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Definitions and main features

Bipolar disorder (BD) is for most people a recurrent,
disabling illness. They experience periods of mania or
hypomania, depression, and ‘mixed episodes’ or ‘dys-
phoric mania’ (both manic and depressive symptoms).
Bipolar disorder is commonly subdivided into BD I
(at least one manic episode) and BD II (hypomania and
depression only).

Epidemiology

Bipolar disorder is more common than previously
thought, with a lifetime prevalence of up to 1.6%.
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Course and prognosis

Most people suffer many episodes (an average of
0.4-0.7 per year), each lasting 3—6 months [1,2]. Four or
more episodes in 12 months is termed ‘rapid cycling’.

Outcomes are poor. In a major US study of 75 patients
who had recovered from an episode of mania [3,4], only
28% remained in remission for the next 4 years. Two-
thirds were on lithium and one in five an anticonvulsant,
but outcomes for them were no better. The mortality was
4%. Another study, Keck etal. [5] followed up 134
patients for 12 months following a manic or mixed epi-
sode. Only half the group made a syndromic recovery,
and a quarter achieved symptomatic and functional
recovery.

The suicide rate (10-19%) [6] is about 15 times that of
the general population [7] and 80% of suicides occur
during episodes of depression. Other risk factors are
expressed intent, previous suicide attempts, hostility,
poor social support, delusions and/or hallucinations,
history or presence of mixed states, family history of
suicide, personal and/or family history of violence, short
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latency from illness onset, poor medication response or
tolerance and significant personal and interpersonal
vulnerability (e.g. marital tension, poor self-esteem) [6].

Substance abuse comorbidity [8] is higher than in any
other psychiatric condition [9]. The divorce rate is twice
that of the general population. The likelihood of career
dislocation is increased [10].

Despite the disabling symptoms, few people seek
treatment. Kessler et al. [11] reported that although 93%
of BD I patients had received some treatment, only 45%
had been treated in the previous year. Of that 45%, only
half were helped within the healthcare sector.

Method

The APA Practice Guideline Development Process
(available from the American Psychiatric Association
Office of Research) has been followed in developing
these guidelines. The process involved: a comprehensive
literature review (Index Medicus/MEDLINE/EMBASE,
and reviews and articles known to the authors); drafting
provisional guidelines for consultation and review by the
expert committee; regular revision of the guidelines; and
dissemination and review of drafts. Representatives of
patients and carers were included.

Treatment guidelines developed in recent years
include:

e American Psychiatric Association practice guideline
for the treatment of patients with bipolar disorder
(Revision) [12] via literature review, clinical consen-
sus and broad consultation.

e The expert consensus guideline series medication
treatment of bipolar disorder 2000 [13] via a survey
of 65 US experts.

e Clinical practice guidelines for bipolar disorder,
Department of Veterans Affairs [14] via a multi-
disciplinary group of experts and clinicians.

e The World Federation of Societies of Biological
Psychiatry (WFSBP) guidelines for the biological
treatment of bipolar disorders [15,16] via expert
comment on literature, conference proceedings and
national and international guidelines.

In Australia, Therapeutic Guidelines: Psychotropic
(5th and previous editions) [17] have served as de facto
Australian guidelines, via consensus of a mental health
group using evidence-based evaluation of the literature.

General issues in treatment

Bipolar disorder shares clinical features with major
depressive disorder but its episodes of hypomania or
mania are distinct. Since the latter may merge into psy-
chosis, patients may remain undiagnosed for years or be

incorrectly diagnosed as having schizophrenia or per-
sonality disorder. Thorough assessment is vital, with
diagnostic monitoring when new information emerges,
especially about comorbid substance abuse.

Treatment should aim to restore the person to full
health and a meaningful life. Prevention of suicide must
be a central goal. Integration of a range of health profes-
sionals, as well as family and friends, is required.

The varied nature of BD requires a broad range of
interventions. While appropriate drug treatment is criti-
cal, attention must also be given to psychosocial con-
tributors and consequences. Recent evidence suggests
that psychological treatments are most effective in
prophylaxis (in conjunction with drugs) and are best
begun when the person is relatively well. They appear to
be more effective in preventing depressive than manic
episodes. The acute management of mania and depres-
sion is largely pharmacological.

Whereas some authorities view antimanic properties
(with or without antidepressant ones) as sufficient to
categorize a pharmacological agent as a ‘mood stabi-
liser’, others insist on a proven prophylactic action [18].
This is pertinent, since several new drugs, for example
the atypical antipsychotics, are regarded by some as
mood stabilisers. Arguably, lithium alone fulfils all three
criteria [19]. Although lithium is still the most widely
used BD drug, a shift to valproate and other new com-
pounds is underway. Features that predict poor response
to lithium are: dysphoric mania (mixed episodes); rapid
cycling; depression—mania—interval pattern (depressed
episodes preceding periods of mania followed by inter-
vals of recovery); multiple episodes; no family history;
and comorbid medical illness or substance abuse. Alter-
natively, lithium may well prevent suicide (an effect
unrelated to its prophylactic role [20]) and it may be
neuroprotective [21].

Dysfunction of various components of intracellular
signalling has been proposed [21]. Although BD is
strongly genetic, with heritable factors explaining
70-80% of the variance, no specific genes have been
identified. This lack of knowledge limits the develop-
ment of specifically tailored therapies.

Support groups play an important role in the manage-
ment of BD. Wulsin ef al. [22] found they had a positive
effect on the spread of information, the management
of lithium and other psychotropics, and the tackling of
interpersonal difficulties. In a US survey [23], participa-
tion in support groups helped people to communicate
with their doctor, follow medical recommendations,
adhere to medication, clarify their treatment plan, and
manage follow-up. In a retrospective study [24], support
groups ‘contributed significantly to illness knowledge
and attitude’.
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Acute treatment of mania and mixed episodes
Initial assessment

For acutely manic patients, referral to a specialist
psychiatric service for in- or out-patient care is necessary
because aggression, excessive spending and disinhibited
behaviour (e.g. sexual indiscretions) are likely to damage
the person’s reputation. Insight and judgement are
usually impaired early, even in the absence of delusions.
Outpatient treatment is preferable, and admission with
consent is occasionally possible. However, involuntary
hospitalization is frequently required to protect the
patient and family from the effects of damage wrought
by impaired judgement. The decision to admit is often
traumatic for patient and family, all of whom will need
support. A useful guiding rule is that manic patients are
always worse than they appear. Corroborative informa-
tion from family, friends or a general practitioner is
invaluable in assessment (Fig. 1).

If treatment occurs in an outpatient setting, it is crucial
to closely monitor risky behaviour, particularly of a
financial nature or when of potential harm to others (e.g.
hazardous driving). A financial power-of-attorney may
be necessary, particularly if there is a history of excess
spending. Since mania produces chaotic behaviour, out-
patient attendance is often erratic. Legally enforced
community treatment may be an option, using a ‘com-
munity treatment order’.

Comprehensive clinical assessment

A full psychiatric history, and mental state and physi-
cal examinations, are necessary to confirm the diagnosis,
rule out organic causes (including prescription or illicit
drugs), identify physical complications (e.g. dehydra-
tion) and ascertain level of risk to self or others. Since
non-compliance with lithium frequently causes relapse,
this should always be considered. Any concurrent anti-
depressant should be ceased (Table 1).

Pharmacological treatment
Lithium

Despite recent controversy about lithium’s efficacy
[25,26], a series of meta-analyses (see following) con-
firms its value for both acute episodes and for prophy-
laxis. Indeed, lithium remains the benchmark when
trialing new mood stabilisers.

Screening assessment
« Severity of symptoms
* Level of functional impairment
* Degree of insight
* Presence/absence of psychosis

¢ Risk to self (financial, sexual,
reputation) or others (violence)

* Amount/quality of family support
and/or community services

Treatment considerations

» Legal aspects (e.g. informed consent,
mental capacity)

e Care in least restrictive environment
consonant with safety (risk of self-harm/
danger to others)

* Mode of administration of initial treatment
(oral, iv, im)

Voluntary

Involuntary
Outpatient Inpatient

Figure 1. Initial clinical assessment of manic episode.
The first presentation is often a non-specific psychotic
episode where clear differentiation between mania and
schizophrenia is problematic. This figure assumes that

diagnosis has been established.

