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More than 200,000 people in Australia live with bipolar disorder
throughout their adult lives, and poor management of this episodic
iliness significantly impairs social, emotional and economic
wellbeing, to the detriment of both the patient and the community.
GPs are key to an integrated biopsychosocial approach to bipolar
disorder. This article describes the core components of early
detection and effective management in the light of recent evidence.

ipolar disorder can have a severe

impact on the relationships,

careers and general health of the

people who live with the condition.
Frequent recurrences, comorbid disorders
and a lack of insight during episodes of
mania can make managing patients with
bipolar disorder in general practice espe-
cially challenging. Nevertheless, GPs who
find the right combination of psychological
intervention and medications to diminish
or abolish recurrences of this episodic
illness can make an enormous difference
to their patients’ lives.
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Epidemiology
About 1 to 1.5% of people in Australia will
develop bipolar disorder, irrespective of
ethnicity or socioeconomic status.' This is
anillness usually diagnosed in young adult-
hood and although bipolar II disorder is
more common in women, bipolar I disorder
affects both sexes equally.* Those with bipo-
lar disorder are more likely to be receiving
government benefits and have poorer psy-
chosocial functioning than the general
population.' They are symptomatic almost
half the time,’ not only due to the bipolar
disorder but also as a result of common
comorbidities such as substance misuse and
anxiety disorders (present in 45% of cases).*
Moreover, those with bipolar disorder on
average die many years earlier than the rest
of the population.®

Depressive symptoms account for most
of the disability incurred due to this
illness, and suicide occurs in 10 to 15% of
patients with bipolar disorder, most often
during depressive episodes.®

Diagnosis and investigations

No diagnostic tests are as yet available for
the detection of bipolar disorder. The
characteristic clinical feature is a pattern
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of mood swings between the two ‘poles’ of
depression and elevation (Box 1).”8

Unipolar depression versus bipolar
depression

Unipolar depression is 10 to 15 times more
common than bipolar disorder. Patients
with bipolar illness usually first present with
an episode of depression.” It is unsurprising,
therefore, that only 20% of patients with
bipolar disorder are correctly diagnosed
within the first year of seeking treatment
for depression.? However, as the mean delay
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between the first episode of depression and
the correct diagnosis of bipolar disorder is
an unacceptable five to 10 years,” doctors
should be alert to the features more com-
mon to bipolar depression than unipolar
depression (Box 2).1°

It is essential to enquire carefully about
possible episodes of hypomania in patients
with depression that proves difficult to
treat.""'> Tools such as the Hypomania
Checklist 32 (HCL-32) can assist the GP to
identify a history of hypomanic symptoms
in patients with a major depressive episode."

Once bipolar disorder has been diagnosed,
scales such as the Young Mania Rating Scale
(YMRS) can help clarify the severity of
periods of elevated mood."

Comorbidities

Early diagnosis is made more difficult by
the frequent presence of comorbid anxiety,
substance misuse and personality disorders
(especially borderline personality disorder)."”
These conditions require their own evidence-
based treatments if the patient with bipolar
disorder is to be well managed.
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KEY POINTS

« Bipolar disorder is more common
than schizophrenia and associated
with considerable morbidity and
economic cost to affected
individuals and their families.

« Pharmacotherapy and
psychological management,
aimed at reducing the frequency
and intensity of episodes of
iliness, can make a major
difference to the wellbeing of
those living with bipolar disorder.

e There are as yet no diagnostic
tests for bipolar disorder so the
clinical evaluation of mood swings
and associated symptoms of the
two ‘poles’ of mood elevation and
depression is crucial.

* Doctors should be alert to the
features more commonly
associated with bipolar (rather
than unipolar) depression, enquire
about episodes of hypomania in
patients with difficult to treat
depression, and be mindful of
the possibilities of overdiagnosis
of bipolar disorder in some
patients.

¢ Doctors should also be aware that
episodes of predominantly
hypomania/mania or depression
can occur with mixed features of
the opposite ‘pole’.

e Appropriate investigation and
physical examination is crucial
as many physical illnesses may
first present with severe secondary
disturbances of mood and the
unwanted effects of some
medications used to treat patients
with bipolar disorder can cause
physical problems.

o Although pharmacotherapy is
necessary for acute and
maintenance management of
affected patients, specific
adjunctive psychological therapies
have also been found to
promote better mood stability
and reduce the frequency of
hospitalisation.
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BIPOLAR DISORDER continued I

Differential diagnoses

Anxiety and substance use disorders,
together with attention deficit hyper-
activity disorder and oppositional defiant
disorder in children and adolescents, are

common differential diagnoses of bipolar
disorder, as are schizophrenia and major
depression. In addition, several medical
illnesses can cause or contribute to the
development of mood disorders, so the

patient should be examined for the pres-
ence of conditions such as sleep apnoea,
chronic pain, hyperthyroidism and hypo-
thyroidism (Table 1)."

For older people who present for the first

1. SYMPTOMS OF MANIA AND HYPOMANIA*?

Symptoms need to be present for at least four days for hypomania and seven days for mania.

