non-randomised controlled trial);
comparative studies with concurrent controls and allocation not
randomised; case-controlled or interrupted time series with a
control group

IV Case series, either post-test or pretest/post-test

v Expert opinion

NHMRC, National Health and Medical Research Council.

using a multidisciplinary approach. Successful
long-term management usually involves family
members, mental health specialists and a primary
care physician.

Clinically, once a diagnosis of bipolar disorder is
suspected the first imperative is to ‘act’ (see Figure
2). Action involves careful ‘assessment’ so as to
provide individualised ‘care’ and effective ‘treat-
ment’.

Assessment

In all cases, the management of bipolar disorder
should begin with a detailed clinical ‘assessment’
(see Box 2) performed by a mental health profes-
sional. The aim of assessment is to formulate
a diagnosis and institute any necessary measures.
A brief medical evaluation that includes a number
of baseline investigations should also be con-
ducted to screen for medical illnesses (see
Table 5).

Obtain
Personal and family medical history
(screen for metabolic and cardiac disease)
Examine
Extrapyramidal side-effects: clinical assessment of
abnormal involuntary movements
Cataracts: ocular examination (quetiapine only)
Metabolic syndrome:
Waist circumference
Body mass index
Blood pressure
Fasting lipid profile (triglycerides, HDL, LDL)
Fasting blood sugar
Screen/ Test
Full blood count
Blood chemistry
Electrolytes
Serum creatinine (including 24 h creatinine clearance)
Thyroid stimulating hormone — liver function tests
Urinalysis
Hyperprolactinaemia
Prolactin levels (if indicated)
Substance use
Urine toxicology (if indicated)
Polycystic ovarian syndrome
Reproductive endocrine abnormalities (if prescribing valproate
to females of child-bearing potential)
Pregnancy test (if indicated, especially if prescribing valproate
or carbamazepine)
Test for infectious diseases (if indicated)
Perform
ECG (if prescribing lithium and age > 40 years)
EEG (if indicated)
If indicated, MRI (preferred)/CT

Source: from references (48-51).

HDL, high-density lipoproteins; LDL, low-density lipoproteins; ECG, electrocardio-
gram; EEG, electroencephalograph; MRI, magnetic resonance imaging; CT, com-
puterised tomography.

Assess Continuing .
Safety lﬂ:ll coIIaborat.ive
Status partnership
E Alliance and
LR - adherence to

Signs & 4 treatment
Symptoms +

Relationship with
Medical consumer and
Examination

Education and
Necessary /@/ early warning i)
Treatments 4 signs

qg] Rapid
Cycling
* R
Mixed x
< Episodes
family

Acute Ry
Mania
‘ABC’

Maintenance

Acute Ry
Depression
‘PPP’

Fig. 2. Overview of the management of bipolar disorder: ‘ACT’: R, treatment; ‘ABC”: A, acute mania; B, behavioural disturbance;
C, cognitive disturbance/psychosis; ‘PPP’, psychological interventions, pharmacotherapy and physical treatments.
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Box 2. Assessment

Assess Safety and Status

Evaluate Signs and Symptoms

O

A

Medical Examination

Necessary Treatments

®

Ensure a comprehensive risk assessment is completed and ongoing throughout treatment. It is important to ensure
the safety of the individual and those around them and to consider their status (e.g. in-patient /out-patient,
voluntary /involuntary).

e In acute mania, there is increased risk of aggression, excessive spending and disinhibited behaviour. Judgement

and insight are often impaired.

e Suicide risk is thought to increase immediately after admission to, and immediately following discharge from,

hospital (43).
e Consider risk to others, including risk to children or other family members.
e Where risk is identified a management plan should be developed and reviewed regularly throughout treatment.
Clinical evaluation of the signs and symptoms of the illness remains the definitive means for achieving diagnosis.
e Diagnostic formulation should specify episode type and duration of illness.
e Rating scales serve as a valuable clinical tool that informs assessment, assists monitoring and quantifies
treatment response. Consider:
- Bipolar Inventory of Symptoms Scale (BISS) (44)
- Structured Clinical Interview for Mood Spectrum (SCI-MOODS) (45).
- Young Mania Rating Scale (YMRS) (46) for mania
- Bipolar Depression Rating Scale (BDRS) (47) for bipolar depression
e Where possible, obtain corroborative history and track time course of illness.
e Assess medical (see below) and psychiatric comorbidities.
e Consideration should be given to social, occupational and cognitive functioning.
e Seek further specialised assessment if diagnosis remains unclear.
A medical examination at the time of psychiatric assessment is important to identify comorbidities and differential
diagnoses.
e See Table 5 for recommended baseline investigations.
e Some medications used for bipolar disorder can have significant adverse effects and require ongoing medical
monitoring.

Behavioural disturbance may warrant immediate administration of necessary treatments to ensure safety.
e Treatment may be necessary before a comprehensive psychiatric assessment can be undertaken.

M’ . InvoluntarY admission maly be required' during'an acute phasg of iIInegs. S
g e [f treated in the community, consult with family /carer to assist in taking steps to minimise risks and document
these measures in a risk plan.

Care of bipolar disqrder and i‘F is therefore important to
quickly establish a trusting collaborative partner-

In the management of bipolar disorder, ‘care’ ship that facilitates close monitoring of symptoms

should begin immediately and remain ongoing and encourages treatment adherence. A robust

throughout treatment (see Box 3). The components therapeutic alliance can also be used to provide

of ‘care’ are essential for the long-term management psychoeducation and emotional support.

Box 3. Care

Continuing collaborative partnership

Alliance and adherence to treatment

e

It is important to establish a continuing collaborative partnership from the outset of treatment and engage the
individual, and where appropriate their family /carer, in their own recovery.
A sound therapeutic alliance and collaborative approach will set the foundations for optimal treatment outcome.

e In the majority of cases, bipolar disorder is a recurrent illness that will require long-term ongoing care.

e Address any issues of grief and /or adjustment that may arise when coming to terms with the need for ongoing
long-term treatment.

e Ensure communication is maintained with all key parties involved in providing care (including in particular the GP
and family).

Establishing a therapeutic alliance encourages engagement and adherence to treatment. The greatest risk of relapse
is treatment non-compliance.

e To ensure treatment adherence, it is important to maintain a therapeutic relationship and monitor satisfaction with
treatment.

e Continuity of care contributes to close monitoring of early warning signs.

e Consider the psychosocial context and the factors contributing to the illness (e.g. stressful life events,

unemployment and interpersonal relationship issues).

o |dentify adaptive factors such as personal strengths, support network, coping styles and willingness to engage
in treatment.

o Develop a collaborative relapse prevention plan.
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Bipolar CPR

Roles and responsibilities of relatives

Education and early warning signs

///////

Family involvement is associated with improved outcomes (level Il) and therefore relatives play a pivotal role
and can undertake important responsibilities.
@ e Where possible, include family /carers in collaborative management plan.
e Working with families can include providing emotional support, coping strategies, psychoeducation
(e.g. coping strategies), obtaining feedback on treatment progress, monitoring changes in mental state and
direct involvement in psychological interventions.
Information and education about the illness, available treatment options and possible consequences of
treatment should be routinely provided.
e Interventions that identify early warning signs should be provided routinely and can help reduce risk of
relapse and improve functioning (level 1) (52).
e Encourage structured routines and sleep. Lower stimulation during manic episodes.
e Encourage the use of a mood diary and life-event charting to monitor mood patterns and
effectiveness of interventions.

GP. general practitioner /primary care physician.

Treatment

The general aim of treatment is to reduce the
morbidity associated with bipolar disorder and
limit the disability it confers. This entails the
prompt and effective treatment of acute episodes
and the prevention of relapse and/or recurrence, so
as to achieve optimal mental well-being and
functioning. Treatment options for bipolar disor-
der range from psychological interventions and
pharmacotherapy, to physical measures that may
require specialist expertise.

The treatment of bipolar disorder is logically
divided into the management of acute episodes and
the inter-episode administration of maintenance
treatment. The two phases of treatment differ in
terms of their respective therapeutic goals and
approaches to management but in practice distin-
guishing these phases of treatment can be difficult.
However, for the purposes of clarity, acute and

maintenance treatments have been dealt with
separately in these recommendations.

Acute treatment is further divided into the treat-
ment of mania and bipolar depression and the
management of these mood episodes is described in
detail in Boxes 4 and 5 respectively (along with Figs
3-6). Recommendations specific to the complex
presentations of rapid cycling and mixed episodes
are described separately in Box 6 and Figure 7.

However, it is important to note that it is
maintenance treatment that determines success in
the lifelong management of bipolar disorder (see
Box 7 and Figure 8). The primary aim of mainte-
nance treatment is to prevent the recurrence of
mood episodes whilst maintaining optimal func-
tioning and treating inter-episode subsyndromal
symptoms. It is therefore important to closely
monitor clinical symptoms and side-effects and
the potential general health consequences of long-
term treatment (see Box 7 and Table 7).

Box 4. Acute treatment: bipolar mania

Treatment Focus

Treatment Recommendations

Acute symptoms of mania —3 | Antimanic agent (I)
ECT(Il)
Short-term . oot .
Behavioural disturbance —> benzodiazepine Antipsychotic (1) Consider
if severe or
high risk

Cognitive disturbance (psychosis) | — | Antipsychotic (I)f

1 Antipsychotic may also serve as antimanic agent. Avoid using two antipsychotics concurrently.

Fig. 3. Treatment recommendations for acute bipolar mania: ‘ABC’.

‘A’: Acute symptoms of mania

Taper and cease any antidepressants or agents with mood-elevating properties (e.g. stimulants) and institute general measures where possible: reduce stimulation, lower
activity level, delay individual from making important decisions and maintain a structured routine.