Carbamazepine

With a few exceptions, the quality of the randomized
controlled trials (RCTs) of carbamazepine in acute
mania has been surprisingly poor. There have been only
two double-blind placebo-controlled monotherapy trials
[27,28], involving only 31 patients; carbamazepine was
effective in both. In another study [29], responders
tended to be dysphoric or rapid-cyclers. Two trials found
carbamazepine together with a typical antipsychotic
more effective than an antipsychotic alone [30,31].

In trials comparing the efficacy of carbamazepine and
lithium [32,33], no difference was found, although
samples were small and no intention-to-treat analyses
were undertaken.
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Table 1.

Comprehensive clinical assessment of manic episode

Clinical assessment requires patient cooperation. This may not be possible if the patient is irritable or aggressive.

History taking and mental state assessment: includes risk assessment (potential for violence, degree of financial harm, risky sexual
behaviour — exploitation; communicable diseases such as HIV,herpes, hepatitis C)

Physical examination: exclude organic causes (neurological disorder, systemic disease, substance misuse, prescription
medication-induced) or physical sequelae of mania (e.g. dehydration, emaciation)

Check compliance with mood stabiliser
Cease any antidepressant

Conduct routine physical investigations (urea & electrolytes, full blood count, liver function tests, thyroid function tests, therapeutic

drug monitoring of mood stabiliser serum concentrations)

Additional investigations if indicated (e.g., brain scan, cognitive/dementia screen, EEG)

Valproate

Valproate (valproic acid) is usually administered as a
sodium salt; other forms are valpromide (the amide) and
divalproex sodium (sodium valproate and valproic acid
in a1 : 1 molar ratio). The term ‘valproate’ will cover all
forms unless otherwise specified.

Three studies have compared valproate with placebo
and/or lithium in treating mania. Pope et al. [34] found
valproate significantly more effective than placebo.
Freeman et al. [35] demonstrated no difference between
valproate and lithium except in patients with mixed
mania, where valproate was superior. Both studies suf-
fered from small samples. Bowden et al. [36], in a large
trial comparing valproate, lithium and placebo, found
significantly greater (but equal) improvement in the
active drugs compared to placebo. Lithium and valproate
were also equally effective for rapid-cylers. Swann et al.
[37] later reported that, in this sample, valproate was
more effective than lithium for dysphoric mania (con-
sistent with Freeman ez al. [35]).

Mueller-Oerlinghausen et al. [38], in a randomised
double-blind placebo-controlled comparison of sodium
valproate as an adjunct to antipsychotic medication,
found the combination superior to the antipsychotic
alone.

‘Oral loading’ (initial high oral dose) of valproate may
lead to a more rapid antimanic response. In an open
random-assignment comparison with blind evaluators,
McElroy et al. [39] found 20 mg/kg divalproex was as
effective as haloperidol in patients with mania, with
most improvement occurring within 3 days. In another
study, oral loading (30 mg/kg for 2 days, followed by
20 mg/kg) resulted in a serum concentration of >50 ug/
mL in most patients by day 3 (without more side effects),
whereas only a third of non-oral-loading patients achieved
this level [40]. Although a prompt response with oral
loading is likely, a confirmatory comparison of standard

and oral-loading doses in an adequate sample has yet to
be done.

The only comparison of valproate and carbamazepine
in acute mania (albeit open-label), Vasudev et al. [41],
found valproate more effective.

Lamotrigine

No placebo-controlled RCTs using lamotrigine in
patients with mania or mixed episodes have been
reported. In the one small comparison of lamotrigine and
lithium in acute mania [42], no differences emerged.

Gabapentin

Only two RCTs of gabapentin have been conducted
[43,44]. In one [43], gabapentin was less effective than
lamotrigine and no more useful than placebo in rapid-
cycling and unipolar patients. Another negative finding
emerged in a large placebo-controlled trial [44]. Gabap-
entin does not therefore appear to have significant mood-
stabilizing properties.

Topiramate

No RCTs have been reported.
Clozapine

There have been no RCTs, but an open case series
found clozapine to be useful in acute mania and in
prophylaxis [e.g. 45].
Olanzapine

A mood-stabilizing property was first noted during

trials for schizo-affective disorder. In two RCTs for
mania [46,47], olanzapine was more effective than
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placebo and from week 1. Two RCTs have compared
olanzapine and valproate, with discrepant results. In one
[48] comparing olanzapine and valproate in acute mania
and mixed states, the former was more effective. The
other [49] found no difference between olanzapine and
valproate monotherapies. In a further study [50], the
addition of olanzapine was more effective than placebo
in manic patients who had partially responded to val-
proate or lithium monotherapy. Olanzapine has been
found as effective as the typical antipsychotic halo-
peridol [51], but has not been compared against lithium.

Risperidone

No placebo-controlled studies of risperidone mono-
therapy in mania or mixed states have been reported.
However, Sachs et al. [52] compared risperidone with
haloperidol and placebo — with each as an adjunct to
a mood stabiliser (lithium or valproate). Risperidone and
a mood stabiliser was more effective than placebo and a
mood stabiliser, but not more so than haloperidol and
a mood stabiliser. In the only RCT (small) against
haloperidol and lithium in mania [53], risperidone and
lithium were equally effective.

Electroconvulsive therapy (ECT)

In the single randomised (but small) comparison of
ECT and lithium in acute mania [54], ECT was more
effective than lithium at weeks 6-8. Those patients who
did not respond to unilateral ECT improved with bilat-
eral ECT.

Adyverse effects of pharmacological treatment
Lithium

Thyroid: Hypothyroidism occurs in 1-30% of patients
(particularly in middle-aged women) [18], and euthyroid
goitre in 4-12%. Both respond well to supplementary
treatment with thyroxine, while maintaining lithium.

Renal: Lithium decreases renal concentrating ability,
leading to polyuria and polydipsia in 15-30% of patients
by inhibiting responsiveness to antidiuretic hormone in
the distal nephron. This should be treated initially by
reducing serum concentrations. If this does not work,
judicious use of amiloride may help. Lithium toxicity
may, in a proportion of people, lead to irreversible renal
dysfunction, involving distal and collecting tubules and
with a high rate of proteinuria and glomerular pathology
[55].

Central nervous system: At therapeutic concentrations,
lithium can produce a fine tremor, muscular weakness

and (rarely) extrapyramidal features. Cognitive difficul-
ties, including memory problems, are more common
than previously appreciated. Most of these effects are
managed by reducing the serum concentration. Tremor
may need a beta-blocking agent.

At a supratherapeutic concentration, lithium toxicity
may manifest through impaired consciousness (drowsi-
ness to coma), apathy, hyper-reflexia, hypertonia, muscle
fasciculations, dysarthria, ataxia, tremor, myoclonus,
choreoathetoid movements, seizures, spasticity, cardiac
dysrhythmia, acute renal failure and (rarely) death. Some
symptoms (e.g. impaired consciousness) may persist
beyond the elevated serum levels. A prolonged toxic
level may lead to irreversible brain damage.

Other: Lithium may also produce nausea, diarrhoea,
weight gain, worsening of pre-existing psoriasis,
maculopapular and acne-like lesions, increased white
cell count, ECG changes (such as T-wave flattening) and
arrhythmias (a recent myocardial infarction is a contrain-
dication).

Carbamazepine

Central nervous system toxicity: Dizziness, ataxia and
visual disturbance (e.g. diplopia) are due either to a rapid
rise in levels or high concentrations.

Rash: A hypersensitivity reaction after approximately
2 weeks necessitates cessation of carbamazepine.

Sedation: Transient and dose related.

Less common but serious are:

Bone marrow toxicity: Although a benign, transient
reduction in the white cell count is common, a rare
idiosyncratic aplastic anaemia can occur.

Hepatic toxicity: An elevated y-glutamyltransferase
(GGT), reflecting drug-induced hepatic enzyme induc-
tion, is common. However, persistent elevation of other
liver enzymes should lead to withdrawal, given the rare
possibility of hepatic toxicity.

Valproate

Rates of adverse effects in BD and epilepsy patients
are similar. The prevalence of polycystic ovary syn-
drome is controversial [56]. Common adverse effects are
concentration-dependent tremor, appetite stimulation
with substantial weight gain, hair thinning, ankle swell-
ing and cognitive impairment (less frequent than with
carbamazepine).

Less common effects are thrombocytopaenia, hepato-
toxicity (a fatality rate of 1 in 10 000 occurs in epileptic
patients, particularly those aged under 3 years and taking
more than one anticonvulsant), metabolic abnormalities
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(hyperammonaemia and hyperglycinaemia), encepha-
lopathy and stupor (rare; occurs particularly during com-
bination anticonvulsant therapy).