* Abnormally elevated or euphoric mood, often associated with irritability
¢ Increased energy and activity despite needing little sleep
¢ A sense of heightened or special abilities (grandiosity)

Disinhibited behaviour such as increased sex drive, overspending or a tendency to

be overly frank or uncharacteristically rude in the appraisal of others

uncompleted or poorly executed

one’s thinking feels sharper than usual

Racing thoughts, associated with speaking more quickly and/or loudly
Increased distractibility with a tendency to flit from task to task, leaving many

Enhanced perceptual experiences so that colours and sounds are more vivid or

* Bipolar | disorder is defined by episodes of mania, which in turn are defined by marked impairment of
functioning, psychotic features or hospitalisation. Bipolar Il disorder is defined by the occurrence of hypomanic
episodes only, the symptoms of which, though clearly distinct from the person’s normal functioning, are not
characterised by severe impairment, psychotic features or hospitalisation. About 75% of those presenting with
mania will also have psychotic symptoms such as hallucinations or delusions.?

2. FEATURES MORE COMMON IN
PATIENTS WITH BIPOLAR DEPRESSION
THAN UNIPOLAR DEPRESSION*®

¢ More frequent episodes of shorter
duration with abrupt onset and offset

Positive family history of bipolar disorder

First episode of depression before
the age of 25 years with multiple
episodes of depression before a first
episode of hypomania/mania

Physical and mental slowing

Increased sleep and/or appetite

e Early morning wakening with mood
worse in morning

* Delusions and hallucinations

Excessive guilt and labile mood

Conditions

TABLE 1. A GUIDE TO EXAMINATION AND INVESTIGATION OF PATIENTS PRESENTING FOR THE FIRST TIME WITH EVIDENCE
OF A MOOD DISORDER, INCLUDING THOSE ALREADY TAKING PSYCHOTROPIC MEDICATIONS ***

Examinations/investigations™

Abnormal vital signs

Sinus tachycardia may reflect anxiety
Blood pressure may be altered by psychotropic medications
Bradycardia may be an indication of hypothyroidism

Overweight/obesity

Commonly prescribed medications for bipolar disorder can cause weight gain

Self-harm

Scars may indicate a history of self-harm

Endocrine disorders

Thyroid disease and Cushing’s syndrome may first present with signs and symptoms of affective disorders
so check for goitre, hyper/hypothyroid features and Cushingoid features

Respiratory disorders

Comorbid anxiety and depression commonly present with, and in some cases are causally related to,
sleep apnoea, snoring, restless leg syndrome, COPD features, wheeze/asthma and lung malignancy
Disturbed sleep is particularly a risk factor for episodes of hypomania/mania

Neurological disorders

Parkinsonism, motor/sensory deficits, cerebrovascular disease features, motor tics and Tourette’s
disorder may all present with symptoms of depression or hypomania/mania

Organ insufficiency

Poor hepatic, renal, cardiac and pulmonary function are associated with a greater risk for depression
Check for jaundice, arteriovenous fistula for dialysis, dyspnoea and peripheral oedema

In addition, organ insufficiency and its management may impair the pharmacokinetics of medications
used to treat patients with bipolar disorder and heighten the potential for drug—drug interactions

* Adapted from: RANZCP Clinical Practice Guidelines for Mood Disorders. Aust N Z J Psychiatry 2015; 49: 1087-1206.*

T The following investigations should be included in the examination of all patients presenting with a mood disorder: thyroid function tests and measurement of thyroid antibodies;
full blood count and erythrocyte sedimentation rate; measurement of vitamin D, fasting blood sugar and serum prolactin levels; renal and liver function tests; and screening of
antinuclear antibodies and anti-double-stranded DNA to exclude systemic lupus erythematosus. The following may also be necessary: measurement of vitamin B12, folate and
beta human chorionic gonadotrophin levels; testing for sexually transmitted disease; urine and blood screening for benzodiazepines, opioids, psychostimulants, cannabis and
hallucinogens; and cerebral imaging to exclude underlying causative neurological lesions.
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BIPOLAR DISORDER continued I

3. FEATURES OF CYCLOTHYMIA, MIXED AFFECTIVE STATES AND RAPID CYCLING BIPOLAR DISORDER THAT CAN CLOUD
THE DIAGNOSTIC PICTURE OF BIPOLAR DISORDER

Cyclothymia

Patients with cyclothymia experience
subthreshold episodes of hypomania/mania
and depression, and in some patients

this is difficult to distinguish from their
temperament or personality. Pharmacological
approaches are not recommended when
the distress and dysfunction occasioned by
the disorder is mild. However, cognitive
behavioural therapy augmented with wellbeing
therapy and family involvement are likely to
be beneficial.***" If mood cycling leads to
significant dysfunction then pharmacotherapy
should be guided by the recommended
strategies for the management of patients
with bipolar Il disorder.