Rx

e Commence treatment with an antimanic agent (level ). In selection, consider antimanic efficacy and tolerability (see Fig. 4), and also factor the likelihood of continuing

acute treatment into maintenance phase.

- Monotherapy. Antimanic agents with evidence for the treatment of acute mania include lithium, valproate, olanzapine, aripiprazole, quetiapine, risperidone,
ziprasidone, paliperidone, haloperidol and, to a lesser extent, carbamazepine (53-59).

- Combination: Recent studies have shown superior efficacy of lithium or valproate combined with short-term administration of an atypical antipsychotic compared with

monotherapy with either lithium or valproate alone (54, 60, 61).

o |f symptoms and /or behavioural disturbance are severe or protracted, consider electroconvulsive therapy (ECT) (level IlI) (62).
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Notes

o Haloperidol is efficacious but longer-term use carries an increased risk of extrapyramidal side-effects (e.g. tardive dyskinesia). As it lacks maintenance efficacy, and
acute treatments are often continued, it is not recommended unless other options have failed.

o (abapentin (63, 64), lamotrigine (64), topiramate (65), phenytoin (66) and oxcarbamazepine (67) are not recommended for the treatment of acute mania.

o The speed of action for valproate can be accelerated using dose-loading (68).

‘B’: Behavioural disturbance

Rx

e Short-term use of a benzodiazepine (e.g. lorazepam) or an antipsychotic may be required to manage acute behavioural disturbance (note that the use of two
antipsychotics concurrently is not recommended).

o Oral administration is preferable; however, if intramuscular administration is necessary, an injectable atypical or a combination of an injectable typical antipsychatic and
benzodiazepine are recommended (48).

Notes

o Intramuscular (IM) aripiprazole (9.75 mg and 15 mg) is superior to placebo and comparable with IM lorazepam (2 mg) (69).
e In a double-blind RCT, IM olanzapine 10 mg was superior to placebo and showed a trend toward greater improvement than IM lorazepam 2 mg (70).

‘C’: Cognitive disturbance (ie psychosis)
Psychosis occurs in approximately 60% of episodes of acute mania.
Rx

o Antipsychotics may be used as an adjunctive treatment for acute psychotic symptoms if not already being administered as an antimanic agent.
o Atypical antipsychotics are preferred to typical antipsychotics because of better tolerability (54, 60).

Clinical Utility of Antimanic Agents

Valproate + atypical Feom—
Combination Lithium + atypical e—em- i E—
Monotherapy Aripiprazole [
Ziprasidone b
Quetiapine Lo
Risperidone L
Valproate ——
Lithium [P, —_
Olanzapine Fe—— -— First-line
Carbamazepine e Second-line Key to Figure
Haloperidol b ) Acute efficacy ——
- 0 + k=" Tolerabiliy difficulties

Fig. 4. The clinical utility of antimanic agents according to efficacy and tolerability.

ECT = electro conclusive therapy, Rx = treatment, RCT = randomised controlled trial.

Box 5. Acute treatment: bipolar depression

Treatment Modality ‘PPP” Treatment Options for Bipolar Depression
Psychological W/ | —> | CBT, IPSRT, FFI (Il) adjunctive to pharmacotherapy
Pharmacotherapy @ | > |Bipolar antidepressant agent (I1)

Physical —» | ECT (lll)

-l <) Suicide Risk: The depressed phase of bipolar disorder poses an increased risk for suicide. Ensure a

N comprehensive risk assesment and management plan is undertaken and reviewed regularly.

Fig. 5. Treatment options for acute bipolar depression: ‘PPP’, psychological interventions, pharmacotherapy and physical treatments; IPSRT, interpersonal and social rhythm
therapy; FFT, family focused therapy; CBT, cognitive behavioural therapy; ECT, electroconvulsive therapy.

Psychological interventions (adjunctive) \I{

There are no definitive studies of psychotherapies as monatherapy in bipolar disorder and therefore psychological interventions should be administered in conjunction with
pharmacotherapy. Further, the evidence for psychological treatments in bipolar depression is limited as compared with maintenance.

Rx

e Intensive psychosocial interventions such as interpersonal and social rhythm therapy (IPSRT), family focused therapy (FFT) and in particular cognitive behavioural therapy
(CBT), have shown superior clinical outcomes as compared with brief psychoeducation in the treatment of bipolar depression (71-73) (Level II). See Table 6 for a list of
evidence-based psychological interventions used in bipolar disorder.
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Notes

e Psychological treatments are not recommended during the acute phase if the individual has severe psychomotor impairment or psychotic features.

Pharmacotherapy o

Where practical, screen for and cease any agents that may exacerbate depression (e.g. typical antipsychotics such as chlorpromazine, antihypertensive agents and
corticosteroids).

Ry
e |nitiate and /or optimise a bipolar depression agent (level Il) (see Fig. 6).
- First-line monotherapy treatment options include: quetiapine (74-76), lamotrigine (64, 77), olanzapine (78), lithium (79, 80) and valproate (81, 82).
- Second-line options for bipolar depression include adjunctive /combination therapies: adjunctive risperidone (83), lithium augmentation of antidepressants (84, 85),
olanzapine and fluoxetine combination (78), valproate and lithium (48), or lamotrigine as add-on to lithium (86).
e |f concurrent psychotic symptoms are present: augment with atypical antipsychotic (level Il). However, avoid combining two antipsychotic medications.

Conventional antidepressants

o Research that has examined the efficacy of tricyclic antidepressants (TCAs), selective serotonin reuptake inhibitors (SSRIs) and serotonin and noradrenaline reuptake
inhibitors (SNRIs) in the treatment of bipolar depression suggests that the benefits of antidepressants remain unclear (87-90).

o |f a conventional antidepressant is to be used to treat bipolar depression, it should be administered in combination with an antimanic /maintenance agent so as to
diminish the likelihood of switching and then gradually tapered after 2-3 months of sustained recovery.

o Antidepressants should not be prescribed in rapid-cycling bipolar disorder.

Notes
e TCAs (7-11%) and venlafaxine (13-15%) are associated with a relatively higher risk of inducing a switch to mania than SSRIs (0-4%) (87, 91-96); other agents can also
precipitate switching (e.g. psychostimulants).

Physical treatments

e ECT is an effective treatment (level Ill) (97, 98) and should be considered if: risk to self or others is high, psychotic features present or there has been a previous
response to ECT.

Quetiapine e —
Lamotrigine [ E—
Olanzapine [, 4
Lithium Fe=-—- First-line
Monotherapy Valproate e d— Second-line
Combination Adij risperidone e —
Li + valproate - g4
OLZ+fluoxetine e 44—
Li + lamotrigine [ -
Adj antidepressant Fe—e—- -— Key ;«Z;Ieg;f?:acy —

- 0 + k=" Tolerability difficulties

Fig. 6. The clinical utility of agents used for bipolar depression according to efficacy and tolerability ratings OLZ, olanzapine; Li, lithium; Adj, adjunctive.

IPSRT = Interpersonal and Social Rhythm Therapy, FFT = Family-Focused Therapy, CBT = Cognitive Behavioural Therapy, ECT = electroconvulsive therapy, Rx = treatment, TCA =
tricyclic antidepressant, SSRI = selective serotonin reuptake inhibitor, SNRI = serotonin and noradrenaline reuptake inhibitor.

Box 6. Complex bipolar presentations

Rapid cycling

Rapid cycling is associated with poorer long-term response to treatment, higher rates of morbidity and increased suicide risk (99-101).

o Screen for and, where possible, exclude factors that may precipitate or exacerbate rapid cycling: antidepressants, substance misuse, medications and medical illness
such as hypothyroidism (101).

Ry options.

The evidence-base for rapid-cycling is limited and treatments appear to be less effective in countering depressive symptoms than manic symptoms (101, 102).

o Pharmacological monotherapy. Consider valproate (level l), lithium (level Il), olanzapine (level Il), lamotrigine (level Il) (primarily for bipolar Il patients) (99, 100, 103-108),
quetiapine (level Il) (109).
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e (Combination therapies:

- Consider adjunctive psychological interventions (level V) as outlined in ‘maintenance’ section.

- Pharmacological combinations: There is limited evidence to support combination treatment, but clinical needs may warrant a trial of combinations, e.g. lithium +
valproate (level Ill) (110), lithium + carbamazepine (level Ill) (111), adjunctive lamotrigine (level V) (104).

o Physical treatments: ECT (level Ill) (112, 113).

Rapid Cycling

Mixed States

Mania Psy

Yy

Psychosis Depression

Fig. 7. Schematic representation of rapid cycling and mixed states in bipolar disorder.
Mixed states

Mixed states are notoriously difficult to diagnose and distinguish from both mania and agitated depression (22). Few treatment studies have specifically examined mixed
states, with most including patients with mixed states in studies of acute mania and acute bipolar depression. Therefore, treatment recommendations for mixed states
also overlap with those for acute episodes.

o Initially, taper and cease substances with a mood-elevating effect or those that may induce inter-episode switching (e.g. antidepressants, stimulants).

R, options

o Consider olanzapine (level I}, quetiapine, or valproate as monotherapy, or olanzapine and fluoxetine in combination (114) or valproate in combination with olanzapine
(level 11) (115-118).

o Adjunctive treatments: There is an overall paucity of evidence for mixed states. Lamotrigine adjunctive to an antimanic agent may be a useful option for mixed states to
treat depressive symptoms (116, 119). However, treatment effect is likely to be delayed as this requires slow titration, especially in conjunction with valproate.

o If symptoms and /or behavioural disturbance is severe or protracted, consider ECT (level Ill) (120).

Notes

o Lithium may have reduced efficacy for treating mixed states (115, 119).
o Antidepressants are not recommended as they can worsen or induce rapid cycling.

ECT = electroconclusive therapy, Rx = treatment.