Lamotrigine

The major adverse effect in both epilepsy and BD
patients is rash, particularly that related to the potentially
fatal Stevens—Johnson syndrome. The risk is minimized
by slow dose titration and by a lower dose if prescribed
together with valproate. Other adverse effects are dizzi-
ness, insomnia, sedation, ataxia, headache, nausea and
vomiting.

Therapeutic drug monitoring
Lithium

Sampling times and intervals: Available in both
standard and slow-release forms, lithium is readily
absorbed after oral administration. While slow-release
(sustained, controlled-release) forms have been pro-
posed to reduce variation in serum concentrations and
associated adverse effects, this has yet to be confirmed
empirically [57]. Amdisen [58-60] has recommended a
standardized 12 h serum lithium concentration; this has
become the accepted mode of monitoring lithium. The
sample is taken 12 h (230 min) after the last dose in
patients who are on two or more divided doses and who
have taken lithium at the scheduled times for the pre-
vious 48 h.

Given lithium’s long half-life, steady state levels occur
only after about 6 days. As the standardized concentra-
tion is determined for divided doses, a 10-25% increased
level is likely with a change to once daily dosing
(usually at night) [21].

Serum concentrations necessary for prophylaxis of
BD are less than those required for acute treatment
of mania. Once the dose is stabilized and the acute
episode resolved, the frequency of monitoring depends
on clinical stability but should be at least every
6 months [61].

Therapeutic ranges: The American Psychiatric Asso-
ciation practice guidelines for bipolar disorder [61]
recommend serum concentrations of 0.5-1.2 mmol/L for
the acute treatment of mania. Guidelines for prophylaxis
are less prescriptive, but serum concentrations ‘may . . .
be as high as those required for treatment of the acute
episode’; 0.6-0.8 mmol/L ‘is commonly chosen by
patients and their psychiatrists’; and ‘for many patients
increases in maintenance serum levels will result in a
trade-off between greater protection from episodes at the

cost of increased side-effects’. Mogens Schou, the doyen
of lithium researchers, recommends [62] that ‘between
0.5 and 0.8 mmol/L is appropriate for most patients, but
adjustment to values outside this range is necessary for
some’.

This divergence of view reflects incomplete research.
Only six studies have randomly assigned patients to
either dose or serum concentration groups (see Gelen-
berg et al. [63]). In a study of acute mania, Stokes et al.
[64] assigned patients to either placebo, high dose
(0.72 mEqg/kg/day), medium dose (0.5 mEq/kg/day) or
low dose (0.24 mEq/kg/day) with serum levels of 0.62—
2.00 mmol/L, 0.29-1.62 mmol/L, and 0.20-1.05 mmol/L,
respectively. High and medium, but not low, doses were
more effective than placebo.

Of the five studies of maintenance lithium, only two
have found a difference between serum concentrations.
Waters efal. [65] reported more relapses at low
(0.3-0.8 mmol/L) than at high concentrations (0.8—
1.4 mmol/L). Gelenberg et al. [66] randomly allocated
BD patients to low (0.4-0.6 mmol/L) or standard
(0.8—-1.0 mmol/L) concentrations, and the low level
group had fewer adverse effects but more episodes.
Further analyses of these data have been reported,
demonstrating more subsyndromal symptoms [67] and
poorer psychosocial functioning [68] in low level
patients. A criticism of the study, that some low level
patients had a rapid dose reduction, suggests a relapse
due to discontinuation.

By contrast, Jerram and McDonald [69] found no
differences in recurrence between 0.49, 0.5 and 0.69 and
0.70 mmol/L. Neither did Coppen et al. [70] at levels of
0.8-1.2 and 0.45-0.79 mmol/L, or Vestergaard et al. [71]
at levels of 0.8-1.0 or 0.5-0.8 mmol/L.

Toxicity: This occurs at concentrations >1.5-
2.0 mmol/L, though it may do so at ‘therapeutic levels’
(usually in the elderly) [72]. Levels >3.5 mmol/L are
potentially lethal, and haemodialysis is recommended
[73].

Interactions: Lithium concentrations may be increased
by other medications [74]. Thiazide diuretics possibly
lower lithium clearance by increasing proximal tubular
reabsorption [75]. Angiotensin-converting enzyme (ACE)
inhibitors increase lithium concentrations, but the mecha-
nism is unclear. Non-steroidal anti-inflammatory drugs
(NSAIDs) reduce lithium clearance, perhaps by inhibiting
renal production of endogenous prostaglandins (thereby
mediating sodium retention or diminished renal blood
flow and consequent reduced glomerular filtration).

Other causes of increased concentrations are any cause
of reduced glomerular filtration, and fluid and/or sodium
depletion (the latter including vomiting, diarrhoea and
excessive sweating).
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Valproate

The ‘therapeutic’ range in epilepsy is 50—100 mg/mL
(350-700 mmol/L), although the clinical value of this is
controversial [76,77]. Bowden et al. [78] have examined
the valproate concentration and response in mania [36]
and found that patients with concentrations of > 45 mg/
mL (315 mmol/L) were more likely than those with
levels of <45 mg/mL (315 mmol/L) to show improve-
ment. There was no evidence of any more benefit from
levels >45 mg/mL (315 mmol/L), though toxicity was
likely at >125 mg/mL (885 mmol/L). There have been
no studies of randomly allocated doses or concentration
ranges for acute treatment of mania or prophylaxis.

Interactions: Valproate can lead to increased levels of
other anticonvulsants by inhibiting their metabolism or
displacing them from circulating plasma proteins.

Carbamazepine

No therapeutic serum concentration has been estab-
lished in BD, although CSF levels of —10,11-epoxide
metabolite did correlate with antidepressant efficacy in
unipolar and bipolar disorders [79]. In an RCT, Simhandl
etal. [80] found no difference in BD recurrence rates
between low (15-25 mmol/L) and high (28—40 mmol/L)
levels. As for valproate, concentration ranges established
for epilepsy (6-12 mg/L, 20-50 mmol/L) are used as a
guideline for BD patients [61].

Interactions: Drugs inhibiting carbamazepine’s
metabolism include cimetidine, dextropropoxyphene,
diltiazem, erythromycin, isoniazide and verapamil.
Carbamazepine-induced hepatic enzyme induction can
lower levels of other anticonvulsants, steroids (including
oestrogen), theophylline, warfarin and haloperidol.

Lamotrigine

There is no demonstrated utility in measuring serum
concentrations of lamotrigine.

Meta-analyses

There are two published meta-analyses of the acute
drug treatment of mania [81,82], but no Cochrane
reviews have been reported.

Poolsup et al. [82] identified 12 RCTs of lithium (658
patients) lasting 3—4 weeks. The response rate compared
to placebo was 1.95 (95% CI = 1.17-3.23). The mean
number needed to treat (NNT) was five (95%
CI = 3-20). Lithium was more likely to achieve remis-
sion than chlorpromazine (rate ratio = 1.96, 95% CI =
1.02-3.77, with a mean NNT of four (95% CI = 3-9]),

but was no more effective ‘globally’ than haloperidol.
Carbamazepine and valproate were not more effective
than lithium, with ratios of 1.01 (95% CI = 0.54-1.88)
and 1.22 (95% CI = 0.91-1.64), respectively.

Emilien efal. [81] compared lithium, valproate and
carbamazepine. Although valproate was more effective
than placebo (OR = 0.16; 95% CI = 0.04-0.60; p < 0.006),
the three drugs did not differ in efficacy.

Acute treatment of bipolar depression
Initial clinical assessment

This is similar to the acute management of mania
(Fig. 2).

Comprehensive clinical assessment

A full psychiatric history, and mental state and physi-
cal examinations, are necessary to confirm the diagnosis,
exclude underlying organicity (e.g. hypothyroidism),
identify physical complications and ascertain the risk of
self-harm. Since non-compliance is a frequent cause
of relapse, it should always be suspected (Table 2).

Screening assessment

Severity of symptoms

o Level of functional and cognitive
impairment

Presence/absence of psychosis
Risk to self (suicide)

Extent of family support and/or
community services

AV

Treatment considerations

¢ Legal aspects (e.g. informed
consent, mental capacity)

¢ Care in least restrictive environment
ensuring safety (risk of self-harm)

SN

Involuntary
Outpatient Inpatient

Figure 2. Initial clinical assessment of bipolar
depressive episode. Differentiation between bipolar and
unipolar depressive episodes is often difficult at first
presentation. This figure assumes that diagnosis has
been established.
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Table 2.

