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GPs are uniquely placed to identify patients with bipolar disorder and to 
contribute to their management, including addressing physical health 
problems and encouraging a stable balanced life and sleep/wake cycle. 
Treatment is generally with mood stabilisers rather than antidepressants, 
in collaboration with a psychiatrist.

P
atients with bipolar disorder present 
mostly with depression, especially 
treatment-resistant depression. Bipolar 
disorder is defined by an element of 

mood elevation, which may be of greater or 
lesser degree. This can easily be missed as it 
may be brief (only a few days) and may have 
occurred years before. The patient may not 
recognise that past exuberant or ‘over-the-top’ 
behaviour can indicate a bipolar diagnosis. 

Treatments need to address the patient’s 
physical status and welfare, to focus on a stable 
balanced life with a good sleep/wake cycle and 
to include a predominance of mood-stabilising 
rather than antidepressant pharmacotherapy. 
Electroconvulsive therapy (ECT) can be 
uniquely effective for both severe depression 
and mania in some patients.

DIAGNOSIS
The recognition of bipolarity through obtain-
ing a history of mood elevation is more 

important than efforts to determine the sub-
tleties of whether it is bipolar I or bipolar II 
disorder (see the box on page 19).1 Taking a 
careful history is essential. The diagnosis can 
be difficult because most patients present when 
they are depressed and possibly despair of ever 
feeling ‘normal’, much less recall times when 
their mood was elevated. Diagnosis is easier if 
there has been an episode of florid mania that 
may have come to the attention of law enforce-
ment or other authorities. 

Bipolar II disorder, which involves hypoma-
nia rather than mania, almost never presents 
when the patient is feeling mildly elevated, and 
only when they are depressed. Bipolar II is not 
‘bipolar minor’ as the disability is comparable 
or slightly greater than that of bipolar I 
disorder.

CLINICAL FEATURES 
Bipolar disorder most commonly presents as 
a depressive episode, but almost 70% of patients 
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show some features of mood elevation at the 
same time. Those with only one or two manic 
symptoms might be considered to have agitated 
depression were it not for a history of bipolar 
disorder.2 About 15% have features that meet 
the full criteria for both mood elevation and 
depression simultaneously as a mixed state. 

In the past, patients who had features of 
both depression and mania but did not meet 
the stringent criteria for a mixed state – almost 
half the bipolar patient population – were diag-
nosed with ‘bipolar disorder not otherwise 
specified’. The recently published DSM-5 clas-
sification has recognised these intermediate 
states by adding the specifier ‘with mixed fea-
tures’ to the diagnosis of bipolar depression, 
mania or hypomania for patients who have  
three or more symptoms of the opposite pole 
(see the box on page 20 for definitions).1

Cycle frequency in bipolar disorder varies 
widely, ranging from within-day mood varia-
tions to months or years of sustained depression 
or episodes of mood disorder interspersed with 
many years of being well.

Some patients are troubled by a few symp-
toms of depression and a few symptoms of 
mood elevation without meeting the criteria 
for either bipolar I or bipolar II disorder. If 
these symptoms persist for more than two 

years, patients can be identified as having cyclo-
thymic disorder. They have a 50% chance of 
progressing to bipolar disorder.

Bipolar disorder is not just a disorder of 
mood. It also significantly affects cognition, 
particularly executive functioning – mental 
sequencing, planning and organising. Addi-
tionally, patients may have poor insight into 
their mood at any time. As a result, they may 
not be good judges of how they are feeling and 
may be chaotic with their use of pharmaco-
therapy, engagement in psychological treat-
ments or attendance at appointments. These 
problems should be managed. A good thera-
peutic relationship is fundamental in helping 
these processes.

Disability occurs with both poles of bipolar 
disorder and also intermediate states. Mania 
with increased activity and risk-taking can lead 
to sexual promiscuity, sexually transmitted 
infections and disruption of established rela-
tionships. Gambling and excessive or inappro-
priate spending can reduce a family to poverty. 
Alcohol and substance abuse take an added 
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RECOGNISING MOOD ELEVATION*1

Mood elevation is a defining element of bipolar 

I and II disorders. Symptoms include:

•	 inflated self-esteem or grandiosity 

•	 decreased need for sleep (yet feeling 

rested)

•	 more talkative

•	 racing thoughts 

•	 increased goal-directed activity

•	 excessive risk-taking (e.g. spending, 

gambling, sexual indiscretions).

Bipolar I disorder: symptoms last at least 

seven days, with or without psychosis. 