Box 7. Maintenance treatment

General principles

Once a diagnosis of bipolar disorder has been established ongoing treatment is likely to be necessary. Indications include: prior mood episode in past 5 years or two
previous mood episodes over any time period, severe acute episode with suicide risk or psychotic features; ongoing functional disability (level V).

It is important to re-evaluate the treatment plan and ensure consideration of comorbid conditions, psychosocial stressors and other factors that may increase risk of
relapse. Maintenance treatment should provide a collaborative approach to continued care and in this regard the principles outlined in ‘CARE’ (see Box 3) are of
paramount importance.

Pharmacological and psychological treatment strategies should be used to achieve the following:

o Minimise: subsyndromal depressive symptoms because disability is closely related to the depressive component of the illness (20).

o Modify. address psychosocial stressors; develop problem-solving skills, develop social support /networks (especially with chronic depressive symptoms); and encourage
a healthy lifestyle (good sleep hygiene, exercise, regular routine).

e Manage: comorbidities, particularly substance misuse.

o Monitor. safety /risk; early warnings signs; physical health, long-term treatment confers risks of metabolic syndrome.

o Maintain: stable mental state, review and monitor clinical response to medications, adherence and side-effects.

e Maximise: engagement, social and occupational functioning, psychoeducation family /carer support.

Psychological interventions adjunctive to medication \J/

e Psychosocial interventions adjunctive to medications appear to have greatest benefit in reducing risk of relapse and can improve functioning (71, 121, 122). Therapeutic
effect can be optimised by targeting euthymic patients in maintenance phase of illness, however, likely to be less effective in those with a high number of prior mood
episodes (> 12 episodes) (122, 123).
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e Strong evidence exists for interventions focused on the recognition of early warning signs (level I) (52). Evidence for specific therapies includes CBT (level Il) (72, 124—
126), FFT (level 1) (127-129), IPSRT (level 1) (130) and group psychoeducation (level II) (126, 131). See Table 6 for a brief description of these interventions.

Pharmacotherapy ok

Initially, it is important to withdraw any adjunctive agents that have been used to manage behavioural or cognitive disturbance associated with an acute mood episode. In
practice, maintenance agents are often used in combination; however, there is a paucity of evidence for this strategy and, where possible, monotherapy is preferable.

Rx

o Medications that have been shown to be effective maintenance agents include (see also Fig. 8):

- lithium (level 1) (132), particularly at preventing manic episodes (133, 134);

- lamatrigine (level II), particularly for preventing depressive episodes (102, 135);

- valproate (level 1) (110, 136, 137);

- atypical antipsychotics: olanzapine (level II) (136, 138—140), aripiprazole (level II) (141, 142) and quetiapine adjunctive to lithium or valproate (level II) (143, 144).

o (Other atypical antipsychotics have a limited evidence base, restricted to small trials or retrospective data: ziprasidone (level Ill) (145), risperidone (level Ill) (146, 147),
adjunctive depot risperidone (level Ill) (148) and adjunctive clozapine (level Ill) (149).

Notes

e Maintenance agents are likely to be required ongoing and should be selected following consideration of efficacy and tolerability profiles (see Fig. 8 and Table 7), along
with individual patient factors including preference, past response and safety factors. In this regard, lithium needs to be monitored regularly to maintain therapeutic
blood levels (0.4-1.0 mmol /1).

o Carbamazepine has a mixed evidence base as a maintenance treatment (150).

o The efficacy of conventional antidepressants (e.g. TCAs, SSRIs and SNRIs) in the maintenance of bipolar disorder is not established (151). However, if depressive
episodes are recurrent, antidepressant treatment in combination with a bipolar maintenance agent may be considered only after weighing up the benefits of prevention
vs. the risk of precipitating mania/rapid cycling.

Clinical Utility of Maintenance Agents

Mania
A
Lithium Moacemaed .
Olanzapine I .
Aripiprazole e q—
Ziprasidone =
Risperidone U -
Clozapine (Hosomams -
Quetiapine b f—
Valproate R |
v 3
. Key to Figure
w Acute efficacy ——
_ 0 + = Tolerability difficulties

Fig. 8. The clinical utility of bipolar maintenance agents rated according to efficacy of preventing mania and /or depression and tolerability.

Key: CBT = Cognitive Behavioural Therapy, FFT = Family-Focused Therapy, IPSRT = Interpersonal and Social Rhythm Therapy, Rx = treatment, TCA = tricyclic antidepressant,
SSRI = selective serotonin reuptake inhibitor, SNRI = seratonin and noradrenaline reuptake inhibitor.

Treatment response

Both in the acute treatment of mood episodes and
during maintenance treatment, it is important to
monitor treatment response. This is particularly
important in bipolar disorder as insight is often
compromised during acute episodes and individu-
als may not appreciate their treatment needs.
Further, monitoring of signs and symptoms is
essential during maintenance treatment to ensure
full recovery is achieved and maintained, and that

early indications of relapse/recurrence are
promptly detected.

Treatment response is judged clinically and
should involve consideration of the time in
treatment, the response to medication, the sever-
ity of the illness and ongoing risk. If acute
symptoms worsen, or if after a suitable period
(e.g. 7 days for mania, 4-6 weeks for depression)
there is no significant improvement, then it is
reasonable to consider alternative treatment
options (see Box 8 and Figure 9).
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Box 8. Partial or no treatment response

Review

Optimise

adherence & Clinical

f Sl \ Management

Re evaluate Fle -assess for
diagnosis comorbidities

Therapeutic
Strategies

Augment/
Combine

Fig. 9. Clinical management and therapeutic strategies in partial or no treatment response. ECT, electroconvulsive therapy.

Clinical management
Structured rating scales (see ‘Assessment’), along with clinical assessment, assist in gauging treatment response and quantifying change in clinical profile.

o Review adherence and dosage: Reassess adherence and satisfaction with treatment plan. If taking an antidepressant, ensure a therapeutic dose is prescribed and that
adequate blood levels of medications are attained.

o Re-evaluate diagnosis: Reassess for psychosocial stressors maintaining symptoms, consider alternative causes (e.g. organic causes).

o fle-assess for comorbidities: especially anxiety, drug and alcohol, or personality disorders. Assess for medical comorbidities.

e Seek consultation: Consultation should be considered when prescribing novel treatments, in complex cases, or where there has been partial or no response to multiple
treatment trials. Consider specialist consultation or referral to a specialist clinic.

Therapeutic strategies
Mania: non-response.

e (Optimise antimanic agent: check levels, adjust dose, and /or

e Augment and/or combine with another antimanic agent. Clinically, where there is an inadequate treatment response to monotherapy trials, combination therapy is
often used. Data on comparable efficacy of different combinations are limited. Combinations trialled include:

- lithium + valproate (level Il) (152, 153)

- lithium and carbamazepine (level Il) (111, 154)

- lithium or valproate + olanzapine (level Il) (140)

- adjunctive clozapine or risperidone (level Ill) (148, 149, 155)

o Substitute antimanic agent (see Fig. 4), and/or

e £CT (level 1ll): consider if high severity or posing significant risk.

Bipolar depression: non-response.

o Optimise dose (check levels and /or adjust dose) of existing agent used for treating bipolar depression and/or
e Substitute to alternative bipolar depression agent, and/or
e Augment and/or combine
- See Fig. 7 for second-line combination options.
- Consider adjunctive psychological therapy targeting depressive symptoms (e.g. CBT, IPSRT, FFT) (121).
- Consider use of conventional antidepressants (87) (see Box 5), and /or
e [£CT (Level Ill): Consider if high severity /treatment resistance, or posing significant risk.

Note: If using antidepressants, monitor closely for switch to mania.

Maintenance: treatment non-adherence. This is a common problem in bipolar disorder, particularly during maintenance (refer to principles of ‘CARF). In cases of ongoing
persistent disengagement from treatment, after failure of appropriate psychosocial interventions and legally appropriate involuntary treatment, consider depot treatment:
injectable atypical antipsychotics (level Ill) (e.g. risperidone) (156, 157) or first generation antipsychotics (level Ill) (158). However, the latter is not recommended where
there is a predominantly depressive course.

Key: ECT = electroconvulsive therapy, CBT = Cognitive Behavioural Therapy, IPSRT =

Discussion

The management of bipolar disorder is compli-
cated and reflects the innate complexity of the
illness. The bipolar CPR provide suggestions for
management based on an amalgamation of evi-
dence and experience. Alongside pharmacological
and psychological treatment recommendations,
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Interpersonal and Social Rhythm Therapy, FFT = Family-Focused Therapy.

importance has been attached to contextual con-
siderations such as individual preferences and
social factors. By design, the bipolar CPR focus
on the treatment of adults; however, the illness
often emerges prior to adulthood and can also
manifest in older age groups. The management of
bipolar disorder in these particular populations
and other special circumstances is beyond the
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Table 6. Glossary of psychosocial interventions with level | or Il evidence as adjunctive treatment in bipolar depression or maintenance

Therapy Evidence® Basic principles
EWS Level | (52) EWS interventions apply a mixture of cognitive behavioural strategies and psychoeducation strategies to help patients
interventions identify and manage early symptoms of a relapse
CBT Level Il CBT employs a combination of cognitive and behavioural techniques to target maladaptive thinking, deficits and factors
(72, 121, 124-126) predisposing to and perpetuating depressed mood
IPSRT Level Il (121, 130) IPSRT focuses on the links between mood symptoms and quality of social relationships and social roles, the importance
of maintaining regularity in daily routines, and the identification and management of potential precipitants of rhythm
disruption
FFT Level Il (121, 127) FFT includes a combination of psychoeducation and skills-based training including communication enhancement training
and problem-solving skills provided to the patient and family
Group Level Il (126, 131) Psychoeducation interventions aim to provide information and emotional support, help patients adjust to living with

psychoeducation

a chronic illness, and enhance adherence to treatment

EWS, early warning signs; CBT, cognitive behavioural therapy; IPSRT, interpersonal and social rhythm therapy; FFT, family focused therapy.
*Evidence for psychological treatments is greatest in maintenance phase compared with bipolar depression.