Comprehensive clinical assessment of bipolar depressive episode

Clinical assessment requires patient cooperation and may not be possible if the patient is severely psychomotor retarded/
stuporose. It is essential to obtain corroborative information especially in cases where cognitive impairment is suspected.

Suicide risk assessment

Physical examination: exclude organic causes (neurological disorder, systemic disease, substance misuse, drug-induced).

Sophisticated appraisal of possible psychotic symptoms — especially pathological/delusional guilt and hallucinations.

Check compliance with mood stabilisers

Conduct routine haematological and biochemical investigations (urea & electrolytes, full blood count, thyroid function tests,

therapeutic drug monitoring)

Additional investigations if indicated (brain scan, cognitive/dementia screen).

Pharmacological treatment
Lithium

In the nine RCTs of lithium, eight used a cross-over
design [83-91]. Lithium was superior to placebo, with
up to 80% of patients achieving at least a partial
response [92]. However, abrupt cessation of lithium
before the double-blind phase probably increased the
likelihood of early relapse into mania or depression, and
may have contributed to lithium’s advantage [93]. When
stringent criteria are applied to evaluate response [92],
only a modest antidepressant effect emerges. This con-
trasts with the efficacy of lithium in augmenting anti-
depressants, for which there is robust evidence in both
unipolar and bipolar depressed patients [93,94].

An additional limitation of lithium is the 6-8 weeks
delay in antidepressant effect [95]. This is much slower
than its antimanic effect, which occurs within 6-10 days
[92].

Carbamazepine

With no specific placebo-controlled study of carba-
mazepine in acute bipolar depression, we have to look
at trials with mixed groups of bipolar and unipolar
depressed patients [96,97]. These suggested an anti-
depressant effect, which is significant given that most
open and controlled studies have examined it in depressed
patients who have not responded to lithium [98].

In one open study, carbamazepine led to remission in
two-thirds of patients [99]. However, less than 100
patients have been studied, and carbamazepine’s anti-
depressant effect is modest [97,100,101].

Valproate

There have been no controlled studies of valproate for
bipolar depression, but of interest is a double-blind trial

[102] which found that adding a second mood stabiliser
(lithium or valproate) was as effective, though less well-
tolerated, than adding paroxetine.

Combining the results of several open studies, McElroy
and Keck [103] found that only a third of bipolar
depressed patients responded to valproate, but many
other treatments had been used previously without suc-
cess. A study of medication-naive bipolar II depressed
patients [104] achieved a much better response (78%),
suggesting that valproate may exert an antidepressant
effect. This was also shown indirectly in the mainte-
nance therapy study of Bowden et al. [105], in which
combining valproate with an SSRI promoted adherence
to the medications.

Lamotrigine

An RCT of 195 bipolar depressed patients found that
lamotrigine 200 mg daily was superior to placebo [106].
It has also been found to be more effective than
gabapentin [43]. Lamotrigine is therefore emerging as an
effective agent with a distinct therapeutic profile, in that
it works for depression but not for mania [107].

Antidepressants

Because often no distinction was drawn between
bipolar depression and major depressive disorder,
antidepressants have been ‘borrowed’ to treat bipolar
depression. This is akin to the overspill of anticon-
vulsants from antiepileptic use. While antidepressants
are clearly effective for major depression, the evidence
is less convincing for bipolar disorder.

Risk of switching and rapid cycling: Antidepressant-
induced switch rates of up to 70% have been reported in
uncontrolled studies. These have been lower in control-
led studies, for example a meta-analysis by Peet [108]
reported a switch rate of only 2-3% for the SSRIs, which
is no different from placebo. The highest switch rate



288 CPGs FOR BIPOLAR DISORDER

(11%) was associated with a tricyclic antidepressant, a
pattern found by several investigators [109-115]. Con-
current use of a mood stabiliser, especially lithium, may
protect from switching [116,117]. Other antidepressants
have been less well studied, but SSRIs and moclo-
bemide, with their relatively low switch rates [118], may
be useful in patients with a history of antidepressant-
induced mood instability or rapid cycling.

Selective serotonin reuptake inhibitors (SSRIs):
Fluoxetine and paroxetine have been investigated in
double-blind placebo-controlled studies [109,119]. SSRIs
are effective in bipolar depression, even offering advan-
tages over tricyclic antidepressants in having fewer
side-effects, safety in overdose and low propensity for
switching.

Tricyclic antidepressants (TCAs): There have been
few studies of the efficacy of TCAs in bipolar depres-
sion. Controlled studies indicate that bipolar depression
may be less responsive acutely than is unipolar depres-
sion. Use is often associated with troublesome side-
effects and is further limited by significant risk of
switching.

Monoamine oxidase inhibitors (MAOIs): Again,
there have been few studies. However, tranylcypromine
has been investigated in a number of studies and shown
to be at least as effective, if not more so, than some of
the TCAs, especially in patients with anergia [120]. As
the MAOI diet and the many potential drug interactions
are very restrictive, it is disappointing that moclobemide,
which is better tolerated, appears to be less effective
[121].

Other antidepressants: The role of second-generation
antidepressants such as trazodone has not been ade-
quately investigated. Third-generation antidepressants
such as venlafaxine, mirtazapine, nefazodone and rebox-
etine have not been assessed in controlled studies. How-
ever, venlafaxine is likely to emerge as an effective
treatment of bipolar depression, especially in patients
with anergia.

Antipsychotics

Antipsychotics are known to have independent anti-
depressant properties [122]. Their use to treat psychotic
bipolar depression in combination with antidepressants
is established. In a double-blind study of psychotic
depression that included nine bipolar patients, the com-
bination proved superior to either drug alone [123].

In a case series, olanzapine combined with an anti-
depressant was found to be useful [124]. Recently, a
RCT has found olanzapine monotherapy, and combina-
tion with fluoxetine, to be more effective than placebo,
with the combined therapy apparently being of greater

value [125]. The long-term use of olanzapine is limited
by sedation and weight gain [126-129].

Electroconvulsive therapy (ECT)

In a review of nine studies (700+ patients) on ECT’s
efficacy for depression [92], seven compared it with
antidepressants, and five of these found ECT more effec-
tive. When unilateral and bilateral ECT in unipolar and
bipolar depression are compared, the outcomes are
similar, However, bipolar patients responded more
rapidly, regardless of electrode placement and stimulus
dose [130]. ECT is recommended for bipolar depression
after an antidepressant trial has failed [131,132].

Meta-analyses

No meta-analyses are available.
Prophylaxis

Most patients who experience mania will have further
episodes, as well as depression [2]. The frequency is
0.37-0.66 episodes a year in those with established
illness [2]. Selection of patients for long-term treatment
is difficult. Using actuarial techniques, Grof and Angst
[133] concluded that at least two episodes of mania or
depression within 2 years was the best criterion, since
this correctly classified 61% of patients. The National
Institute of Mental Health (NIMH) Consensus Develop-
ment Panel [132] recommends that having a single
manic episode, or both hypomanic and depressed epi-
sodes, are grounds for prophylaxis, but factors such as
suicide attempts in the past, psychotic symptoms and
functional incapacity associated with episodes need to be
considered. Goodwin and Jamison [6] recommended
maintenance treatment after a second episode, regardless
of frequency.

Assessment

As non-compliance is the most common factor in
relapse, the clinician attempts to improve compliance by
strategies such as educating patients and families about
the disorder and its treatment as well as about side-
effects. Trying to minimize the latter is obviously a
crucial task. Patients fear the potentially abrupt loss of
control and its embarrassing consequences. They may
resist accepting the diagnosis and need for treatment
despite experiencing several episodes. Active BD
support groups are widespread and contribute usefully to
a treatment program. Written material about BD and its
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treatment (provided by health authorities and NGOs
such as SANE) is helpful to enhance patient knowledge.

An under-acknowledged aspect of long-term care of
BD is its continuity, relevant to both patient and clini-
cian. Contact with the same clinician enhances early
identification of recurrence and facilitates joint aware-
ness of the continuing impact of the illness. Unfortu-
nately, clinicians move about frequently (particularly in
public systems). Bipolar disorder is also linked to a
peripatetic lifestyle in some patients.

Pharmacological treatments
Lithium

Lithium remains the mainstay of prophylaxis [62].
Many placebo-controlled trials [6] demonstrate that it
reduces both frequency and severity of manic and
depressive episodes (lesser recurrence in 50% and no
relapse at all in 20% [134]).