Mixed affective states

Patients exhibit depression or hypomania/
mania together with three or more symptoms
from the opposite pole. For depressed
patients with mixed features, consider
olanzapine, quetiapine or sodium valproate
as monotherapy or sodium valproate in
combination with an antidepressant.

In patients with dysphoric mania, second-
generation antipsychotics in conjunction
with a mood stabiliser are preferred.'®

Rapid cycling bipolar disorder

Rapid cycling bipolar disorder refers to the
presence of at least four mood episodes
of hypomania/mania or depression in the
previous 12 months. Patients with this
condition are difficult to manage and the
focus is on treating the presenting mood
state and reducing the frequency

of cycling. Antidepressants are best
avoided because they may worsen mood
cycling. The choice of available mood
stabilisers includes lithium, sodium
valproate, olanzapine, lamotrigine,
quetiapine and aripiprazole.**

time with a mood disorder, underlying
neurodegenerative disorders such as
frontotemporal dementia should also be
considered." On occasion, patients will
develop hypomania/mania in response to
antidepressant medication; however, not
all of these patients will go on to develop
bipolar disorder.

Examination and investigations
A guide to examination and investigations
in patients presenting with a possible
mood disorder is given in Table 1."

Overdiagnosis of bipolar disorder
Given the complexity of comorbidities
and differential diagnoses, it is perhaps
unsurprising that clinical exploration of
the possibility of bipolar disorder can lead
to overdiagnosis. This is especially true
when hypomania is assumed to be evi-
denced by transient or rapidly shifting
mood instability, which is also a feature of
conditions such as borderline personality
disorder and impulse control disorder.>”
Cyclothymia, mixed affective states and
rapid cycling bipolar disorder can also
cloud the diagnostic picture (Box 3).!"'68

If doubt remains about the diagnosis
of bipolar disorder, we recommend refer-
ral of the patient to a psychiatrist or a
tertiary assessment centre for diagnostic
clarification.

20 MedicineToday

Acute management of

bipolar disorder

Mania

On rare occasions, GPs will be required
to initiate management of patients with
acute mania in the community. The evi-
dence is clear that antipsychotic medica-
tions such as quetiapine, risperidone,
olanzapine, aripiprazole and haloperidol
are both effective and acceptable, although
extrapyramidal side effects can limit the
clinical usefulness of haloperidol.>'**

Several factors will influence the choice
of medication, including clinician famili-
arity with one or more of these medications,
patient preference (especially with regard
to side effects such as sedation, weight gain
or extrapyramidal symptoms) and sub-
sidisation by the PBS (Tables 2 and 3).

Electroconvulsive therapy (ECT) is
another useful treatment for patients with
mania, as well as for those with depression.
It is especially useful for patients who
cannot tolerate or do not respond to
medications.

Itisimportant to be aware that mania is
often provoked or exacerbated by stressors
and that relief from these assists recovery.
Patients experiencing mania often require
hospitalisation, and the GP can greatly assist
such patients and their families, before and
after admission, with basic information
about the illness and simple advice aimed
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atreducing conflict and enhancing family
functioning?

Hypomania

Hypomania is, by definition, self-limiting
and much less functionally impairing than
mania. Ifintervention is required then the
principles of medication and psychosocial
interventions recommended above for
mania apply.”'*

Bipolar depression

The increased risk of suicide in patients with
bipolar disorder is almost always a conse-
quence of depression, which is of concern as
the acute management of bipolar depression
continues to prove difficult. The second-
generation antipsychotics quetiapine, lurasi-
done (off-label use) and olanzapine (off-label
use) have shown evidence of effectiveness in
the treatment of patients with bipolar depres-
sion (Tables 2 and 4). Lurasidone, although
the least likely of these three medications to
lead to metabolic syndrome, is approved and
subsidised only for the treatment of people
with schizophrenia in Australia.**

There is also evidence that the combi-
nation of olanzapine and fluoxetine is effec-
tive in the acute treatment of patients with
bipolar depression. However, this combined
preparation is not available in Australia,
although clearly the individual medications
can be used in combination.*
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TABLE 2. PHARMACOLOGICAL MANAGEMENT OF BIPOLAR DISORDER IN MANIA, DEPRESSION AND MAINTENANCE PHASES?
Drug Clinical management Advantages Disadvantages
Mania @ Depression | Maintenance
Mood stabilisers
Sodium +++ + ++* Useful in episodes with mixed features CYP450 inhibitor, not recommended
valproate in women of childbearing age
Lamotrigine - ++ +++ Bipolar Il disorder or depressive predominant | Slow titration
Lithium +++ ++ +++ Antisuicidal properties Not recommended in renal failure
Carbamazepine | +++ + ++ Effective in bipolar disorder with CYP450 inducer
nonclassic features
Antipsychotics
Aripiprazole +++ - ++ Manic predominant polarity, good Akathisia
metabolic profile
Asenapine +++ + + Possible treatment for depressive symptoms Moderate metabolic syndrome
Lurasidone + +++ + Lack of anticholinergic effects Efficacy related to feeding,
akathisia, sedation
Olanzapine +++ +++ ++ Rapid efficacy Severe metabolic syndrome
Quetiapine +++ +++ +++ Only antipsychotic drug with indications Sedation
for treatment of acute manic and
depressive episodes and maintenance
Risperidone ++ - ++ Intramuscular administration every Risk of switch to depression,
two weeks extrapyramidal symptoms
Ziprasidone ++ - ++ Manic predominant polarity, good Efficacy related to feeding
metabolic profile
Antidepressants
Antidepressants | —— + + Applicable in resistant bipolar depression Risk of switch to mania
combined with mood stabilisers