Table 7. Side-effects for medications routinely used in bipolar disorder

Side-effects

Medication Common (incidence >1%) Uncommon or rare (incidence <1%)+
Lithium GIT. nausea, vomiting, epigastric discomfort, dry mouth, metallic Nephrogenic diabetes insipidus, hyperparathyroidism,
taste, diarrhoea, weight gain memory impairment, hair loss, arrhythmias,
CNS: fatigue, headache, difficulty concentrating, vertigo, fine tremor hyperthyroidism
Skin: dry skin, exacerbation of psoriasis or acne, rash
Metabolic: hypermagnesaemia, hypercalcaemia, hypothyroidism
Other. benign ECG changes, leucocytosis
Lithium toxicity: signs include loss of balance, increasing diarrhoea, vomiting, anorexia, weakness, ataxia, blurred vision, tinnitus, polyuria,
coarse tremor, muscle twitching, irritability and agitation. Drowsiness, psychosis, disorientation, seizures, coma and renal failure may
occur
Valproate GIT: nausea, vomiting, abdominal cramp, anorexia, diarrhoea, Severe hepatic dysfunction, pancreatitis, extrapyramidal

Carbamazepine

Lamotrigine

Atypical antipsychotics

indigestion (especially with non-enteric coated preparations),
increased appetite and weight gain

CNS: sedation, tremor

Skin: transient hair loss

Other. thrombocytopaenia, elevated liver transaminases,
asymptomatic elevations of ammonia

GIT: dry mouth, vomiting, diarrhoea, anorexia, constipation,
abdominal pain

CNS: dizziness, headache, ataxia, drowsiness, blurred vision,
diplopia

Skin: rash

GIT: dry mouth, nausea, vomiting

CNS: diplopia, dizziness, ataxia, blurred vision, headache,
irritability, somnolence, tremor, asthenia, insomnia

Skin: maculopapular rash, Stevens-Johnson syndrome
(0.3-2.0% in children)*

Other: arthralgia

Metabolic: weight gain, dyslipidaemia, hyperglycaemia,
hyperprolactinaemia

Extrapyramidal symptoms. tremor, akathisia, rigidity, slowing,
dystonia

Anticholinergic reactions: constipation, dry mouth, blurred
vision, urinary retention

Other: sedation, increased appetite, sexual dysfunction, GI upset,

peripheral oedema, nausea, cerebrovascular events, especially
in the elderly (stroke, TIA), orthostatic hypotension, tachycardia

syndrome, hyperammonaemic encephalopathy

Agranulocytosis, aplastic anaemia, severe skin reactions
(including Stevens-Johnson syndrome), SIADH, arrhythmias,
orofacial dyskinesias, hepatitis

Hepatic failure, blood dyscrasias, lupus-like reaction.
Severe skin reactions including Stevens-Johnson syndrome
and Lyell syndrome

Jaundice, neuroleptic malignant syndrome, seizures, tardive
dyskinesia, ECG changes (increased QT interval), SIADH,
temperature irregularity, blood dyscrasias, arrhythmias,
cardiac arrest, seizures, hepatic fibrosis, lupus

Clozapine: agranulocytosis (1%), myocarditis,
cardiomyopathy, seizures

Source: MIMS (180), Australian Medicines Handbook (181).
GIT, gastrointestinal tract; CNS, central nervous system; TIA, transient ischaemic attack; SIADH, syndrome of inappropriate antidiuretic hormone secretion.
*Risk is greatest with high initial doses or when combined with valproate.
FIn addition, many medications have the potential to cause a hypersensitivity syndrome (fever, severe skin reactions, lymphadenopathy, hepatitis, haematological abnor-

malities, facial oedema).
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scope of this paper; however, along with an
overview of the side-effects of medications, these
are briefly mentioned.

Special populations and comorbidities

The current bipolar CPR focus on the management
of bipolar disorder in adults. A review of the
evidence-base for other populations was beyond
the scope of this paper and for treatment advice
publications that provide specific guidance in
managing bipolar disorder in young people (51,
159), the elderly (160) and during the perinatal
period (161-163) should be consulted.

In practice, bipolar disorder rarely manifests
without significant comorbidities and often neces-
sitates polypharmacy. However, detailed recom-
mendations as regards such presentations are
not yet possible, principally because instructive
research findings are lacking and a meaningful
understanding of the disorder is yet to be achieved.
When managing bipolar disorder with comorbid-
ities, the current recommendations should be
considered only in conjunction with existing
reviews of concurrent psychiatric comorbidities
(164, 165), substance misuse (166) or medical
problems (167, 168).

Medication side-effects and novel treatments

A summary of the potential side-effects of the
medications routinely used in bipolar disorder is
provided in Table 7. This list is not exhaustive and
before initiating treatment specific product infor-
mation and recognised sources of pharmaceutical
data should be consulted.

Novel treatments that are commonly used for
the management of bipolar disorder have not been
discussed, either because of a lack of sufficient data
and clinical usage or a lack of widespread avail-
ability of the treatment. Such treatments include
novel pharmacological agents [N-acetyl-cysteine
(169), omega-3 fatty acids (170), tamoxifen (171,
172), asenapine, antiglucocorticoids (173), celecox-
ib (174), modafinal (175) and pramipexole (176)]
and innovative physical treatments such as TMS
(177-179).

To conclude, bipolar disorder is a difficult illness
to manage because of its intrinsic complexity and
variability. In essence, the bipolar CPR are derived
from both evidence and clinical experience and
have been developed to provide basic practical
guidance for the management of bipolar disorder.
They cannot take into account the myriad of
clinical variables that are invariably present, and
are thus not prescriptive, and need to be used
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flexibly. Recommendations, like guidelines, are
practical clinical tools, derived from an incomplete
and evolving database. They need to be interpreted
taking into account the person’s clinical circum-
stances, sociocultural context, comorbidities and
local health resources. Therefore, they do not
represent a reference standard of care in medico-
legal proceedings. They nevertheless provide a
useful framework and should be used in conjunc-
tion with recognised sources of information and
the application of clinical wisdom.

Acknowledgements

This paper was part of a larger project, Mood Matters,
which represented a collaboration between the Northern
Sydney Central Coast Mental Health Drug & Alcohol
(NSCCMHDA), NSW Health Clinical Redesign Program
and the CADE Clinic, University of Sydney. The authors
would like to sincerely acknowledge contributions by Dr Nick
Kowalenko, Dr Glenys Dore, Dr Kevin Vaughan, Rosa
Portus, Dr Peter Short and Vicki Campbell. The authors also
wish to acknowledge all staff and consumers of NSCCMHDA
who actively participated in this project and particularly the
members of the multidisciplinary advisory panel who partic-
ipated in the development process of these practice recommen-
dations. Professor Gin Malhi acknowledges the NHMRC
Program Grant (510135) for essential financial support.

This publication has been made possible through infra-
structure support from NSCCMHDA and The University of
Sydney CADE Clinic and an unrestricted educational grant
from Servier.

The icons used in this article have been sourced from Clip
Art, Microsoft Office Online (http://office.microsoft.com/
en-au/clipart/default.aspx) and used in accordance with the
Microsoft  Service Agreement (http://office.microsoft.com/
en-au/tou.aspx). The media elements are intended to enhance
the existing content and are not considered to be the primary
value of the recommendations.

Declaration of interest

In the past 3 years, Professor Gin Malhi has served on a
number of international and national pharmaceutical advisory
boards, received funding for research and has been in receipt of
honoraria for talks at sponsored meetings worldwide involving
the following companies: AstraZeneca, Eli Lilly, Jansen-Cilag,
Organon, Pfizer and Wyeth. Professor Garry Walter has
received educational grants from Eli Lilly, Janssen-Cilag and
Pfizer, a research grant from AstraZeneca, and travel assis-
tance and an honorarium for a talk from Eli Lilly. Dr Lisa
Lampe has received honoraria for lectures, workshops, advi-
sory boards and educational material in the past 5 years from
the following companies: Wyeth, Lundbeck, Pfizer, Sanofi,
Janssen Cilag and AstraZeneca. She has received travel
assistance from Wyeth and sits on the Pristiq Advisory
Board (Wyeth). In the last 5 years, Professor Richard Porter
has received honoraria for speaking engagements from Jans-
sen-Cilag and Sanofi-Aventis. During the past 3 years,
Professor Roger Mulder received honoraria for speaking and
travel assistance from Douglas Pharmaceuticals, Janssen-Cilag
and AstraZeneca. Professor Michael Berk has received funding
for research from Stanley Medical Research Foundation,


David Recinos
Highlight

David Recinos
Highlight


MBF, NHMRC, Beyond Blue, Geelong Medical Research
Foundation, Bristol Myers Squibb, Eli Lilly, Glaxo SmithK-
line, Organon, Novartis, Mayne Pharma, Servier, AstraZene-
ca, has received honoraria for speaking engagements from
AstraZeneca, Bristol Myers Squibb, Eli Lilly, Glaxo SmithK-

line,

Janssen Cilag, Lundbeck, Organon, Pfizer, Sanofi Syn-

thelabo, Solvay, Wyeth, and served as a consultant to
AstraZeneca, Bristol Myers Squibb, Eli Lilly, Glaxo SmithK-
line, Janssen Cilag, Lundbeck, Pfizer. Danielle Adams, Andrea
Taylor, Dr Nick O’Connor, Dr Michael Paton and Dr Liz
Newton have no competing interests.

References

1.

Murray CJ, Lopez AD. Global burden of disease and
injury series. Volume I: The global burden of disease: a
comprehensive assessment of mortality and disability
from diseases, injuries and risk factors in 1990 and project
to 2020. Boston: Harvard University Press, 1996.