Unfortunately, non-compliance is common (18-53%)
[6]. Patients cite four reasons: dislike of medication
controlling mood; resistance to the idea of having a
chronic illness; feeling depressed; and experience of
side-effects, particularly lethargy, lack of coordination
and ‘dulling’ of the senses. In the same study, clinicians
list these reasons: feeling well and seeing no need to
continue medication; missing the ‘highs’ of hypomania;
and being bothered by the idea of having a chronic
illness [135].

One consequence of non-compliance is that rapid dis-
continuation of lithium leads to a high rate of relapse,
greater than the ‘natural’ pattern [93]; 50% of patients
relapse within 5 months (mostly with mania).

Carbamazepine

The single placebo-controlled prophylactic study of
carbamazepine [136], with 22 patients over 1 year, failed
to demonstrate its superiority over placebo. Five ran-
domised double-blind comparative studies against lithium
have been reported [137-141], most of which found no
difference between the two treatments. In a study by
Denicoff et al. [141] 52 outpatients with BD were ran-
domised in a double-blind fashion to 1 year of lithium or
carbamazepine with a crossover in the second year and
a combination in the third year. Lithium was more effec-
tive than carbamazepine in preventing mania but not
depression, and the combination was better than mono-
therapy. Greil ef al. [142], in an open randomised pro-
spective study over 2.5 years, found lithium superior to
carbamazepine in bipolar I but not bipolar II patients. No
head-to-head prophylactic studies comparing lithium

and carbamazepine have been done in rapid-cycling
patients.

Valproate

In the only double-blind trial [105], 372 patients
recently recovered from a manic episode were given
valproate, lithium or placebo for 1 year. There was no
difference between either anticolvulsant and placebo
in time to first relapse, possibly due to the inclusion of
milder cases. The largest open randomised study [143]
compared valpromide and lithium in bipolar and recur-
rent unipolar patients over 18 months; patients experi-
enced a reduction in depressed and manic episodes with
both drugs. No details are offered in the Bowden et al.
[105] maintenance trial for rapid-cycling illness; open
studies [144] indicate prophylactic antimanic and
antimixed, but not antidepressant, activity.

Lamotrigine

Recent trials by Bowden et al. [145] and Calabrese et al.
[146] report that lamotrigine is more effective in preventing
bipolar depressed episodes than lithium or placebo, but
appears to be less effective than lithium in preventing manic
relapse. Frye et al. [43] undertook a placebo-controlled
randomised crossover trial of lamotrigine and gabapentin
in patients, of whom most had refractory bipolar (mainly
rapid-cycling) disorder. Lamotrigine was globally more
effective than both gabapentin and placebo, but findings
were not given for bipolar and unipolar groups.

Combination drug therapies

In practice, combinations of mood stabilisers are used
frequently, particularly in prophylaxis. There is now grow-
ing, albeit still minimal, evidence from RCTs that combin-
ing lithium and carbamazepine and/or valproate enhances
efficacy. Kramlinger and Post have reported, in both acute
mania [147] and depression [100], that a substantial pro-
portion of those who do not respond to carbamazepine will
respond to the addition of lithium. Denicoff e al. [141]
found a combination of lithium and carbamazepine more
effective in prophylaxis than either alone. They also
compared the effect of valproate plus lithium in 24
patients who had completed a 3-year trial comparing lith-
ium, carbamazepine and their combination, and found that
a third had a moderate or marked response [148].

Suicide prevention

Lithium may reduce the suicide rate, an effect seem-
ingly unrelated to prophylaxis [20]. Discontinuing lithium
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can elevate the risk. Baldessarini ef al. [149] reported a
6.5-fold reduction in suicide risk with treatment, and
a 20-fold increase in the year after discontinuation.

Psychological treatments

Although drugs remain the primary treatment, associ-
ated psychological treatments are valuable [150]. The
limitations of medication in alleviating symptoms and
functional impairment highlight the need for psycho-
social interventions which aim to reduce symptoms,
prevent relapse and recurrence, restore social and psy-
chological functioning and support patient and family.
Specific goals include a therapeutic alliance, adherence
to medication, regular cycles of activity and sleep, iden-
tification of prodromes, improved symptoms and coping,
and amelioration of varied psychosocial effects.

Psychological adjustment covers stigma, fear of recur-
rence, interpersonal difficulties, marital, family and
parenting issues, educational or occupational disruption
and the negative consequences of acute episodes.

A range of treatments help, but the style, intensity and
focus vary for each patient. The psychological treat-
ments presented hereafter may be applied in combina-
tion in clinical practice.

Psychoanalysis

The use of psychoanalytically orientated psycho-
therapy to reduce relapse and improve interepisodic
functioning has been described [151], but no controlled
trials have been done.

Psycho-education

This offers patient and family a conceptual and prac-
tical approach to the illness and its treatment, and
increases satisfaction with treatment and adherence
[152-154]. Brief psychoeducation can enhance adher-
ence and identify early warning signs [155,156]. In an
RCT, Perry et al. [156] found that teaching patients to
recognize early symptoms of mania and to seek treat-
ment increased the time to first relapse and improved
social functioning and employment.

Cognitive therapy (CT)

The roles of cognitive vulnerabilities and stressful life
events in unipolar depression have been well researched
[157,158]. The little work on BD suggests that negative
coping style combined with stressful life events can
likewise lead to episodes of depression and mania
[159,160]. Furthermore, patients tend to have more

dysfunctional attitudes (even when euthymic) than the
general population [157,159]. Their self-esteem is more
unstable; they have a greater need for social approval;
they are perfectionistic and show poorer problem-
solving skills [160].

Cognitive therapy aims to identify and manage stress,
prodromes and symptoms, and to prevent relapse or
recurrence through monitoring and challenging negative
assumptions and thoughts [161]. Clinical advantages
include brevity, a coherent theoretical framework and
rationale, and enhancement of the sense of helping
oneself [160].

Adaptation of cognitive behaviour therapy (CBT) to
the particular needs of patients with BD has been
described in both case reports [150,162—-164] and open
trials [161,164—-167]. Controlled trials of individual CT
conducted by Cochrane [155], Perry et al. [156], Zaret-
sky etal. [168], Lam et al. [169,170] and Scott et al.
[158], and of group CT by Hirschfeld et al. [171] show
varying effectiveness. The principal targets of therapy
have been adherence [155], recognition of prodromes
[156] and management of symptoms [160]. Most studies
show improved mood, coping and adherence and reduced
admissions. Gains are greater for depressive than for
manic symptoms.

Schema-focused CT has been recommended [172,173]
for delaying the onset of a new episode, reducing the
duration and severity [172], and promoting adaptation to
the illness [173]. Whereas CT seeks to alter distorted
beliefs, schema-focused CT [174,175] uses emotive,
interpersonal, cognitive and behavioural interventions.
Schemas are changed most effectively at times of high
arousal. Use in personality disorders [176,177] and BD
[172] is encouraging.

Interpersonal and social rhythm therapy (IPSRT)

This therapy [178,179] proposes that stressful life
events influence the course of BD by disrupting daily
routines, social patterns and sleep habits. Patients are
guided to regulate their ‘social rhythms’ when stressed
and to address interpersonal problems linked to the onset
and persistence of bipolar episodes. Preliminary results
of evaluation at the University of Pittsburgh show that
after a year, patients treated with IPSRT are better than
those in ‘intensive clinical management’.

Group therapy (GT)

This has been successfully applied as an adjunct to
medication. The emphasis is on adherence and ‘here and
now’ interpersonal issues [22,180,181], lithium monitor-
ing and problem-solving [182]. In Bauer and McBride
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[183], psychoeducation and realistic goal setting were
effective. A recent RCT by Colom et al. [184] found that
group psychoeducation prevented recurrence of episodes
in bipolar I and II patients.

Family-focused treatment (FFT)

This covers such aspects as communication, problem
solving skills [185] and psychoeducation, which deals
with multiple family stresses leading to high levels of
expressed emotion [186].

In one random allocation controlled study comparing
brief FFT (with medication) to standard hospital care
[187], the family intervention yielded enduring benefits.
A study of marital therapy in BD patients [188] found
superior adherence and general functioning compared to
a medication-only comparison group.

There have been two RCTs on patients who had
experienced an acute bipolar episode [189,190]. The
comparison group in the first study received two ses-
sions of family education followed by crisis manage-
ment as required, and in the second, individual therapy
concentrating on symptom management and problem-
solving. Miklowitz et al. [189] found that patients
receiving FFT had fewer depressive (but not manic)
symptoms, especially in high EE families. Goldstein
et al. [190] found positive effects only after 2 years.