* Although sodium valproate is not TGA approved for maintenance treatment of patients with bipolar disorder, the positive clinical experience worldwide supports its use for this indication.

Adjunctive antidepressants for

bipolar depression

The use of adjunctive antidepressant med-
ication in the treatment of patients with
bipolar depression remains contentious.”*’
Two recent studies illustrate this, with
contradictory findings. El-Mallakh’s group
found thatlong-term continuation of anti-
depressants in patients with rapid-cycling
bipolar disorder led to a threefold increase
in mood episodes during the first year of
follow up.* In contrast, Amsterdam and
colleagues found that continuation of anti-
depressant monotherapy in patients with

bipolar II disorder is prophylactic, with little
risk of switching.*

An influential report from the major
bipolar disorder international society rec-
ommended that although antidepressant
monotherapy should be avoided in the
treatment of patients with bipolar depression,
use of adjunct antidepressants with a mood-
stabilising agent (such as lithium, sodium
valproate or lamotrigine) or an antipsychotic
such as quetiapine can be helpful in promot-
ing rapid recovery from bipolar depression.*
The selective serotonin reuptake inhibitors
(SSRIs) may have lower rates of manic switch

MedicineToday

than serotonin and noradrenaline reuptake
inhibitors (SNRIs) and tricyclic and tetra-
cyclic antidepressants. Patients should be
monitored for the development of mixed
states, emergence or exacerbation of mood
instability and, of course, signs of hypoma-
nia/mania. Patients with treatment-resistant
bipolar depression generally require the
supervision of a specialist.

ECT for bipolar depression

ECT hasbeen shown to be equally effective
for the rapid treatment of patients with
bipolar and unipolar depression, with some
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BIPOLAR DISORDER continued I

evidence suggesting a more rapid response
in those with bipolar depression.* Reports
of switching in controlled studies of ECT
in patients with bipolar depression are
uncommon."

Repetitive transcranial magnetic
stimulation

Although there have been no studies of the
effectiveness of repetitive transcranial mag-
netic stimulation (rTMS) in patients with
bipolar depression, many depressed patients
with bipolar disorder have been included in
trials of '”TMS with no evidence that those
with bipolar depression are less likely to
respond to rTMS than patients with unipolar
depression.*® Overall, the rate of manic
switch with rTMS appears to be low."

Psychological treatments

Online interventions for patients with bipolar
disorder are being developed but are not yet
clinically available.***” Guidelines from the
UK National Institute for Health Care and
Excellence (www.nice.org.uk) and the Royal
Australian and New Zealand College of
Psychiatrists (RANZCP) concur that adjunc-
tive structured psychological interventions
(such as cognitive behavioural therapy and
family focused therapy) should be offered
to help stabilise episodes of bipolar depres-
sion.*** However, it has been argued recently
that this advice is underpinned by less robust
evidence than may be inferred by the
recommendations.®

TABLE 3. TGA AND PBS STATUS OF MEDICATIONS USED FOR TREATMENT OF

ACUTE MANIA AND MAINTENANCE TREATMENT OF BIPOLAR DISORDER

Drug Acute treatment Maintenance treatment

of mania of bipolar disorder

TGA approved | PBS listed TGA approved | PBS listed

Aripiprazole Yes* No Yes* No

Asenapine Yes* Yes Yes* Yes

Carbamazepine Yes Yes Yes Yes

Lamotrigine No No Yes No

Lithium Yes Yes Yes Yes

Olanzapine Yes No Yes Yes

Quetiapine Yes Yes Yes Yes

Risperidone Yes Yes' No No

Risperidone long-acting | No No Yest Yes*

injectable form

Sodium valproate Yes Yes No No

Ziprasidone Yes* Yes* No No

" Also for mixed episodes.

T As an adjunct to lithium or sodium valproate.

 For treatment refractory bipolar disorder in combination with lithium or sodium valproate.