. Jupp LL, Axiskar HS, Scuertier PJ et al. The long-term

natural history of the weekly symptomatic status
of bipolar I disorder. Arch Gen Psychiatry 2002;59:530—
537.

. LevericH GS, AvrtsuuLerR LL, Frye MA et al. Factors

associated with suicide attempts in 648 patients with
bipolar disorder in the Stanley Foundation Bipolar Net-
work. J Clin Psychiatry 2003;64:506-515.

. Frank E, Tuase ME. Natural history and preventative

treatment of recurrent mood disorders. Annu Rev Med
1999;50:453-468.

. Leverich GS, McErroy SL, Suppes T et al. Early physical

and sexual abuse associated with an adverse course of
bipolar illness. Biol Psychiatry 2002;51:288-297.

. Strakowskr SM, DeLBeLLo MP. The co-occurrence of

bipolar and substance use disorders. Clin Psychol Rev
2000;20:191-206.

. Lemencurr E, Suppes T. Treating bipolar illness: focus on

treatment algorithms and management of the sleep-wake
cycle. Am J Psychiatry 1999;156:1976-1981.

. Touen M, Bromer E, Mureny JM, Tsuang MT. Psychiatric

epidemiology. Harv Rev Psychiatry 2000;8:111-125.

. Matrur GS, Moore J, McGurrin P. The genetics of major

depressive disorder. Curr Psychiatry Rep 2000;2:165-169.

. SmorLer JW, Finn CT. Family, twin, and adoption studies

of bipolar disorder. Am J Med Genet C Semin Med
Genet 2003;123C:48-58.

. KessLer RC, BerGLunD P, DEMLER O, JIN R, MERIKANGAS

KR, Warters EE. Lifetime prevalence and age-of-onset
distributions of DSM-IV disorders in the National
Comorbidity Survey Replication. Arch Gen Psychiatry
2005;62: 593-602.

. AxiskaL HS, AkiskaL KK, Lancrenon S et al. Validating the

bipolar spectrum in the French National EPIDEP Study:
overview of the phenomenology and relative prevalence
of its clinical prototypes. J Affect Disord 2006;96:197—
205.

. Post RM, KowarcH RA. The health care crisis of child-

hood-onset bipolar illness: some recommendations for its
amelioration. J Clin Psychiatry 2006;67:115-125.

. Lin PI, McInnis MG, Porasa JB et al. Clinical correlates

and familial aggregation of age at onset in bipolar dis-
order. Am J Psychiatry 2006;163:240-246.

. ScuarrEr A, CAIRNEY J, CHEUNG AH, VELDHUIZEN S, LEvVITT

AJ. Use of treatment services and pharmacotherapy for
bipolar disorder in a general population-based mental
health survey. J Clin Psychiatry 2006;67:386—393.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Bipolar CPR

KessLer RC, AxiskaL HS, AMes M et al. Prevalence and
effects of mood disorders on work performance in a
nationally representative sample of U.S. workers. Am J
Psychiatry 2006;163:1561-1568.

Kupka RW, AvtsnuLer LL, NoLen WA et al. Three times
more days depressed than manic or hypomanic in both
bipolar 1 and bipolar II disorder. Bipolar Disord
2007;9:531-535.

Suppes T, Leverich GS, Keck PE et al. The Stanley Foun-
dation Bipolar Treatment Outcome Network. II. Demo-
graphics and illness characteristics of the first 261
patients. J Affect Disord 2001;67:45-59.

Marur GS, Mircuei PB, Saumv S. Bipolar depression:
management options. CNS Drugs 2003;17:9-25.
MircueL. PB, Matur GS. Bipolar depression: phenome-
nological overview and clinical characteristics. Bipolar
Disord 2004;6:530-539.

MircueLL PB, WiLHELM K, PARKER G, AustiN MP, RUTGERS P,
Macur GS. The clinical features of bipolar depression: a
comparison with matched major depressive disorder
patients. J Clin Psychiatry 2001;62:212-216; quiz 7.
Berk M, Dopp S, Marir GS. ‘Bipolar missed states” the
diagnosis and clinical salience of bipolar mixed states.
Aust NZ J Psychiatry 2005;39:215-221.

Matnr GS, Ivanovskr B, Szekeres V, OLLey A. Bipolar
disorder: it’s all in your mind? The neuropsychological
profile of a biological disorder. Can J Psychiatry
2004;49:813-819.

Machr GS, Ivanovskr B, Hapzi-Paviovic D, MitcHeLL PB,
Viera E, Sacupev P. Neuropsychological deficits and
functional impairment in bipolar depression, hypomania
and euthymia. Bipolar Disord 2007;9:114-125.
MarTiNEZ-ARAN A, Viera E, Torrent C et al. Functional
outcome in bipolar disorder: the role of clinical and
cognitive factors. Bipolar Disord 2007;9:103—113.

Jupp LL, AxiskaL HS, Scuertier PJ et al. Psychosocial
disability in the course of bipolar I and II disorders: a
prospective, comparative, longitudinal study. Arch Gen
Psychiatry 2005;62:1322—-1330.

FrYE MA, YatHam LN, Carasrese JR et al. Incidence and
time course of subsyndromal symptoms in patients with
bipolar I disorder: an evaluation of 2 placebo-controlled
maintenance trials. J Clin Psychiatry 2006;67:1721-1728.
MerikanGas KR, AkiskaL HS, Ancst 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.

Lemencurr E. Women with bipolar illness: clinical and
research issues. Am J Psychiatry 1996;153:163-173.
Goopwin Fk, Jamison K. Manic-depressive illness: bipolar
disorders and recurrent depresaion, 2nd edn. New York:
Oxford University Press, 2007.

Barpessarint RJ, Tonoo L, Hennen J. Effects of lithium
treatment and its discontinuation on suicidal behavior in
bipolar manic-depressive disorders. J Clin Psychiatry
1999;60(suppl. 2):77-84; discussion 111-6.

CipriaNt A, Prerty H, Hawrton K, Geppes JR. Lithium in the
prevention of suicidal behavior and all-cause mortality in
patients with mood disorders: a systematic review of
randomized trials. Am J Psychiatry 2005;162:1805-1819.
AMERICAN Psycriatric Association. Diagnostic and statis-
tical manual for mental disorders, 4th edn, text revision
(DSM-IV-TR). Washington, DC: American Psychiatric
Association, 2000.

Macur GS, Berk M. Bipolar disorder.
2008;25:25-32.

Aust Doct

4


David Recinos
Highlight

David Recinos
Highlight

David Recinos
Highlight

David Recinos
Highlight

David Recinos
Highlight

David Recinos
Highlight


Malhi et al.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

42

Barpessarint RJ. A plea for integrity of the bipolar dis-
order concept. Bipolar Disord 2000;2:3-7.

Guaemi SN, Barpessarint RJ. The manic-depressive spec-
trum and mood stabilization: Kraepelin’s ghost. Psycho-
ther Psychosom 2007;76:65.

Macur GS, Apams D, Porter R et al. Clinical practice
recommendations for depression. Acta Psychiatr Scand
2009;119(Suppl. 439):8-26.

MaLur GS, GoopwiN GM. The ‘rise and fall’ of mood
stabilizers. Aust N Z J Psychiatry 2007;41:779-783.
Matur GS, Berk M, Bourin M et al. Atypical mood sta-
bilizers: a ‘typical’ role for atypical antipsychotics. Acta
Psychiatr Scand 2005;111(s426):29-38.

GoopwiN GM, AnpersoN I, Aranco C et al. ECNP con-
sensus meeting. Bipolar depression. Nice, March 2007.
Eur Neuropsychopharmacol 2008;18:535-549.

Macur GS, Apams D. Are guidelines in need of CPR?
The development of clinical practice recommendations
(CPR) for mood disorders. Acta Psychiatr Scand
2009;119(Suppl. 439):5-7.

NaTtioNaL HEALTH AND MEDICAL RESEArRCH Councir. A guide
to the development, implementation and evaluation of
clinical practice guidelines. Canberra: Commonwealth of
Australia, 1998.

Hover EH, OreseN AV, MortenseN PB. Suicide risk in
patients hospitalised because of an affective disorder: a
follow-up study, 1973-1993. J Affect Disord 2004;78:209—
217.

Bowbpen CL, Singa V, Traompson P et al. Development of
the bipolar inventory of symptoms scale. Acta Psychiatr
Scand 2007;116:189-194.

DerLi’Osso L, Armant A, Ruccr P et al. Measuring mood
spectrum: comparison of interview (SCI-MOODS) and
self-report (MOODS-SR) instruments. Compr Psychiatry
2002;43:69-73.

YounG RC, Bigas JT, ZieGLEr VE, MEYER DA. A rating scale
for mania: reliability, validity and sensitivity. Br J Psy-
chiatry 1978;133:429-435.

Berk M, Marur GS, Caniie C et al. The Bipolar Depression
Rating Scale (BDRS): its development, validation and
utility. Bipolar Disord 2007;9:571-579.

Yatuam LN, Kennepy SH, O’Donovan 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.

AMERICAN DIABETES ASSOCIATION, AMERICAN PSYCHIATRIC
ASSOCIATION, AMERICAN AsSOCIATION OF CLINICAL ENDOCRI-
NOLOGISTS, NORTH AMERICAN ASSOCIATION FOR THE STUDY OF
Ogesity. Consensus development conference on antipsy-
chotic drugs and obesity and diabetes. Diabetes Care
2004;27:596-601.

AMERICAN PsycHiaTric AssociaTioN. Practice guideline for
the treatment of patients with bipolar disorder (revision).
Am J Psychiatry 2002;159(suppl. 4):1-50.