Famil-focused treatment can improve quality of life
and decrease the relapse rate in dysfunctional families
[191]. Standard treatment (medication plus clinical
management), standard treatment plus family therapy,
and standard treatment plus multifamily group therapy
have been compared [192]. The two family treatments
proved superior, but in dysfunctional families only.

In summary, family or couple therapy, together with
medication, is effective for patients recovering from an
acute episode. Improving the family environment may
protect the patient from relapse or residual symptoms.

The role of psychological treatments

Psychological treatments combined with medication
yield the most effective and enduring outcome. Psycho-
education with a focus on adherence improves compli-
ance and thus reduces relapse rates. Cognitive therapy
alleviates symptoms (particularly depression) and
improves social and psychological functioning. Initial
data suggest that IPSRT improves functioning between
episodes of illness. Family- or couple-focused psycho-
education improves the environmental milieu, decreases
symptoms and prolongs the treatment benefit.

Meta-analyses

There are no meta-analyses of psychological treat-
ments.

Of two Cochrane meta-analyses of the prophylactic
value of lithium, the first [193] examined lithium as a
maintenance treatment. Using relapse rate as the princi-
pal outcome measure, three studies included only BD
patients, or had separately randomised BD groups
[36,194,195] (212 patients). Lithium was more effective
than placebo in preventing relapse (OR 0.28, 95%
CI + 0.09-0.93); the NNT ranged from 4 (95% CI = 3-6)
[192] to 14 (95% CI = 4) [36]. When manic and depres-
sive relapses were examined separately, results were
similar but not significant.

In the other analysis [196] (of the Bowden et al. study
[106]) lithium and valproate were not more effective
than placebo in preventing relapse.

A meta-analysis by Dardennes et al. [197] of the role
of carbamazepine and lithium in preventing relapse con-
cluded that the efficacy of carbamazepine was still an
open question.

Davis et al. [198] focused on the random-assignment,
double-blind, placebo-controlled and case-control
matched-subject studies of lithium in the prevention of
recurrence (n = 514). They found that the drug reduced
the rate by half (82% with placebo, 32% with lithium;
x> =126, p=10 (-29), OR =0.12, 95% CI = 0.09-0.18).
Carbamazepine was only a little less effective than
lithium (60% with lithium and 55% with carbamazepine).

Insufficient studies precluded determination of lith-
ium’s antisuicidal effect in both combined mood dis-
order and BD samples.

Treatment guidelines (by phase of illness)

As there are no specific treatment studies for BD II,
these guidelines refer to BD generically (studies have
either described a BD I sample or not differentiated
between subgroups).

Acute treatment of mania and mixed episodes

Treatment of manic episodes

There are two components. The first is use of a mood
stabiliser (lithium, valproate, carbamazepine or olanza-
pine) for the elevated mood. The second is concurrent use
of an antipsychotic or benzodiazepine (or their combina-
tion) to calm or sedate until the mood stabiliser takes effect
(approximately 1 week). If olanzapine is used as a mood
stabiliser, no other antipsychotic is required. For doses of
adjunctive antipsychotics and benzodiazepines, refer to
Therapeutic Guidelines: Psychotropic [17] (Fig. 3)



292 CPGs FOR BIPOLAR DISORDER

Adjunctive/symptomatic

Mood stabiliser
treatments ¥
+/-
~_
Lithium [I] OR Valproate [I] Aims
e contain aggressive /
Commence with Commence with overactive / disturbed
750-1000 mg daily 400-800 mg daily behaviour
Determine serum Determine serum * ftreat psych051.s
level after 5-7 days level after 5 days * manage sleeping
of steady-dose of steady-dose difficulties
treatment (aim for treatment
serum concentration Options [V-I]
of 0.8-1.2 mmol/L)
Oral
OR » Benzodiazepines (diazepam,
Use loading dose clonazepam, lorazepam)
strategy commencing » Antipsychotics (risperidone,
at.20—30 mg/kg olanzapine, chlorpromazine,
(aim for serum thioridazine, haloperidol)
concentration of
300-800 pmol/L) Parenteral (only use if oral
OR administration is not possible or
Carbamazepine [I] 1neffect1ve)' .
» Benzodiazepines
Commence with 200-400 mg daily (midazolam IM, diazepam IV)
Determine serum levels after 5-7 days of « Antipsychotics (droperidol
treatment (aim for serum concentration of IM, haloperidol IM,
17-50 pmol/L) zuclopenthixol IM)
OR
OlanzapineJr [II]
5-20 mg daily

Figure 3. Treatment of manic episode. "If using olanzapine as a mood stabiliser, avoid adjunctive treatment with a
antipsychotic. *Adjunctive treatments may be initiated when the patient is being assessed or their physical state corrected
before or concurrently with the introduction of a mood stabiliser. May not be necessary if the manic episode can be
contained by mood stabiliser alone.
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For lithium and valproate, the therapeutic range to
treat acute mania is well established (see section headed
"Therapeutic drug monitoring’ earlier). For carba-
mazepine, the range for epilepsy is a guide, but dose is
determined by monitoring clinical response.

Treatment of mixed episodes

The best evidence concerns valproate [37], though it
is based on one post-hoc analysis [36]. The data for
carbamazepine and lithium are limited, although the
latter may be used if response to anticonvulsants is poor.
Olanzapine is effective in samples of manic and mixed
patients (Table 3).

Failure to respond

When to change treatment depends on urgency and
degree of response. Options include increasing the dose
and/or blood levels of the mood stabiliser, switching
mood stabilisers, combining mood stabilisers or adding
an adjunctive antipsychotic like risperidone or haloperi-
dol. The best evidence is for augmentation of the mood
stabiliser with risperidone, olanzapine or haloperidol.
Combining mood stabilisers is the next best option. ECT
is considered if all other strategies fail (Fig. 4).

Continuing treatment

Following remission of an initial episode of mania,
the mood stabiliser is continued for at least 6 months.
Benzodiazepines or antipsychotics are withdrawn once
the episode has resolved. For those with a solid BD
history, recommended guidelines are based on con-
sensus and clinical wisdom, which consider illness
frequency, severity and disability (Table 4).

Acute treatment of bipolar depression

In established BD, two clinical scenarios require con-
sideration: bipolar depression that arises in the absence

Table 3. Treatment of mixed episode

Valproate [l1]
Carbamazepine [IV]
Lithium [V-1]
Olanzapine [lI]t

Two RCTs with combined manic and mixed patients;
no studies in pure mixed state group.

of medication (i.e. de novo depression) or when treat-
ment is in place (i.e. breakthrough depression).

De novo depression

Treatment is determined by the nature and severity of
the illness. The first step is to institute antidepressant
treatment (Table 5)

Mood stabiliser alone: The expert consensus guide-
lines of Sachs et al. [13] recommend a mood stabiliser
alone (usually lithium) unless this has been unsuccessful
in the past or is poorly tolerated, in which case lamot-
rigine or valproate can be used. The mood stabiliser
prevents switching into mania. This may be sufficient
in patients who are not psychotic, suicidal or hospital-
ized. The snag is the delay of four or more weeks for
the antidepressant effect. Thus, where risk of self-harm
is obvious, concomitant use of an antidepressant is
necessary, despite the chance of precipitating mood
instability.

The mood stabiliser’s use is optimized by monitoring
plasma levels periodically [129]. Lithium is generally
preferred [13], since it is more effective than placebo for

Optimise mood stabiliser (dose/blood levels) [V-I]
OR
Switch/substitute mood stabiliser [V-I]
OR
Combine mood stabilisers [ITI-I]
OR
Augment mood stabiliser with olanzapine, risperidone
or haloperidol-r [11]

Continuing failure to respond

e

1. Re-evaluate diagnosis—consider alternate
causes (other psychoses, organic disorders)

2. Electroconvulsive therapy [II]

Figure 4. Failure to respond to treatment of mania and
mixed episodes. "Do not use other adjunctive
antipsychotics with this combination.
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Table 4. Criteria for continuing treatment

First manic episode:
Continue treatment for at least six months [V-]
Manic episode in established bipolar iliness [V-1]:
Grof & Angst: At least two episodes of mania or depression (including current episode) within 2 years

NIMH consensus development panel guidelines: Single manic episode or both hypomanic and depressed episode. Also consider
past suicide attempts, psychotic episodes and functional disability associated with episodes

Goodwin & Jamison: Two major episodes of mania and/or depression, irrespective of frequency

Table 5. De novo depressive episode’

Initiate and optimise mood stabiliser* [I1]
OR
Initiate and optimise mood stabiliser and antidepressant concurrently$ [V-I]

TBipolar depression in the absence of any ongoing medication regardless of prior treatment. ¥*The American Psychiatric Association
recommends first-line use of a mood stabiliser [12]. The antidepressant effects of mood stabiliser monotherapy may take up to

4-6 weeks to develop and is not advisable for patients who are psychotic, suicidal or hospitalized. $The concurrent deployment of a
mood stabiliser reduces the risk of switching into mania [112,113].

the depression and prevents both depressive and manic
recurrences. However, evidence for an antidepressant
effect is less impressive than that for an antimanic one
and onset of action is slow. Lamotrigine is an effective
antidepressant but its antimanic effect is unproven.
Lithium or lamotrigine are first-line options. Valproate
and carbamazepine are less effective in bipolar depres-
sion [13,37,199], although the former warrants consider-
ation in rapid cycling [200].