Bipolar II disorder: symptoms last at least four 

days, without psychosis. Bipolar II is just as 

disabling as bipolar I.

* Adapted from American Psychiatric Association. Diagnostic 
and statistical manual of mental disorders, 5th ed (DSM-5). 
Arlington, VA: APA; 2013.
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toll and may not be volunteered by the 
patient, so should be asked about 
specifically. 

Depression increases the risk of suicide 
and can also reduce patients’ ability to 
interact and be effective at work and in the 
home, leading to loss of employment, 
strained domestic relations and relation-
ship breakdown. Social isolation can result 
from the slowness and withdrawal seen 
with depression. Sleep disturbance occurs 
with both poles of bipolar disorder.

PHYSICAL COMORBIDITY
People with bipolar disorder often have 
concomitant physical disorders, especially 
obesity, hypertension, raised levels of tri-
glycerides and raised levels of glucose, if 
not diabetes. They can have a reduction 
in lifespan of 10 to 20 years; this reduction 
is greater in men (12 to 19 years) than in 
women (11 to 16 years).3 Although about 
15% of patients with bipolar disorder die 
by suicide, premature death is mostly from 
physical illness, particularly cardiovascu-
lar disease and cancer (linked to obesity, 
smoking and alcohol). 

MANAGEMENT
In the management, GPs should explain 
to patients with suspected bipolar disorder 

the reasons for their diagnosis and why 
they are suggesting the initial interven-
tions. It is often a relief to patients to be 
given a reason for symptoms that are oth-
erwise inexplicable. 

Specialist referral
Patients with bipolar disorder are best 
treated through a constructive collabora-
tion between GPs and psychiatrists. When 
and how to refer a patient to a psychiatrist 
depends on location, access to services and 
resources, and economic and social factors, 
as well as the severity and acuity of the 
illness and its consequences. 

Bipolar vulnerability is lifelong, and 
treatment should encompass that aspect, 
rather than being brief and intermittent, 
thereby exposing the patient to the adverse 
consequences of unrecognised and con-
sequently untreated episodes of mania or 
depression. GPs have a role in counselling 
patients about the importance of managing 
their vulnerability to bipolar disorder with 
a stable lifestyle and presenting early to treat 
acute episodes of illness rather than waiting 
until they are in crisis. In addition, the 
importance of ongoing treatment should 
be explained, including maintenance ther-
apy – even in remission – to maximise their 
chances of staying well. 

TREATMENTS FOR BIPOLAR 
DISORDER 
In day-to-day clinical practice, treatments 
for all types of bipolar disorder are broadly 
similar. More details of the treatment of 
bipolar disorder from an Australian 
perspective can be found in Therapeutic 
Guidelines: Psychotropic version,4 and from 
an international perspective in the Canadian 
Network for Mood and Anxiety Treatments 
(CANMAT) guidelines for managing 
patients with bipolar disorder.5 A possible 
initial treatment path is outlined in the 
flowchart on page 22.

Psychosocial interventions
The patient should be encouraged to have 
a balanced lifestyle. The principles of 
social rhythms therapy have been shown 
to be helpful.6 This therapy aims to help 
the patient focus on work as well as play, 
rest as well as exercise, and time alone as 
well as time with others, and to have a 
balanced diet and a regular stable sleep/
wake cycle.

Psychoeducation that provides struc
tured information for the family, friends, 
relatives and, when appropriate, work-
mates of the patient as well as the patient 
him or herself can help by providing 
informed, engaged, competent partners 
in treatment and a better chance of favour-
able clinical outcomes.7

Cognitive behaviour therapy can assist 
the patient with strategies to help manage 
their depression and reduce its severity.8 
This therapy is difficult during episodes 
of illness and might be easier and more 
effective as the patient recovers and moves 
towards remission. Many patients have 
residual symptoms that they must manage 
to reduce their adverse impacts. 

Pharmacotherapy
As the initial presentation is often with 
depression, it is not surprising that anti-
depressants are the most commonly 
prescribed initial pharmacotherapy for 
patients with bipolar disorder. However, 
antidepressants are not the most desirable 

Bipolar disorder in general practice
 CONTINUED 

DEFINITIONS OF PSYCHIATRIC TERMS

Bipolar I disorder: The patient meets the criteria for a current or past manic episode.

Bipolar II disorder: The patient meets the criteria for a current or past hypomanic episode 

and for a current or past depressive episode.