Nevertheless, there is a strong clinical
consensus that a comprehensive biopsycho-
social approach to the management of
patients with bipolar depression is, as with
the treatment of those with unipolar depres-
sion, likely to enhance treatment adherence,
speed recovery and produce better psycho-

social outcomes for most patients.***

TABLE 4. TGA AND PBS STATUS OF MEDICATIONS USED FOR TREATMENT OF

Prevention of relapse in
bipolar disorder

The aim of prevention in the management
of patients with bipolar disorder is the
achievement of good mood stability that
minimises the frequency of relapse into either
mood state and allows, in euthymia, psycho-
social interventions that improve adherence

to treatment and promote wellbeing.**

BIPOLAR DEPRESSION Pharmacotherapy
. Pharmacotherapy for the prevention of
Drug Acute treatment Prevention ] I . £ ili
of bipolar depression of bipolar depression relapse usually consists ofa mood stabiliser
alone or in combination with an antipsy-
TGA approved PBS listed TGA approved PBS listed choticor antidepressant (Table2).# Lithium
Carbamazepine | No No Yes Yes has the strongest evidence for the preven-
", tion of recurrences, followed closely by the
RRtizine i h° es i second-generation antipsychotics.
Lithium Yes Yes Yes Yes In anetwork meta-analysis, lithium was
_ highlighted as one of the most effective
Olanzapine No No Yes Yes . .
treatments for the prevention of both manic
Quetiapine Yes No Yes* Yes* and depressive episodes, despite being
potentially associated with a decline in
* Adjunctive to lithium or sodium valproate . .
renal function (although not renal failure),
MedicineToday | MARCH 2017, VOLUME 18, NUMBER 3 23
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BIPOLAR DISORDER continued I

hypothyroidism and hypercalcaemia.*®

Quetiapine has similar effectiveness to
lithium in the prevention of hypomania/
mania and depression.””

When depression is the chief concern,
(asin nearly all cases of bipolar IT disorder),
lamotrigineislikely to be the mood stabiliser
of choice because it has strong evidence for
effectiveness in the prevention of bipolar
depression and is generally well tolerated,
the rare but dangerous possibility of Stevens—
Johnson syndrome not withstanding.*® In
Australia, lamotrigine is approved, but not
subsidised, for the prevention of episodes of
bipolar depression (see Table 4).

Sodium valproate monotherapy has
been found to be less effective in relapse
prevention than both lithium monotherapy
and combined sodium valproate and lith-
ium.* Nevertheless, sodium valproate can
be useful prophylactically and when mixed
episodes are a feature of the condition.

Safety of lithium

A meta-analysisby McKnight and colleagues
of the side effects oflithium did not find any
evidence of significant renal impairment,
although it is the authors experience that a
small number of patients taking lithium
(especiallyin thelonger term) will experience
chronic renal impairment.*

However, the meta-analysis did find that
lithium is associated with an increased risk
of weight gain, hypothyroidism and hyper-
parathyroidism (with elevated calcium and
parathyroid hormone concentrations).
Regular measurement of indices of these
unwanted effects should continue to be part
of routine management of patients taking
lithium.!

Pregnancy

Careful preconception counselling for
women with bipolar disorder and their
partners is essential and GPs may wish to
collaborate with the patient’s psychiatrist in
the management of the condition during
pregnancy and the postpartum period. Car-
bamazepine and sodium valproate increase
the risk of spina bifida and low IQ, and the
rate of teratogenicity for lamotrigine is

24 MedicineToday

similar to that for carbamazepine so these
three drugs should be avoided in pregnancy.™
Although the teratogenicity of lithium is less
than previously thought, in the authors’ view
lithium should be tapered and ceased, if
possible, in women planning to conceive.*

The risk of relapse is highest in the post-
partum period (and for primiparous women),
and treatment should recommence as soon
as possible after delivery. Preconception
counselling should also explain that breast-
feeding is generally contraindicated in
women with bipolar disorder taking
psychotropic medications.™

Psychological therapy

The first comprehensive review and
meta-analysis of studies examining the
effectiveness of psychological interventions
for the treatment of patients with bipolar
disorder was published in 2016.° Although
Oud and colleagues noted that the quality
of the data was often low; they nevertheless
found that some psychological therapies
reduce hospital admissions and relapse rates
and may also improve depressive symp-
toms.? They found that structured individ-
ual psychological interventions reduced the
risk of relapse by 35%, and that family psy-
choeducation also substantially reduced
relapse rates.* However, they did not confirm
the work of Frank and colleagues, finding
instead no evidence of effectiveness for
interpersonal and social rhythm therapy.”

Complementary therapies
Adjuvant agents reported as helpful for
patients with bipolar depression, but not
mania, include omega-3 fatty acids, chro-
mium and N-acetyl cysteine, although the
evidence for most of these is scarce.>**’
Initial randomised controlled trials suggest
thatadjunctive choline, magnesium, folate
and tryptophan may be beneficial for reduc-
ing symptoms of mania.”