Mood stabiliser and antidepressant combined: A
widely used alternative to a mood stabiliser on its own is
concurrent use of an antidepressant, since this may
enhance and speed up antidepressant efficacy and dimin-
ish the risk of switching into mania [114,115].

Breakthrough depression

If a patient is maintained on a mood stabiliser, the first
step is to optimize its effect by ensuring compliance and
checking serum concentrations [120]. If this fails, one
can add an antidepressant or a second mood stabiliser
(Fig. 5)

Adding an antidepressant: Antidepressants should not
be used on their own in view of their propensity to
induce mania or rapid cycling. The older MAOIs are

advantagous, particularly in patients with anergic
depression, but are limited by dietary restrictions. Like
TCAs, they can promote mood instability. First-line
choices are therefore an SSRI or venlafaxine [13] in that
order [201,202]. MAOIs and TCAs should only be
considered thereafter [203]. On the other hand, MAOIs
are potent agents for bipolar depression, and should be
considered when appropriate. Newer antidepressants like
mirtazapine, nefazodone and reboxetine await system-
atic study.

Once the bipolar depressive episode has resolved, anti-
depressants are to be tapered to minimize switching into
mania, and the mood stabiliser continued. This is usually
achieved between 2 weeks and a few months [204-206].

Adding a second mood stabiliser: This strategy is
widely used and is as effective as adding an antidepres-
sant [102], though more likely to cause side-effects. The
additional mood stabiliser can be lithium, valproate or
carbamazepine [141]. Lamotrigine is another choice (but
at a reduced dose when combined with valproate, given
the risk of rash).

Overall, adding an antidepressant is probably the pre-
ferred strategy to treat breakthrough depression during
monotherapy. Alternatively, a second mood stabiliser
can be tried, particularly if combined therapy is likely to
be long-term.
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Check blood levels'

&L

Inadequate blood levels

&

Optimise mood stabiliser '::> Adequate blood levels

Add amtidepressent¢ [11]
OR

Add second mood stabiliserS [11]

Table 6. Choosing an antidepressant

SSRIst 1]
TCAs*[ll]

MAOIsS [l1]
Venlafaxine" [111][1]

TSSRIs have proven benefit [102,109,119]. *TCAs are as
effective as in major depression, but of limited long-term use
[194,205] and carry a switching risk [108]. $Conventional
MAOIs, in particular tranylcypromine, are effective [120,207].
The threshold for prescribing should be lower than in major
depression. MAOIs may be prescribed prior to TCAs when
there are anergia and melancholic features. "Has been trialled
in bipolar Il depression (Amsterdam and Garcia-Espana
2000).

Table 7. Choosing a mood stabiliser

Figure 5. Breakthrough depressive episode on single
mood stabiliser. 1See ‘Therapeutic drug monitoring’
section. *Combining an antidepressant with a mood
stabiliser may enhance and speed up antidepressant

efficacy [102,119]. $Data is only available for the
combination of lithium and carbamazepine [141].
However, lamotrigine is another choice when
considering the addition of a second mood stabiliser.
The dose of lamotrigine should be halved when combined
with valproate.

Choosing an antidepressant

SSRIs are the antidepressants of choice [102,109,119]
because of their proven benefit and the low risk of
switching. Venlafaxine is a suitable alternative. MAOIs
and TCAs, which are effective for bipolar depression
[108,120,194,205,207], are of less value in the long term
because of side-effects and the switching risk. The
threshold to prescribe MAOIs is less than that in major
depressive disorder, especially when anergia and melan-
cholic features are prominent (Table 6).

Choosing a mood stabiliser

Choice is dictated as much by patient features and
clinician preference as by clinical indication. The evi-
dence favouring lithium and lamotrigine is noteworthy
[43,106]. Combining olanzapine and fluoxetine is another
option [125] (Table 7)

Lithium[ll]

Lamotrigine* [1]

Olanzapine/fluoxetine combination$[l1]

fLithium is effective, but less so with rapid cycling [37]. It may

also protect against suicide [149]. *Lamotrigine is effective
[43,106]. $[52,125].

Failure to respond

Compliance and optimizing serum concentrations and
dose should be carefully considered. Later prescribing is
more complex, as less is known about the efficacy of
drug combinations. Mood stabilisers and antidepressants
can be substituted, or another mood stabiliser added.
Lithium should have been trialled by this stage (Fig. 6)

Various mood stabiliser pairs can be tried and to these
a range of antidepressants may be added, one at a time.
However, choice of the latter is guided by the differences
between antidepressant classes. If the patient remains
depressed or responds only partially, the depression can
legitimately be described as treatment-resistant.

With continuing failure, diagnosis and all past
treatments are reviewed. Organicity may be overlooked
and must be confidently excluded. Furthermore, the
impact of a comorbid medical or psychiatric condition
is thoroughly assessed. Consideration is also given to
psychosocial factors that may be hindering recovery.

ECT is arguably the most effective treatment for both
unipolar and bipolar depression. It should be tried in
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resistant cases, particularly if it has been effective in the
past or psychotic features are evident [208]. Bipolar
patients respond sooner and require a briefer course than
unipolar patients [130].

Treatment strategies
Switch/substitute antidepressants'r [V-II]
OR

Switch/substitute mood stabiliserst [V-II]

OR

Electroconvulsive thelrapy§ [V-II]

Continuing failure to respond

¢ Confirm correct diagnosis

¢ Re-evaluate psychological/social factors
responsible for maintaining depression

¢ Consider adjunctive psychological therapies

Figure 6. Failure to respond to treatment of bipolar

depression. "No evidence for the treatment of bipolar

depression. Switch between classes of antidepressants
to enhance effectiveness and within class to reduce

side-effects and intolerance. *Administration of mood

stabilisers may overlap. See Table 7. SECT should not
be delayed, especially if previously effective or with

psychotic symptoms [208].

Continuing treatment

Following remission of the depressive episode, it is
appropriate to withdraw antidepressant treatment after
2-3 months to avoid precipitating mania or rapid-
cycling. However, it is necessary always to balance the
need to treat bipolar depression against these two risks
(Table 8).

Prophylaxis of BD
Criteria for launching long-term treatment

These are specified in Table 4.

Non-rapid-cycling: Two meta-analyses support evi-
dence from RCTs of the prophylactic value of lithium.
Randomised comparator studies (and meta-analyses)
indicate carbamazepine’s comparable efficacy. No studies
of carbamazepine or valproate have confirmed their
prophylactic superiority over placebo. Recent reports
have demonstrated lamotrigine to be more effective than
placebo in preventing episodes of bipolar depression, but
not mania (Table 9).

For patients on lithium, renal function (creatinine and
electrolytes) should be monitored every 3—6 months,
and thyroid function (including TSH) every 6—12 months,
in addition to clinical assessment. Abrupt cessation of
lithium leads to relapse of mania (or, less likely, depres-
sion), often within months. Lithium should therefore be
withdrawn gradually over 1-2 months.

For carbamazepine and valproate, haematological and
hepatic function should be monitored every 3—6 months.

Rapid-cycling: There is no convincing RCT evidence
that mood stabilisers are effective. Valproate is effective
in open studies. Lamotrigine has shown mood stabilizing
properties in a double-blind placebo-controlled cross-
over study in a mixed unipolar and rapid-cycling bipolar
group, but no breakdown of therapeutic response by
diagnostic subgroup was provided [43]. No studies of
lithium are available (Table 10).