NaTtioNaL INsTITUTE FOR HEALTH AND CLINICAL EXCELLENCE.
Bipolar disorder: the management of bipolar disorder in
adults, children and adolescents, in primary and second-
ary care: clinical guideline 38. London: NHS, 2006.
Morriss RK, FaizaL MA, Jones AP, WiLLiamsoN PR, BoLToN
C, McCartry JP. Interventions for helping people recog-
nise early signs of recurrence in bipolar disorder. Coch-
rane Database Syst Rev 2007;1:CD004854.

RenpeLL JM, Gusman HJ, Bauer MS, GoopwiN GM, GEDDES
JR. Risperidone alone or in combination for acute mania.
Cochrane Database Syst Rev 2006;1:CD004043.

54.

55.

56.

57.

58.

59.

60.

6l.

62.

63.

64.

65.

66.

67.

68.

69.

70.

PerLis RH, WELGE JA, Vornik LA, HirscHreLD RM, Keck PE
Jr. Atypical antipsychotics in the treatment of mania: a
meta-analysis of randomized, placebo-controlled trials.
J Clin Psychiatry 2006;67:509-516.

Cipriant A, Renpert JM, Geppes JR. Haloperidol alone or
in combination for acute mania. Cochrane Database Syst
Rev 2006;3:CD004362.

BaLpessarint RJ, Tonpo L. Does lithium treatment still
work? Evidence of stable responses over three decades.
Arch Gen Psychiatry 2000;57:187-190.

MacritcHiE K, Geppes J, Scorr J, Hastam D, peE Liva M,
GoopwiN G. Valproate for acute mood episodes in bipolar
disorder. Cochrane Database Syst Rev 2003;1:CD004052.
Weister RH, Kacaur AH, Kerrer TA, Group SPDS. A
multicenter, randomized, double-blind, placebo-con-
trolled trial of extended-release carbamazepine capsules
as monotherapy for bipolar disorder patients with
manic or mixed episodes. J Clin Psychiatry 2004;
65:478-484.

Bowpen C, Gogus A, Grunze H, HacGsTrRoM L, RYBAKOWSKI
J, Viera E. A 12-week, open, randomized trial comparing
sodium valproate to lithium in patients with bipolar I
disorder suffering from a manic episode. Int Clin Psy-
chopharmacol 2008;23:254-262.

Scuerk H, Pajonk FG, Leucur S. Second-generation
antipsychotic agents in the treatment of acute mania: a
systematic review and meta-analysis of randomized con-
trolled trials. Arch Gen Psychiatry 2007;64:442-455.
Touen M, Cuencappa KN, Suppes T et al. Efficacy of ola-
nzapine in combination with valproate or lithium in the
treatment of mania in patients partially nonresponsive to
valproate or lithium monotherapy. Arch Gen Psychiatry
2002;59:62—69.

MukHsEeRIEE S, Sackeim HA, Scunur DB. Electroconvulsive
therapy of acute manic episodes: a review of 50 years’
experience. Am J Psychiatry 1994;151:169-176.

Panpe AC, CrockatT JG, Janney CA, WEerTH JL, TsaroucHA
G. Gabapentin in bipolar disorder: a placebo-controlled
trial of adjunctive therapy. Gabapentin Bipolar Disorder
Study Group. Bipolar Disord 2000;2(3 Pt 2):249-255.
FryE MA, Kerter T, KmvBrere T et al. A placebo-con-
trolled study of lamotrigine and gabapentin monotherapy
in refractory mood disorders. J Clin Psychopharmacol
2000;20:607-614.

Vasupev A, MacRitcHie K, Geppes J, WatoN S, Young AH.
Topiramate for acute affective episodes in bipolar disor-
der. Cochrane Database Syst Rev 2006;1:CD003384.
MisHory A, YAROSLAVSKY Y, BErsupsky Y, BELMAKER RH.
Phenytoin as an antimanic anticonvulsant: a controlled
study. Am J Psychiatry 2000;157:463-465.

Wacner KD, Kowarcu RA, Ewmstie GJ et al. A double-
blind, randomized, placebo-controlled trial of oxcar-
bazepine in the treatment of bipolar disorder in children
and adolescents. Am J Psychiatry 2006;163:1179-1186.
HirscureLp RM, Arten’ MH, McEvoy JP, Keck PE JR,
RusseLe JM. Safety and tolerability of oral loading di-
valproex sodium in acutely manic bipolar patients. J Clin
Psychiatry 1999;60:815-818.

Ziverorr D, OrReNn DA, Marcus R et al. Management of
acute agitation in patients with bipolar disorder: efficacy
and safety of intramuscular aripiprazole. J Clin Psycho-
pharmacol 2007;27:171-176.

MeenaNn K, Zuoane F, Davib S et al. A double-blind,
randomized comparison of the efficacy and safety of
intramuscular injections of olanzapine, lorazepam, or
placebo in treating acutely agitated patients diagnosed


David Recinos
Highlight


71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

with bipolar mania. J Clin Psychopharmacol 2001;21:
389-397.

Mikrowrtz DJ, Orro MW, Frank E et al. Intensive psy-
chosocial intervention enhances functioning in patients
with bipolar depression: results from a 9-month ran-
domized controlled trial. Am J Psychiatry 2007;164:1340—
1347.

Scorr J, GarLAND A, MooreEAD S. A pilot study of cogni-
tive therapy in bipolar disorders. Psychol Med 2001;31:
459-467.

ZArRetskY AE, SeGaL ZV, Gemar M. Cognitive therapy for
bipolar depression: a pilot study. Can J Psychiatry
1999;44:491-494.

CaLaBrese JR, Keck PE Jr., Macrabben 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.

Trase ME, Macrappen W, WeisLeEr RH et al. Efficacy of
quetiapine monotherapy in bipolar I and II depression: a
double-blind, placebo-controlled study (the BOLDER 11
study). J Clin Psychopharmacol 2006;26:600—609.
WeisLer RH, Cararese JR, Thase ME et al. Efficacy of
quetiapine monotherapy for the treatment of depressive
episodes in bipolar I disorder: a post hoc analysis of
combined results from 2 double-blind, randomized,
placebo-controlled studies. J Clin Psychiatry 2008;69:
769-782.

CALABRESE J, BowpeN C, Sachs G, AscHER JA, MoNAGHAN E,
Rupbp DG. A double-blind placebo-controlled study of
lamotrigine monotherapy in outpatients with bipolar |
depression. Lamictal 602 Study Group. J Clin Psychiatry
1999;60:79-88.

Touen M, Viera E, Carasrese J. Efficacy of olanzapine and
olanzapine/fluoxetine combination in the treatment of
bipolar I depression. Arch Gen Psychiatry 2003;60:1079—
1088.

CarNEY SM, GoopwiN GM. Lithium — a continuing story in
the treatment of bipolar disorder. Acta Psychiatr Scand
2005;111:7-12.

BuaGwAGAR Z, GoopwiN GM. The role of lithium in the
treatment of bipolar depression. Clin Neurosci Res
2002;2:222-227.

Guaemi SN, Giver WS, Gorpserg 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.

Davis LL, Bartorucct A, Perry F. Divalproex in the
treatment of bipolar depression: a placebo-controlled
study. J Affect Disord 2005;85:259-266.

SuertoN RC, StaHL SM. Risperidone and paroxetine given
singly and in combination for bipolar depression. J Clin
Psychiatry 2004;65:1715-1719.

Egert D, JasperT A, MuraTa H, Kascuka WP. Initial lith-
ium augmentation improves the antidepressant effects of
standard TCA treatment in non-resistant depressed
patients. Psychopharmacology 1995;118:223-225.

Herr F, Nemerorr CB. Lithium augmentations of antide-
pressants in treatment-refractory depression. J Clin Psy-
chiatry 1998;59:28-33.

Van per Loos M, NorLen W. Lamotrigine as add-on to
lithium in bipolar depression. Fifth European Stanley
Conference on Bipolar Disorder. Barcelona, 2006.
GusmaN HJ, Geppes JR, RENDELL JM, NoLEN WA, GoobwIN
GM. Antidepressants for bipolar depression: a systematic
review of randomized, controlled trials. Am J Psychiatry
2004;161:1537-1547.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

Bipolar CPR

Sacus GS, NiErReNBerG AA, CarLaBrese JR et al. Effective-
ness of adjunctive antidepressant treatment for bipolar
depression. N Engl J Med 2007;356:1711-1722.

Guaemi N. Why antidepressants are not antidepressants:
STEP-BD, STAR*D, and the return of neurotic depres-
sion. Bipolar Disord 2008;10:957-968.
Macut - G,S.  Seeking  definition.
2008;10:853-855.

Post RM, AvtsnuLer LL, Leverica GS et al. Mood switch
in bipolar depression: comparison of adjunctive venla-
faxine, bupropion and sertraline. Br J Psychiatry
2006;189:124-131.

Nemerorr CB, Evans DL, Guyurar L et al. Double-blind,
placebo controlled comparison of imipramine and par-
oxetine in the treatment of bipolar depression. Am J
Psychiatry 2001;158:906-912.

Peer M. Induction of mania with selective serotonin
re-uptake inhibitors and tricyclic antidepressants. Br J
Psychiatry 1994;164:549-550.

Sacus GS, Larer B, StoLL AL et al. A double-blind trial of
bupropion versus desipramine for bipolar depression.
J Clin Psychiatry 1994;55:391-393.

Vieta E, MArRTINEZ-ARAN A, GoikorLea JM et al. A ran-
domized trial comparing paroxetine and venlafaxine in
the treatment of bipolar depressed patients taking mood
stabilizers. J Clin Psychiatry 2002;63:508—512.

LevericH GS, AvtsauLer LL, FrRYE MA et al. Risk of switch
in mood polarity to hypomania or mania in patients with
bipolar depression during acute and continuation trials of
venlafaxine, sertraline, and bupropion as adjuncts to
mood stabilizers. Am J Psychiatry 2006;163:232-239.
ZornBerG GLM, Pore HGIM. Treatment of depression in
bipolar disorder: new directions for research. J Clin
Psychopharmacol 1993;13:397-408.