Cyclothymic disorder: For two years (or at least one year in children and adolescents), 

the patient has experienced numerous periods with symptoms of mood elevation and 

depression that do not meet criteria for a hypomanic episode or a depressive episode. 

These patients have up to a 50% chance of developing a bipolar disorder.

Mixed state: The patient meets the full criteria for both a manic episode and a depressive 

episode at the same time.

Bipolar disorder specifiers: A manic or hypomanic episode ‘with mixed features’ occurs 

when a patient meets the criteria for the relevant mood elevation and has three or more 

symptoms of depression. A depressive episode ‘with mixed features’ occurs when a patient 

meets the criteria for depression and has three or more symptoms of mood elevation.

Rapid cycling: Four or more episodes of mood disorder a year.

20   MedicineToday   x   SEPTEMBER 2013, VOLUME 14, NUMBER 9

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2013.

Copyright _Layout 1  17/01/12  1:43 PM  Page 4



treatment for most patients, and may 
disturb rather than improve mood. 
Mood-stabilising pharmacotherapy should 
be the mainstay of physical treatment. It 
may seem counterintuitive to patients with 
depression to be told to discontinue anti-
depressants, and it should be explained to 
them that antidepressants are destabilising 
their mood, rather than helping it. 

Bipolar illnesses require sustained eval-
uation and treatment, with stability of 
treatment rather than frequent changing 
of medicines and doses. Medication may 
be needed long-term, and stopping medi-
cation is a major cause of relapse. Liaison 
with GP colleagues and psychiatrists can 
provide additional information and sup-
port for GPs treating patients whose clinical 
presentation can be extremely demanding 
and challenging. 

Mood stabilisers
Although lithium carbonate was the first 
mood stabiliser to be identified and used, 
the anticonvulsant sodium valproate is now 
used much more, followed by carbamaze-
pine. These three agents are most effective 
in controlling mood elevation but have 
modest effects in improving depression 
and in preventing relapse. 

Lamotrigine is helpful for depression but 
is not effective for mania. In addition, it 
requires very slow dose escalation (according 
to the product information), and so levels 
can take two to three months to build to an 
effective therapeutic dose for some patients, 
although others may respond at lower doses. 

 Antipsychotics
Antipsychotics have been widely used for 
the treatment of mania with psychosis and 

to settle extreme agitated behaviour. In the 
past, this use was mostly brief, for one to 
two months until the psychosis remitted. 
There are now good data supporting a role 
for the newer atypical antipsychotics in 
managing mania and, for some of these 
drugs, in helping symptoms of depression. 
Some antipsychotics are mood stabilisers 
and can ameliorate both poles of the illness, 
while others seem effective only for mania. 
The best data on bipolar depression treat-
ment are for quetiapine, with some data 
supporting the role of olanzapine. There 
are indirect data suggesting that asenapine 
might also help in bipolar depression.

Antipsychotics have progressed from 
being second- or third-line supplementary 
treatments for bipolar disorder to being 
among first-line treatments for achieving 
and maintaining mood stability. However, 
quetiapine and olanzapine have the disad-
vantage of significant long-term adverse 
effects, with appetite stimulation and con-
sequent excessive weight gain. Clozapine, 
which is seldom used because of its potential 
adverse haematological effects, causes sim-
ilar appetite stimulation and weight gain.

The atypical antipsychotics aripiprazole 
and ziprasidone cause less appetite stimu-
lation but unfortunately are not effective 
for bipolar depression. Risperidone and 
paliperidone are widely used, particularly 
in depot formulations, to prevent manic 
episodes but increase the risk of prolactin 
elevation and extrapyramidal adverse 
events more than other atypical antipsy-
chotics, especially at higher doses.

Asenapine is a new option with very 
modest associated weight gain. A possible 
advantage of this atypical antipsychotic is 
its activity at 5-hydroxytryptamine receptor 
subtypes 6 and 7 (5-HT6 and 5-HT7), which 
have been linked in animal models to 
improved cognition. This activity may have 
the potential over time to improve cogni-
tion, although more research is needed.

Antidepressants
Antidepressants are helpful for unipolar 
depression. In the early stage of bipolar 
disorder there may not have been an episode 

AN APPROACH FOR CONSIDERING INITIAL TREATMENT IN  
A PATIENT WITH DEPRESSION

History of mood elevation

Psychosocial 

treatments 

Psychosocial 

treatments 

+ antidepressant 

ECT if indicated

Patient presents with symptoms of depression

Psychosocial treatments 

+ mood stabilisers 

± antidepressant 

ECT if indicated

Consider referral to psychiatrist

ABBREVIATION: ECT = electroconvulsive therapy.