Table 8. Continuing treatment after bipolar depression

Withdraw antidepressant treatment after 2 to 3 months to avoid precipitating mania/rapid-cycling [V-I1]

Maintenance treatment with antidepressants. Have a role in the treatment of patients with recurrent depressive episodes if
administered in conjunction with a mood stabiliser. Need to balance the need to prevent episodes of depression versus the risk

of precipitating mania/rapid cycling [V-1]
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Psychological interventions

Psychological treatments should be considered, in
conjunction with medications. Long-term psychological
difficulties in BD patients include not wishing to accept
the diagnosis, negative effects on self-concept and self-
esteem, and stigma. Random controlled trials of psycho-
education therapies (individual, family and group) show
their utility in reducing relapse (particularly depression).
Cognitive behaviour therapy is also effective. Inter-
personal and social thythm therapy (IPSRT) has been
recommended and the outcome of controlled trials is
awaited (Table 11).

Failure to respond

Non-rapid cycling: Adding a second mood stabiliser
(particularly lithium and valproate) enhances prophy-
laxis (Table 12).

Rapid cycling: Potential causes should be excluded
and managed, that is, associated substance abuse, anti-
depressants and (subclinical) hypothyroidism. High dose

thyroxine has been recommended in exceptional cases
[209], but with great caution in view of the risk of
adverse cardiac effects (Table 13).

Special groups
In pregnancy and breastfeeding
Pregnancy

Lithium: The Danish Register of Lithium Babies indi-
cates an increased rate of cardiovascular malformations
[210]. A review of pooled data points to a modest risk of
Ebstein’s anomaly of the tricuspid valve [211]. A pro-
spective controlled study of 148 women with babies
exposed to lithium has shown relative risks of 1.2 for
all congenital anomalies and 3.5 for cardiac anomalies
[212].

The ‘floppy baby’ syndrome (hypotonia, cyanosis and
poor suckling) may result from lithium toxicity [213].
Lithium has also been reported to affect neonatal thyroid
function. A 5-year follow-up of 60 children exposed to

Table 9. Long-term treatment: non-rapid cycling

Lithium [1]

(Aim for serum concentration of 0.6—-0.8 mmol/L)
OR

Lamotrigine [I1]

useful)
OR
Valproate [llI-11]

OR
Carbamazepine [l1]

(Usual dose range 600—1200 mg; serum concentration 17-50 pmol/L)

(Note that the evidence is for prevention of bipolar depressed episodes. Usual dose range 50—300 mg; serum concentration not

(Usual dose range 1000-2500 mg; serum concentration 350—700 pmol/L)

Table 10. Long-term treatment: rapid-cycling

Valproate [IV]

OR
Lamotrigine [IV]

OR
Carbamazepine [IV]

OR
Lithium [V-I]
(Aim for serum concentration of 0.6— 0.8 mmol/L)

(Usual dose range 50-300 mg; serum concentration not useful)

(Usual dose range 1000 to 2500 mg; serum concentration 350—700 pmol/L)

(Usual dose range 600 to 1200 mg; serum concentration 17— 50 pmol/L)
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lithium in the second and third trimesters found no
increase in developmental anomalies [214]. This is sup-
ported by a follow-up of 21 infants, in whom develop-
mental milestones were normal [215].

Anticonvulsants: Data on safety in pregnancy derives
from studies of women with epilepsy. Spina bifida
occurs in 0.5-1.0% of babies exposed to carbamazepine
in the first trimester [216] and in 1-5% of those exposed
to valproate (0.03% in the general population) [217].
The risk may be elevated with higher serum levels and
the use of more than one anticonvulsant. Orofacial clefts
and other minor malformations may also be linked to
these drugs. Withdrawal seizures in infants have been
reported with valproate [218]. A prospective controlled
study of 36 infants indicates no developmental delay or
cognitive impairment with carbamazepine use through-
out pregnancy [218].

Recommendations for treatment (first trimester):
Where possible, slowly taper both lithium and anti-
convulsants (to avoid relapse and withdrawal seizures,

Table 11. Psychological interventions in bipolar

disorder
Psychoeducation
Individual [I1]
Family-focused therapy (FFT) [ll]
Group [l]
OR

Cognitive behavioural therapy [Il]
OR
Interpersonal and social rhythm therapy (IPSRT) [V-1]

respectively) before conception, at a time of low risk of
relapse and diminished stress. If use of a mood stabiliser
is essential, lithium is safest. If first trimester exposure
has occurred, an ultrasound scan and echocardiogram
should be performed at 16-20 weeks to exclude cardio-
vascular, midline and other defects; alpha-fetoprotein
levels should be measured, since high levels are associ-
ated with congenital abnormalities. With inadvertent
exposure to anticonvulsants, folate (which may reduce
the risk of neural tube defects) should be given until the
end of the first trimester [219]. Antipsychotic medica-
tion may have to be used to achieve control of disturbed
behaviour linked to relapse of mania.

Recommendations for treatment (second and third
trimesters): Mood stabilisers can be recommenced in
the second trimester. Lithium requirements increase
in the third trimester, but it is wise to reduce the dose by
25% just before delivery to prevent possible neonatal
toxicity. Moreover, babies should be monitored for tox-
icity for the first 10 days. If the mother does not intend
to breastfeed, anticonvulsants should be reduced before
birth to minimize the risk of neonatal withdrawal symp-
toms. As women with BD are at particular risk of post-
partum relapse (50%) [220], mood stabilisers must be
recommenced after the birth.

Breastfeeding

The post-partum period is emotionally challenging for
any woman, but for those with BD the risk of mania,
depression and psychosis is particularly high. Reich and
Winokur [221] examined the frequency of post-partum

Table 12. Failure to respond to prophylaxis in bipolar disorder: non-rapid cycling

Exclude non-compliance
Treat any comorbid substance misuse

Trial alternative mood stabiliser alone or in combination with current mood stabiliser (strongest evidence is for lithium + valproate) [l11-1]

Table 13. Failure to respond to prophylaxis in bipolar disorder: rapid cycling

Exclude non-compliance

Treat any comorbid substance misuse

Exclude antidepressant-induced affective instability
Exclude subclinical hypothyroidism

Trial alternative mood stabiliser alone or in combination with current mood stabiliser (strongest evidence is for lithium + valproate) [IV]
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episodes in 20 bipolar mothers and 29 first-degree
women relatives, and found the very high rates of 30%
in the patients and 20% in the relatives. Piontek et al.
[222] reported that episodes of depression in BD women
can reach 70% post-partum.

Lithium: Only 10 case studies of infants exposed to
lithium have been reported. Infant serum levels, espe-
cially at a higher dose, can be sharply elevated (relative
dose 20-50%) [223]).

Carbamazepine: No adverse behavioural effects were
found in 24 infants exposed to carbamazepine [210].
However, one infant had reversible hyperbilirubinaemia
and elevated liver gamma-GT, and another had revers-
ible hepatitis.

Valproate: As valproate is highly protein bound, it is
found in low concentrations (5% of maternal plasma) in
breast milk [224]. No apparent adverse consequences
were found in 17 infants exposed to sodium valproate
[224].

Conclusions

Substantial evidence from RCTs and/or meta-analyses
are available for a range of treatments for BD. Accelera-
tion of progress since the early 1990s has been marked.
The advent of these therapies, both drug and psycho-
logical, means that the majority of patients with this
recurrent and disabling condition may be effectively
treated.
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Appendix

National Health and Medical Research Council principles and the grading of evidence

The recommendations within these guidelines are based upon the available evidence (randomised controlled trials of
interventions, systematic reviews of research evidence and clinical practice) for treating people with bipolar disorder.
Where systematic evidence is lacking, evidence of lower order has been incorporated.

Table 14. Levels of evidence ratings [225]

Level

Level 1
Level 2
Level 3—1

Level 3-2

Level 3-3

Level 4
Level 5-1
Level 5-2

Indication in
text

(1
[n
[=1]

-1
[
[v]

(V-]
[V-I1]

Definition

Evidence from a systematic review of all relevant randomised controlled trials
Evidence from at least one correctly designed randomised trial

Evidence from well-designed pseudo-randomised controlled trials (alternative allocation or other
method)

Evidence from comparative studies with concurrent controls and allocation
Non-randomised (cohort) studies, case control studies, or interrupted time series with a control group

Evidence from comparative studies with historical control, two or more single arm studies, or,
interrupted time series without a parallel control group

Evidence from case series, post-test or pre-test/post-test
Expert consensus systematically obtained, e.g. Delphi
Expert consensus, not systematically obtained