Lifestyle interventions

Although there is robust evidence for the
positive effect of exercise on mood and fit-
ness in patients with unipolar depression,
evidence for the beneficial effect of exercise
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in those with bipolar disorder is more scant,
but promising.* For example, regular phys-
ical activity is associated with better sleep
quality in individuals with bipolar
disorder.>°

Assleep disturbance can be a prodromal
symptom of mania, GPs should warn
patients considering choices that disrupt the
sleep—wake cycle such as shift-work or over-
seas travel.5-%

Conclusion

In recent years there have been important
developments in the management of patients
with bipolar disorder, including an enhance-
mentand targeting of the indicated pharma-
copoeia, a comprehensive meta-analysis of
the effectiveness of psychological therapies
and a detailed set of guidelines developed
by the RANZCP for the Australian setting.
GPs are well placed, in conjunction with
mental healthcare specialists, to integrate
these new tools and data to promote the
mental and physical health and wellbeing
of the many people in Australia living with
bipolar disorder. MT

References
A list of references is included in the website version

of this article (www.medicinetoday.com.au).

COMPETING INTERESTS: None.

ONLINE CPD JOURNAL PROGRAM

Anxiety is a comorbid condition often
associated with bipolar disorder.
True or false?

Review your knowledge of this topic and
earn CPD points by taking part in
MedicineToday’s Online CPD Journal Program.
Log in to
www.medicinetoday.com.au/cpd

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2017.

© ELENALEONOVA/ISTOCKPHOTO.COM MODEL USED FOR ILLUSTRATIVE PURPOSES ONLY


http://www.medicinetoday.com.au
http://www.medicinetoday.com.au/cpd

MedicineToday 2017; 18(3): 16-24

bipolar disorder

JOSEPHINE ANDERSON BA, BMed(Hons), MMed, MHealth Law, FRANZCP, Cert Child Adol Psych
PHILIP MITCHELL Am, FASSA, MB BS, MD, FRANZCP, FRCPsych

References

1. Mitchell PB, Johnston AK, Frankland A, et al. Bipolar disorder in a national
survey using the World Mental Health Version of the Composite International
Diagnostic Interview: the impact of differing diagnostic algorithms. Acta Psychiatr
Scand 2013; 127: 381-393.

2. Grande |, Berk M, Birmaher B, Vieta E. Bipolar disorder. Lancet 2016;
387:1561-1572.

3. Oud M, Mayo-Wilson E, Braidwood R, et al. Psychological interventions for
adults with bipolar disorder: systematic review and meta-analysis. Br J Psychiatry
2016; 208: 213-222.

4. Pavlova B, Perlis RH, Alda M, Uher R. Lifetime prevalence of anxiety disorders
in people with bipolar disorder: a systematic review and meta-analysis. Lancet
Psychiatry 2015; 2: 710-717.

5. Judd LL, Akiskal HS, Schettler PJ, et al. The long-term natural history of the
weekly symptomatic status of bipolar | disorder. Arch Gen Psychiatry 2002; 59:
530-537.

6. Isometsa E. Suicide in bipolar | disorder in Finland: psychological autopsy
findings from the National Suicide Prevention Project in Finland. Arch Suicide
Res 2005; 9: 251-260.

7. Mitchell PB. Bipolar disorder. Aust Fam Physician 2013; 42: 616-619.

8. Vieta E, Phillips ML. Deconstructing bipolar disorder: a critical review of its
diagnostic validity and a proposal for DSM-V and ICD-11. Schizophr Bull 2007;
33: 886-892.

9. Berk M, Dodd S, Callaly P, et al. History of illness prior to a diagnosis of
bipolar disorder or schizoaffective disorder. J Affect Disord 2007; 103: 181-186.
10. Mitchell PB, Goodwin GM, Johnson GF, Hirschfeld RM. Diagnostic guidelines
for bipolar depression: a probabilistic approach. Bipolar Disord 2008; 10 (1 Pt
2): 144-152.

11. Malhi GS, Bassett D, Boyce P, et al. Royal Australian and New Zealand College
of Psychiatrists clinical practice guidelines for mood disorders. Aust N Z J
Psychiatry 2015; 49: 1087-1206.

12. Goldberg JF, Harrow M, Whiteside JE. Risk for bipolar iliness in patients initially
hospitalized for unipolar depression. Am J Psychiatry 2001; 158: 1265-1270.

13. Angst J, Adolfsson R, Benazzi F, et al. The HCL-32: towards a self-assessment
tool for hypomanic symptoms in outpatients. J Affect Disord 2005; 88: 217-233.
14. Young RC, Biggs JT, Ziegler VE, Meyer DA. A rating scale for mania:
reliability, validity and sensitivity. Br J Psychiatry 1978; 133: 429-435.

15. Malhi GS, Bargh DM, Cashman E, et al. The clinical management of bipolar
disorder complexity using a stratified model. Bipolar Disorders 2012; 14: s66-s89.
16. Fava GA, Rafanelli C, Tomba E, Guidi J, Grandi S. The sequential
combination of cognitive behavioural treatment and well-being therapy in
cyclothymic disorder. Psychother Psychosom 2011; 80: 136-143.

17. Pfennig A, Correll CU, Marx C, et al. Psychotherapeutic interventions in
individuals at risk of developing bipolar disorder: a systematic review. Early

Interv Psychiatry 2014; 8: 3-11.