Haram K, Swmith D, Berk M. Differences between sub-
jective and objective assessments of the utility of Elec-
troconvulsive therapy in patients with bipolar and
unipolar depression. J Affect Disord 2009;112:212-218.
Tonpo L, Hennen J, Barpessarint RJ. Rapid-cycling bipolar
disorder: effects of long-term treatments. Acta Psychiatr
Scand 2003;108:4-14.

Viera E, Cavarese J, Hennen J, et al. Comparison of
rapid-cycling and non-rapid-cycling bipolar I manic
patients during treatment with olanzapine: an analysis of
pooled data. J Clin Psychiatry 2004;65:1420—-1428.
Scuneck CD. Treatment of rapid-cycling bipolar disorder.
J Clin Psychiatry 2006;67(suppl. 11):22-27.

CaLasrese JR, Bowpen CL, Sacus G et al. A placebo-con-
trolled 18-month trial of lamotrigine and lithium main-
tenance treatment in recently depressed patients with
bipolar I disorder. J Clin Psychiatry 2003;64:1013-1024.
Sanger TM, Tonen M, Viera E et al. Olanzapine in the
acute treatment of bipolar I disorder with a history of
rapid cycling. J Affect Disord 2003;73:155-161.
CaLaBRESE JR, RapporT DJ, YoungstROM EA, Jackson K,
Biaur S, FinoLing RL. New data on the use of lithium,
divalproate, and lamotrigine in rapid cycling bipolar
disorder. Eur Psychiatry 2005;20:92-95.

McErroy SL, Keck PE, Jr., Pore HG Jr, Hupson JI.
Valproate in the treatment of rapid-cycling bipolar
disorder. J Clin Psychopharmacol 1988;8:275-279.
CaLaBrese  JR, Rapport DJ, Kimmer SE, Reece B,
WorvsnviLL,e MJ. Rapid cycling bipolar disorder and its
treatment with valproate. Can J Psychiatry 1993;38(3
suppl. 2):S57-S61.

Bipolar  Disord

43



Malhi et al.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

44

Carasrest JR, Decucchr GA. Spectrum of efficacy of val-
proate in 55 patients with rapid-cycling bipolar disorder.
Am J Psychiatry 1990;147:431-434.

Carasrese JR, Suppes T, Bowpen CL et al. A double-blind,
placebo-controlled, prophylaxis study of lamotrigine in
rapid-cycling bipolar disorder. Lamictal 614 Study
Group. J Clin Psychiatry 2000;61:841-850.

GorpeerG JF, KELLEY ME, Rosenquist KJ, Hsu DJ, FiLkowskt
MM, Nassirk Guaemt S. Effectiveness of quetiapine in rapid
cycling bipolar disorder: a preliminary study. J Affect
Disord 2008;105:305-310.

CALABRESE J, SHELTON M, RapporT D. A 20-month, double-
blind, maintenance trial of lithium vs. divalproex in ra-
pid-cycling bipolar disorder. Am J Psychiatry 2005;
162:2152-2161.

Denicorr KD, SwmitH-Jackson EE, Disney ER, Arr SO,
Leverich  GS, Post RM. Comparative prophylactic
efficacy of lithium, carbamazepine, and the combina-
tion in bipolar disorder. J Clin Psychiatry 1997;58:470—
478.

CaLABRESE JR, SHELTON MD, RaprorT DJ, Kutawa M, KiMMEL
SE, CaBan S. Current research on rapid cycling bipolar
disorder and its treatment. J Affect Disord 2001;67:241—
255.

Papabpmvitriou GN, Dikeos DG, SoLpatos CR, CALABRESE JR.
Non-pharmacological treatments in the management of
rapid cycling bipolar disorder. J Affect Disord 2007;98:
1-10.

Benazzi F, BErk M, FRYE M, WanG W, Barraco A, TOHEN
M. Olanzapine/fluoxetine combination for the treatment
of mixed depression in Bipolar I Disorder. J Clin Psy-
chiatry (in press).

FreemaN TW, CrotHIER JL, PazzacGLIA P, LESEm MD, SwanN
AC. A double-blind comparison of valproate and lithium
in the treatment of acute mania. Am J Psychiatry
1992;149:108-111.

KruGer S, Youne TL, Braunic P. Pharmacotherapy of
bipolar mixed states. Bipolar Disord 2005;7:205-215.
Baker RW, Touen M, Fawcerr J et al. Acute dysphoric
mania: treatment response to olanzapine versus placebo.
J Clin Psychopharmacol 2003;23:132-137.

Young AH, 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).
Bipolar Disord 2008;10(suppl. 1):59.

Swann AC, Bowpen CL, Morris D et al. Depression during
mania. Treatment response to lithium or divalproex.
Arch Gen Psychiatry 1997;54:37—42.

VALENTI M, BENABARRE A, GARCIA-AMADOR M, MoLiNa O,
BernarDO M, Vieta E. Electroconvulsive therapy in the
treatment of mixed states in bipolar disorder. Eur Psy-
chiatry 2008;23:53-56.

MikLowitz DJ, Orro MW, Frank E et al. Psychosocial
treatments for bipolar depression: a 1-year randomized
trial from the Systematic Treatment Enhancement Pro-
gram. Arch Gen Psychiatry 2007;64:419-426.

Scorr J, Corom F, Viera E. A meta-analysis of relapse rates
with adjunctive psychological therapies compared to
usual psychiatric treatment for bipolar disorders. Int J
Neuropsychopharmacol 2007;10:123-129.

Scorr JANMDEF, Payke. EMDFFF, Morriss RMDF et al.
Cognitive-behavioural therapy for severe and recurrent
bipolar disorders: randomised controlled trial. Br J Psy-
chiatry 2006;188:313-320.

Lam DH, Watkins ER, Haywoop P et al. A randomized
controlled study of cognitive therapy for relapse preven-

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

tion for bipolar affective disorder: outcome of the first
year. Arch Gen Psychiatry 2003;60:145-152.

Lam DH, Brigur J, Jones S et al. Cognitive therapy for
bipolar illness: a pilot study of relapse prevention. Cognit
Ther Res 2000;24:503-520.

BeynoN S, Soares-WEeiser K, Wooracort N, Durry S, GEDDES
JR. Psychosocial interventions for the prevention of re-
lapse in bipolar disorder: systematic review of controlled
trials. Br J Psychiatry 2008;192:5-11.

MikLowrrz DJ, Simoneau TL, Georce EL et al. Family-fo-
cused treatment of bipolar disorder: l-year effects of a
psychoeducational program in conjunction with phar-
macotherapy. Biol Psychiatry 2000;48:582—-592.
Mikrowitz DJ, Georcé EL, RicHarDps JA, Smvoneau TL,
Suppata RL. A randomized study of family-focused psy-
choeducation and pharmacotherapy in the outpatient
management of bipolar disorder. Arch Gen Psychiatry
2003;60:904-912.

Rea MM, Tompson MC, MikrLowitz DJ, GoLpsteIn MJ,
HwanG S, Mintz J. Family-focused treatment versus indi-
vidual treatment for bipolar disorder: results of a ran-
domized clinical trial. J Consult Clin Psychol
2003;71:482-492.

Frank E, Kuprer DJ, THase ME et al. Two-year outcomes
for interpersonal and social rhythm therapy in individuals
with bipolar I disorder. Arch Gen Psychiatry
2005;62:996-1004.

Corom F, Viera E, MarTINEZ-ARAN A et al. A randomized
trial on the efficacy of group psychoeducation in the
prophylaxis of recurrences in bipolar patients whose
disease is in remission. Arch Gen Psychiatry 2003;60:402—
407.

Burcess S, Geppes J, Hawton K, Townsenp E, Jamison K,
GoopwiN G. Lithium for maintenance treatment of
mood disorders. Cochrane Database Syst Rev 2001;3:
CD003013.

GeppEs JR, Buraess S, Hawton K, Jamison K, Goopwin GM.
Long-term lithium therapy for bipolar disorder: system-
atic review and meta-analysis of randomized controlled
trials. Am J Psychiatry 2004;161:217-222.

Smith LA, CorneLius V, Warnock A, BeLL A, Youncg AH.
Effectiveness of mood stabilizers and antipsychotics in the
maintenance phase of bipolar disorder: a systematic re-
view of randomized controlled trials. Bipolar Disord
2007;9:394-412.

Bowben CL, CaraBrese JR, Sacus G et al. A placebo-con-
trolled 18-month trial of lamotrigine and lithium main-
tenance treatment in recently manic or hypomanic
patients with bipolar I disorder. Arch Gen Psychiatry
2003;60:392-400.

Touen MF, Kerter T, Zarate CA et al. Olanzapine versus
divalproex sodium for the treatment of acute mania and
maintenance of remission: a 47-week study. Am J Psy-
chiatry 2003;160:1263-1271.

MacrrtcHie KA, Geppes JR, Scort J, Hastam DR, Goobwin
GM. Valproic acid, valproate and divalproex in the
maintenance treatment of bipolar disorder. Cochrane
Database Syst Rev 2001;3:CD003196.

Touen M, Cavrasrese JR, Sacus GS et al. Randomized,
placebo-controlled trial of olanzapine as maintenance
therapy in patients with bipolar I disorder responding to
acute treatment with olanzapine. Am J Psychiatry
2006;163:247-256.

Touen M, Grei. W, CaLaBrese JR et al. Olanzapine versus
lithium in the maintenance treatment of bipolar disorder:
a 12-month, randomized, double-blind, controlled clinical
trial. Am J Psychiatry 2005;162:1281-1290.



140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

Touen M, Chencappa KN, Suppes T et al. Relapse preven-
tion in bipolar I disorder: 18-month comparison of ola-
nzapine plus mood stabiliser v. mood stabiliser alone. Br
J Psychiatry 2004;184:337-345.

