
definition long term. It can be difficult to
persuade patients to accept treatment
given both the side effects of long-term
medication use and the episodic course
of the illness. The suboptimal treatment
of bipolar disorder in the real world is
illustrated by a US survey reporting that
50% of bipolar patients were treated
with antidepressant monotherapy.24

Psychological therapies
Relapse can occur rapidly in bipolar
affective disorder. This means it is crucial
that a patient’s relapse signature (the
characteristic features of a developing
affective episode) is outlined and shared
with primary care, together with a clear
management plan. This plan should
ideally involve family/carers. These are
the people who often identify a patient’s
relapse and, given that insight can be
impaired during affective episodes, their
account is frequently crucial in
identifying dangerously unwell patients. 

The floridly manic patient who ‘holds
it together’ for the duration of an
assessment, (erroneously convincing the
assessor admission is not necessary), is a
phenomenon psychiatric trainees soon
become painfully familiar with. 

Given that family involvement may
raise concerns about confidentiality, it is
important that consent for discussion of
care with relatives is obtained when a
patient is well.   

The challenges of pharmacological
treatment in bipolar depression have
driven interest in psychological
approaches. NICE recommends offering
a psychological intervention that has
been developed specifically for bipolar
disorder or a high-intensity
psychological intervention (cognitive
behaviour therapy, interpersonal
therapy or behavioural couples therapy)
in line with the NICE recommendations
on depression.9 However, the reality is
that most GPs will find that availability of
these therapies is limited. 

SUBSTANCE MISUSE 
Around 60% of adults with bipolar
disorder experience substance use
disorders at some point in their lives.25

Similar to comorbid obesity, substance
use disorder is thought to be associated
with an aberrant reward-motivation
neural network.26 It is associated with
delayed recovery from mood episodes,
increased suicidality, functional
impairment, reduced medication
adherence and reduced quality of life.27

PREGNANCY 
The fact that many psychotropic drugs
are potentially teratogenic, combined

Box 6

Medications used in bipolar affective disorder (based on NICE guidance)9

Phase of illness

Mania 

Depression

Maintenance 

Box 7

Monitoring requirements for drugs used in bipolar disorder. Adapted from The Maudsley Prescribing
Guidelines28

Drug

Lithium 

Second generation 
antipsychotics

Valproate 

Lamotrigine 
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maintaining euthymia and preventing
relapse. Lithium has best evidence and 
is recommended as first choice for 
long-term treatment by both NICE9 

and the British Association for
Psychopharmacology.22 It is also the only
agent with a recognised preventive
effect against suicide.23 Valproate also
has efficacy, particularly in preventing
manic episodes, but cannot be
prescribed in women of childbearing
age. However, NICE is clear neither drug
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should be initiated in primary care.9
Lamotrigine conversely is particularly
useful in preventing depressive
episodes.  

The second generation antipsychotics
quetiapine and olanzapine may also be
used as maintenance treatments. Each
of these drugs has specific monitoring
requirements (see box 7, below) and it is
often necessary to use a combination of
treatments. 

Maintenance treatment is by

Baseline checks

ECG if cardiac problems or  ≥45 years
U&Es (including creatinine)
Calcium
TFTs

Weight, BP, pulse, ECG
FBC, U&Es, LFTs, HbA

1c
, lipid profile

Weight, U&Es (including creatinine),
FBC, LFTs

Advise to seek emergency attention 
if a rash develops 

Monitoring 

•Lithium level 5-7 days after dose
change then 3 monthly 
•U&Es and TFTs 6 monthly 
•Calcium and ECG (if indicated) yearly

•Weekly weight initially, then at least
annually  
•HbA

1c 
and cholesterol three monthly

for first year then annually 
•Prolactin if amenorrhea or reduced
libido

•Weight, FBC, LFTs annually  

Treatment

Olanzapine
Quetiapine 
Risperidone
Lithium

Quetiapine 
Olanzapine-fluoxetine
Olanzapine 
SSRI
Lithium
Lamotrigine

Lithium

Quetiapine
Olanzapine 
Valproate 
Lamotrigine

Notes 

Higher metabolic risk, sedative 
Moderate metabolic risk, recommended for maintenance 
Moderate metabolic risk 
If already taking lithium then optimise dose and add an
antipsychotic 

Can only use with mood stabiliser 
Combined with SSRI, olanzapine or lamotrigine
Acute effects often disappointing
Advise the patient to contact the doctor if a rash develops

Requires monitoring (generally aim for 0.6-0.8 mmol/L)
Advise patients to avoid NSAIDs

Cannot be used in women of childbearing age
Particular efficacy in preventing bipolar depression