18. Muralidharan K, Ali M, Silveira LE, et al. Efficacy of second generation
antipsychotics in treating acute mixed episodes in bipolar disorder: a meta-
analysis of placebo controlled trials. J Affect Disord 2013; 150: 408-414.

19. Cipriani A, Barbui C, Salanti G, et al. Comparative efficacy and acceptability
of anti-manic drugs in acute mania: a multiple-treatments meta-analysis.
Lancet 2011; 378: 1306-1315.

20.Yildiz A, Nikodem M, Vieta E, Correll CU, Baldessarini RJ. A network meta-
analysis on comparative efficacy and all-cause discontinuation of anti-manic
treatments in acute bipolar mania. Psychol Med 2015; 45: 299-317.
21.Walsh MA, DeGeorge DP, Barrantes-Vidal N, et al. A 3-year longitudinal
study of risk for bipolar spectrum psychopathology. J Abnorm Psychol 2015;
124: 486-497.

22.Woo YS, Shim IH, Wang HR, Song HR, Jun TY, Bahk WM. A diagnosis of bipolar
spectrum disorder predicts diagnostic conversion from unipolar depression to
bipolar disorder: a 5-year retrospective study. J Affect Disord 2015; 174: 83-88.
23. American Psychological Association (APA). Policy statement on evidence-
based practice in psychology. Washington, DC: APA; 2005.

24. Loebel A, Cucchiaro J, Silva R, et al. Lurasidone as adjunctive therapy with
lithium or valproate for the treatment of bipolar | depression: a randomized,
double-blind, placebo-controlled study. Am J Psychiatry 2014; 171: 169-177.
25. Selle V, Schalkwijk S, Vazquez G, Baldessarini RJ. Treatments for acute bipolar
depression: meta-analyses of placebo-controlled, monotherapy trials of
anticonvulsants, lithium and antipsychotics. Pharmacopsychiatry 2014; 47: 43-52.
26.Tohen M, Vieta E, Calabrese J, et al. Efficacy of olanzapine and olanzapine
fluoxetine combination in the treatment of bipolar | depression. Arch Gen
Psychiatry 2003; 60: 1079-1088.

27. Amsterdam JD, Shults J. Efficacy and safety of long-term fluoxetine versus
lithium monotherapy of bipolar Il disorder: a randomized, double-blind, placebo-
substitution study. Am J Psychiatry 2010; 167: 792-800.

28. Sidor MM, MacQueen GM. Antidepressants for the acute treatment of
bipolar depression: a systematic review and meta-analysis. J Clin Psychiatry
2011; 72: 156-167.

29.Tondo L, Vazquez G, Baldessarini R. Mania associated with antidepressant
treatment: comprehensive meta-analytic review. Acta Psychiatr Scand 2010;
121: 404-414.

30.Vazquez G, Tondo L, Baldessarini R. Comparison of antidepressant
responses in patients with bipolar vs. unipolar depression: a meta-analytic
review. Pharmacopsychiatry 2011; 44: 21-26.

31. El-Mallakh RS, Vohringer PA, Ostacher MM, et al. Antidepressants worsen
rapid-cycling course in bipolar depression: a STEP-BD randomized clinical trial.
J Affect Disord 2015; 184: 318-321.

32. Amsterdam JD, Lorenzo-Luaces L, Soeller |, et al. Safety and effectiveness

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2017.



of continuation antidepressant versus mood stabilizer monotherapy for
relapse-prevention of bipolar Il depression: a randomized, double-blind,
parallel-group, prospective study. J Affect Disord 2015; 185: 31-37.
33.Pacchiarotti |, Bond JD, Baldessarini RJ, et al. The International Society for
Bipolar Disorders (ISBD) task force report on antidepressant use in bipolar
disorders. Am J Psychiatry 2013; 170: 1249-1262.

34.Loo C, Katalinic N, Mitchell PB, et al. Physical treatments for bipolar
disorder: a review of electroconvulsive therapy, stereotactic surgery and other
brain stimulation techniques. J Affect Disord 2011; 132: 1-13.

35. Fitzgerald PB, Hoy KE, Singh A, et al. Equivalent beneficial effects of
unilateral and bilateral prefrontal cortex transcranial magnetic stimulation

in a large randomized trial in treatment-resistant major depression. Int J
Neuropsychopharmacol 2013; 16: 1975-1984.

36.Lauder S, Chester A, Castle D, et al. Development of an online intervention
for bipolar disorder. Psychol Health Med 2013; 18: 155-165.

37. Murray G, Leitan ND, Berk M, et al. Online mindfulness-based intervention
for late-stage bipolar disorder: pilot evidence for feasibility and effectiveness.
J Affect Disord 2015; 178: 46-51.

38. Berk M, Sarris J, Coulson C, et al. Lifestyle management of unipolar depression.
Acta Psychiatr Scand 2013; 443: 38-54.

39. Malhi GS, Bargh DM, Mclntyre R, et al. Balanced efficacy, safety, and
tolerability recommendations for the clinical management of bipolar disorder.
Bipolar Disord 2012; 14 (suppl 2): 1-21.