* Symptoms of elevated mood include inflated self-esteem or grandiosity, decreased need for sleep (yet feeling rested), 
more talkative, racing thoughts, increased goal-directed activity, excessive risk-taking.

No history of mood elevation

Bipolar mania or hypomania 

Mood elevation symptoms* 

for at least four days,  

± psychosis

Symptoms not 

sufficient for mania 

or hypomania

Cyclothymia Unipolar depression
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of mood elevation, and at that stage antide-
pressants do seem efficacious for many 
patients. As the illness progresses, a change 
seems to occur. Antidepressants then may 
not be effective, or be may be effective only 
briefly, for a few weeks or months. Import
antly, they can destabilise bipolar disorder 
when used on their own, resulting occasion-
ally in marked mood elevation, with an 
increase in cycle frequency, or most com-
monly with a mixed state. This may well be 
better recognised as new diagnostic criteria 
allow for the diagnosis of depression with 
manic features as well as mania with depres-
sive features. On balance, for most patients 
with established bipolar disorder, antide-
pressants are more likely to be ineffective 
and disruptive to the mood state than ben-
eficial. If antidepressants are used for estab-
lished bipolar disorder then they must be 
combined with a mood stabiliser.

Combination pharmacotherapy
In contrast to unipolar depression, where 
monotherapy is preferable, bipolar disorder 
is more likely to require combination ther-
apy. This may be related to the relatively 
small number of approved treatments for 
bipolar disorder and their modest efficacy. 

Studies have found no difference in effec-
tiveness between lithium monotherapy and 
lithium combined with valproate but both 
were more effective than valproate.9 The 
addition of an atypical antipsychotic to 
other mood stabilisers appears to produce 
better outcomes than the mood stabiliser 
alone. In practice, very few patients can be 
managed with monotherapy. Combinations 
such as lithium with valproate and an anti-
psychotic are quite common.

Occasionally patients with bipolar 
depression do better with an antidepressant 
combined with mood-stabilising therapy. 
Patients with bipolar II disorder may be 
more likely than those with bipolar I dis-
order to respond to this combination.

Electroconvulsive therapy
When pharmacotherapy is not adequate, 
ECT can be uniquely effective for some 
patients with bipolar disorder. ECT also 

provides rapid-onset treatment for patients 
with manic delirium. Older ECT techniques 
caused appreciable memory impairment 
in some patients, severely limiting their use 
as maintenance treatment. Newer tech-
niques, such as right unilateral treatment 
with an ultra-brief pulse width stimulus 
(0.3 ms), can be efficacious with few or no 
cognitive adverse events for most patients 
when used as acute treatment, and minimal 
cognitive adverse events even when used as 
longer-term maintenance therapy. 

With modern ECT, the required ECT 
stimulus is titrated for each patient at the 
start of the course to ensure subsequent  
doses are adequate but not excessive, in 
contrast to the ‘one size fits all’ approach 
used in the past. An acute course of treat-
ment requires an average of about 10 ECT 
treatments to achieve recovery, but some 
patients may need up to 20 or more 
treatments. 

Pharmacotherapy is most commonly 
used for subsequent maintenance treatment 
but for some patients does not result in sus-
tained improvement. Maintenance ECT 
treatment is usually administered once a 
week after recovery, with a gradual increase 
in the interval between treatments until they 
may be as infrequent as once every six weeks. 
The initial aim is to see the patient well for 
at least 12 months before stopping main
tenance ECT. Further treatment depends 
on the patient’s clinical status. Maintenance 
ECT is not designed to treat an acute relapse, 
which requires an acute course of ECT. 

Other treatments
Other treatments that have been promoted 
for bipolar disorder include omega-3 fatty 
acids, the antioxidants N-acetyl cysteine and 
coenzyme Q10, and anti-inflammatories. 
These are not approved in Australia for the 
management of bipolar disorder and should 
be seen as provisional or experimental treat-
ments, mostly to be managed by specialists 
with expertise in the area.

TREATMENT OF COMORBIDITY
Concomitant physical disorders, such as 
obesity, hypertension, diabetes and arthritis, 

should be identified and treated, although 
treatment is most likely to be effective if the 
patient’s mental status can be stabilised. In 
patients who are gaining weight, GPs should 
be aware of the possible contribution of 
pharmacotherapy to appetite stimulation 
and consider whether treatment changes 
are required.