Keck PE Jr, CaraBrese JR, McQuape RD et al. A ran-
domized, double-blind, placebo-controlled 26-week trial
of aripiprazole in recently manic patients with bipolar 1
disorder. J Clin Psychiatry 2006;67:626—637.

Keck PE Jr, CaLaBrese JR, McInTYRE RS et al. Aripipraz-
ole monotherapy for maintenance therapy in bipolar I
disorder: a 100-week, double-blind study versus placebo.
J Clin Psychiatry 2007;68:1480-1491.

Suvepes T, Liv S, Brecuer M, PauLsson B, Lazarus A.
Maintenance treatment in bipolar I disorder with que-
tiapine concomitant with lithium or divalproex: a pla-
cebo-controlled, randomized multicenter trial: Abstracts
from the 3rd Biennial Conference of the International
Society for Bipolar Disorders 2008. Bipolar Disord
2008;10(suppl. 1):40.

BrecHER M, ANDERSSEN H, Paursson B. Quetiapine in the
maintenance treatment of bipolar I disorder: combined
data from two long-term phase III studies: Abstracts
from the 3rd Biennial Conference of the International
Society for Bipolar Disorders 2008. Bipolar Disord
2008;10(suppl. 1):40.

PateL NC, Keck PE Jr. Ziprasidone: efficacy and safety in
patients with bipolar disorder. Expert Rev Neurother
2006;6:1129-1138.

Vietra E, Gokorea JM, Coreerra B et al. Risperidone
safety and efficacy in the treatment of bipolar and
schizoaffective disorders: results from a 6-month, multi-
center, open study. J Clin Psychiatry 2001;62:818-825.
Yatuam LN, Bmoer C, Riccarperii R et al. Risperidone in
acute and continuation treatment of mania. Int Clin
Psychopharmacol 2003;18:227-235.

MaLempaTi RN, Bonp DJ, Yataam LN. Depot risperidone in
the outpatient management of bipolar disorder: a 2-year
study of 10 patients. Int Clin Psychopharmacol
2008;23:88-94.

Cuanc JS, Ha KS, Younc Lee K, Sik Kim Y, MIN Aun Y.
The effects of long-term clozapine add-on therapy
on the rehospitalization rate and the mood polarity
patterns in bipolar disorders. J Clin Psychiatry
2006;67:461-467.

Hartong EG, Moreman P, Hoogpun CA, Broekman TG,
Noren WA, LitCar G. Prophylactic efficacy of lithium
versus carbamazepine in treatment-naive bipolar patients.
J Clin Psychiatry 2003;64:144-151.

Guaemi SN, WinGo AP, FiLkowski MA, BALDESsARINI RJ.
Long-term antidepressant treatment in bipolar disorder:
meta-analyses of benefits and risks. Acta Psychiatr Scand
2008;118:347-356.

Denicorr KD, Smrta-Jackson EE, Bryan AL, At SO, Post
RM. Valproate prophylaxis in a prospective clinical trial
of refractory bipolar disorder. Am J Psychiatry
1997;154:1456-1458.

Soromon DA, Ryan CE, Kerrner GI et al. A pilot study
of lithium carbonate plus divalproex sodium for
the continuation and maintenance treatment of
patients with bipolar I disorder. J Clin Psychiatry
1997;58:95-99.

BaetHce C, BaLpessariNi RJ, Matniske-Scumipr K et al.
Long-term combination therapy versus monotherapy
with lithium and carbamazepine in 46 bipolar I patients.
J Clin Psychiatry 2005;66:174-182.

Suppes T, WEBB A, PauL B, Carmopy T, KraemER H, RusH
AJ. Clinical outcome in a randomized 1-year trial of

156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

Bipolar CPR

clozapine versus treatment as usual for patients with
treatment-resistant illness and a history of mania. Am J
Psychiatry 1999;156:1164-1169.

Yatuam LN, Farru A, Binper CE. A 6-month randomized
open-label comparison of continuation of oral atypical
antipsychotic therapy or switch to long acting injectable
risperidone in patients with bipolar disorder. Acta Psy-
chiatr Scand Suppl 2007;434:50-56.

Meport R, Braunic P, Saccuermi E. Bipolar disorder:
6-months efficacy of risperidone injectable. World J Biol
Psychiatry 2005;6:192—-193.

Bonp DJ, Pratoomsrt W, Yataam LN. Depot antipsychotic
medications in bipolar disorder: a review of the literature.
Acta Psychiatr Scand Suppl 2007;116(s434):3-16.
McCrLeLLaN J, KowatcH R, FinoLing RL, Work Group ON
Quarity Issugs. Practice parameter for the assessment and
treatment of children and adolescents with bipolar disor-
der. J Am Acad Child Adolesc Psychiatry 2007;46:107—
125.

Aziz R, LorBerGg B, Tampi RR. Treatments for late-life
bipolar disorder. Am J Geriatr Pharmacother 2006;4:347—
364.

NartioNaL InsTiTuTE FOR HEALTH AND CLINICAL EXCELLENCE.
Antenatal and postnatal mental health: clinical guideline
45. London: NHS, 2007.

ACOG CommITTEE ON PrAcTICE BULLETINS — OBSTETRICS.
ACOG Practice Bulletin: Clinical management guidelines
for obstetrician—gynecologists number 92, April 2008
(replaces practice bulletin number 87, November 2007).
Use of psychiatric medications during pregnancy and
lactation. Obstet Gynecol 2008;111:1001-1020.
TrerAPEUTIC GOODS ADMINISTRATION. Prescribing medicines
in pregnancy: medicines classified since 1999 publication.
2007 (cited 30 May 2008). Available at: http://
www.tga.gov.au/docs/html/medpreg.htm

SingH JB, ZaraTE CA. Pharmacological treatment of psy-
chiatric comorbidity in bipolar disorder: a review of
controlled trials. Bipolar Disord 2006;8:696-709.
McINTYRE RS, Soczynska JK, Borras A, BorbBar K,
Konarski JZ, Kennepy SH. Anxiety disorders and bipolar
disorder: a review. Bipolar Disord 2006;8:665-676.

Tier QQ, MaussacH B. Treatments for patients with dual
diagnosis: a review. Alcohol Clin Exp Res 2007;31:513—
536.

Krisunan K. Psychiatric and medical comorbidities of
bipolar disorder. Psychosom Med 2005;67:1-8.

Evans DL, Cuarney DS, Lewis L et al. Mood disorders in
the medically ill: scientific review and recommendations.
Biol Psychiatry 2005;58:175-189.

Berk M, Coporov 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.

MontcomErY P, RicHarDsoN AJ. Omega-3 fatty acids for
bipolar disorder. Cochrane Database Syst Rev.
2008;2:CD005169.

ParLmer JT, Payne JL. Stabilization of hypomania follow-
ing initiation of tamoxifen. Am J Psychiatry 2008;165:
650-651.

Matuew SJ, Mann HK, Cuarney DS. Novel drugs and
therapeutic targets for severe mood disorders. Neuro-
psychopharmacology 2008;33:2080-2092.

GALLAGHER P, MALIK N, NEwHaM J, YounG AH, FerriEr IN,
Mackin P. Antiglucocorticoid treatments for mood dis-
orders. Cochrane Database Syst Rev 2008;1:CD005168.
Nery FG, MonkuL ES, Hatcu JP et al. Celecoxib as an
adjunct in the treatment of depressive or mixed

45


David Recinos
Highlight

David Recinos
Highlight

David Recinos
Highlight


Malhi et al.

175.

176.

1717.

46

episodes of bipolar disorder: a double-blind, random-
ized, placebo-controlled study. Hum Psychopharmacol
2008;23:87-94.

FrYE MA, Grunze H, Suppes T et al. A placebo-controlled
evaluation of adjunctive modafinil in the treatment of
bipolar depression. Am J Psychiatry 2007;164:1242-1249.
GorpeerG JF, Burbick KE, Enpick CJ. Preliminary ran-
domized, double-blind, placebo-controlled trial of pram-
ipexole added to mood stabilizers for treatment-resistant
bipolar depression. Am J Psychiatry 2004;161:564-566.
Xia G, Gaiwant P, Muzina DJ et al. Treatment-emergent
mania in unipolar and bipolar depression: focus on
repetitive transcranial magnetic stimulation. Int J Neu-
ropsychopharmacol 2008;11:119-130.

178.

179.

180.

181.

Macur G, Sachpev P. Novel physical treatments for the
management of neuropsychiatric disorders. J Psychosom
Res 2002;53:709-719.

Marmt G, Loo C, Canir C, Lacopouros J, MircrHELL P,
Sacupev P. “Getting physical”: the management of neu-
ropsychiatric disorders using novel physical treatments.
Neuropsychiatr Dis Treat 2006;2:165-179.

MIMS ONLINE [DATABASE ON THE INTERNET]. MIMS Austra-
lia. 2009 (cited 28 January 2009). Available at: http://
mims.hen.net.au.ezproxy?2.library.usyd.edu.au/ifmx-nsapi/
mims-data/?MIval=2MIMS_ssearch.

AusTrRALIAN MEDICINES HaNDBOOK [electronic book] July
2008 (cited 28 January 2009). Available at: http://prox-
y7.use.hcn.com.au/.



Copyright of Acta Psychiatrica Scandinavica is the property of Blackwell Publishing Limited and
its content may not be copied or emailed to multiple sites or posted to a listserv without the
copyright holder's express written permission. However, users may print, download, or email
articles for individual use.



Copyright of Acta Psychiatrica Scandinavica. Supplementum is the property of Wiley-Blackwell and its content
may not be copied or emailed to multiple sites or posted to alistserv without the copyright holder's express
written permission. However, users may print, download, or email articles for individual use.