40.Goodwin GM. Evidence-based guidelines for treating bipolar disorder:
revised second edition — recommendations from the British Association for
Psychopharmacology. J Psychopharmacol 2009; 23: 346-388.

41. Kendall T, Morriss R, Mayo-Wilson E, et al. Assessment and management of
bipolar disorder: summary of updated NICE guidance. BMJ 2014; 349: g5673.
42.Yatham LN, Kennedy SH, Parikh SV, et al. Canadian Network for Mood and
Anxiety Treatments (CANMAT) and International Society for Bipolar Disorders
(ISBD) collaborative update of CANMAT guidelines for the management of
patients with bipolar disorder: update 2013. Bipolar Disord 2013; 15: 1-44.
43. Jauhar S, McKenna PJ, Laws KR. NICE guidance on psychological treatments for
bipolar disorder: searching for the evidence. Lancet Psychiatry 2016; 3: 386-388.
44.Colom F, Vieta E, Martinez A, Jorquera A, Gast C. What is the role of
psychotherapy in the treatment of bipolar disorder? Psychother Psychosom
1998; 67: 3-9.

45.Vieta E, Langosch JM, Figueira ML, et al. Clinical management and burden
of bipolar disorder: results from a multinational longitudinal study (WAVE-bd).
Int J Neuropsychopharmacol 2013; 16: 1719-1732.

46.Miura T, Noma H, Furukawa TA, et al. Comparative efficacy and tolerability
of pharmacological treatments in the maintenance treatment of bipolar
disorder: a systematic review and network meta-analysis. Lancet Psychiatry
2014; 1: 351-359.

47. Shine B, McKnight RF, Leaver L, Geddes JR. Long-term effects of lithium on

renal, thyroid, and parathyroid function: a retrospective analysis of laboratory
data. Lancet 2015; 386: 461-468.

48.Grande |, Balanza-Martinez V, Jiménez-Arriero M, et al, and the SIN-DEPRES
Group. Clinical factors leading to lamotrigine prescription in bipolar outpatients:
subanalysis of the SIN-DEPRES study. J Affect Disord 2012; 143: 102-108.

49. Geddes JR, Goodwin GM, Rendell J, et al; BALANCE investigators and
collaborators. Lithium plus valproate combination therapy versus monotherapy for
relapse prevention in bipolar | disorder (BALANCE): a randomised open-label trial.
Lancet 2010; 375: 385-395.

50. McKnight RF, Adida M, Budge K, Stockton S, Goodwin GM, Geddes JR.
Lithium toxicity profile: a systematic review and meta-analysis. Lancet 2012;
379: 721-728.

51. Vajda FJI, Graham J, Roten A, Lander CM, O’Brien TJ, Eadie MJ. Teratogenicity
of the newer antiepileptic drugs — the Australian experience. Clin Neurosci 2012;
19: 57-59.

52.Dodd S, Berk M. The pharmacology of bipolar disorder during pregnancy
and breastfeeding. Expert Opin Drug Saf 2004; 3: 221-229.

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

54. Sarris J, Mischoulon D, Schweitzer |. Omega-3 for bipolar disorder: meta-
analyses of use in mania and bipolar depression. J Clin Psychiatry 2012; 73: 81-86.
55. Sylvia LG, Peters AT, Deckersbach T, et al. Nutrient-based therapies for
bipolar disorder: a systematic review. Psychother Psychosom 2013; 82: 10-19.
56.Berk M, Copolov DL, Dean O, et al. N-acetyl cysteine for depressive
symptoms in bipolar disorder — a double-blind randomized placebo-controlled
trial. Biol Psychiatry 2008; 64: 468-475.

57. Sarris J, Mischoulon D, Schweitzer I. Adjunctive nutraceuticals with
standard pharmacotherapies in bipolar disorder: a systematic review of clinical
trials. Bipolar Disord 2011; 13: 454-465.

58.Thomson D, Turner A, Lauder S, et al. A brief review of exercise, bipolar
disorder, and mechanistic pathways. Front Psychol 2015; 6: 147.

59. Nusslock R, Abramson LY, Harmon-Jones E, Alloy LB, Hogan ME. A goal-
striving life event and the onset of hypomanic and depressive episodes and
symptoms: perspective from the behavioral approach system (BAS)
dysregulation theory. J Abnorm Psychol 2007; 116: 105-115.

60. Wright KA, Everson-Hock ES, Taylor AH. The effects of physical activity on
physical and mental health among individuals with bipolar disorder: a systematic
review. Mental Health Phys Act 2009; 2: 86-94.

61. Proudfoot J, Doran J, Manicavasagar V, Parker G. The precipitants of manic/
hypomanic episodes in the context of bipolar disorder: a review. J Affect Disord
2011; 133: 381-387.

62. Proudfoot J, Whitton A, Parker G, Doran J, Manicavasagar V, Delmas K.
Triggers of mania and depression in young adults with bipolar disorder. J Affect
Disord 2012; 143: 196-202.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2017.