Other comorbidities that may need 
treatment include substance abuse, gamb
ling and qualities of a borderline nature, if 
not overt borderline personality disorder 
(such as an unstable sense of self, frantic 
efforts to avoid perceived abandonment, 
impulsivity and suicidal behaviour). GPs 
are often the best placed professionals to 
monitor for these problems, which can help 
reduce the morbidity and mortality of bipo-
lar disorder. 

TREATMENT IN PREGNANCY AND 
THE PUERPERIUM
Women who may become pregnant during 
treatment for bipolar disorder are best 
managed with atypical antipsychotics as 
mood stabilisers, because of the increased 
risk of congenital abnormalities in the fetus 
with use of lithium or mood-stabilising 
anticonvulsants. Because of the risk of an 
exacerbation of bipolar illness – either 
mania or depression – after parturition, 
medications may need to be re-introduced, 
doses increased or new treatments initiated 
at this time.

In general, it is better for a woman to 
have a stable mood during pregnancy, 
delivery and the puerperium as an episode 
of mental illness can compromise her life, 
safety and welfare as much as it could 
compromise the fetus. Consequently, it is 
sometimes necessary to use pharmaco
therapy that increases the risk of fetal 
abnormalities. This risk should be dis-
cussed with the mother and her partner 
– before pregnancy if possible – and the 
fetus should be monitored. Termination 
of pregnancy should be considered and 
discussed with the patient if a serious fetal 
abnormality occurs. 

ECT can be a helpful treatment for both 
depression and mania during pregnancy. 
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After 20 weeks’ gestation, it should be 
conducted in a facility with immediate 
access to obstetric resources because of 
concerns that ECT may trigger prema-
ture labour, although this seems very 
uncommon. 

Required pharmacotherapy may pre-
clude some women from breastfeeding; 
this should be assessed from advice avail-
able at the time. Sources of such advice 
include the TGA (http://www.tga.gov.au), 
Therapeutic Guidelines (http://www.
tg.org.au) and children’s hospitals. 

BIPOLAR DISORDER IN CHILDREN 
AND ADOLESCENTS
Bipolar disorder rarely manifests during 
infancy and childhood, but some patients 
retrospectively report mood instability 
through their childhood. This can easily be 
confused with conduct disorder, impulsive 
behaviour and attention deficit hyperactiv-
ity disorder. Diagnosing bipolar disorder 
in infancy would be regarded as highly 
controversial. 

In children with suspected bipolar dis-
order, psychosocial interventions are 
favoured rather than pharmacotherapy, 
along with close observation over time as 
childhood bipolar disorder is rare. 

In adolescence, bipolar disorder should 
be distinguished from transient exuberance 
or a complication of covert substance abuse, 
especially of amphetamines. Adolescents 
with suspected bipolar disorder should be 
referred to a psychiatrist to confirm the 
diagnosis in order to avoid inappropriate 
treatment during this developmental phase 
or unwarranted delay when treatment is 
indicated. 

RURAL PRACTICE
GPs in rural areas have needed to be more 
autonomous in treating patients with bipo-
lar disorder than their urban colleagues 
because of restricted access to specialist 
services. The development of telepsychiatry 
and its spread from public into private 
practice will create opportunities for patient 
assessment and management not previ-
ously available. 

RELAPSE
Relapse is more likely for patients who have 
had multiple episodes of bipolar illness and 
those who are partially compliant or non-
compliant with treatment. Some patients 
may feel they have beaten the illness after 
a few weeks in remission and so reduce or 
cease medication. Others may reduce their 
medication so as to be stable but ‘just a little 
high’, and in doing so cause a relapse. 
Relapse can also occur in those who do all 
they can to keep well, reflecting the modest 
efficacy of available treatments. 

CONCLUSION
GPs have an important role in the treat-
ment of patients with bipolar disorder. 
They are uniquely placed to initially iden-
tify the illness and to contribute to the 
long-term management of patients in the 
community.

Psychological and social interventions 
are key components of treatment. Con-
comitant physical illnesses should be 
identified and treated. Pharmacotherapy 
should be managed, although this may 
often be in conjunction with a treating 
psychiatrist. ECT is a treatment option, 
especially as new ECT techniques are 
effective with few adverse cognitive effects. 
Polypharmacy is usually required, with 
atypical antipsychotics having an increas-
ing role as mood stabilisers. GPs should 
be aware of the adverse effects profile of 
medications when used for long-term as 
well as short-term treatment.�     MT 
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