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REVIEW

Bipolar disorder, characterised by alternating discrete episodes of (hypo)mania and depression, provides unique diagnostic and
treatment challenges. Updated diagnostic (DSM-5) and current pharmacological treatment recommendations are briefly reviewed

here.
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Introduction

Bipolar disorder (BD) is a relatively uncommon (~1%-4.5%
lifetime incidence), recurrent mood disorder, with strong genetic
undertones, characterised by significant mood swings between
depressive and (hypo)manic episodes.'? (Figure 1.) Bipolar
cycling may be rapid (four mood cycles a year), and periods of
euthymia may be elusive3 Although many with BD return to
fully functional levels between episodes, up to 30% show severe
impairment in occupational function.* Depression is usually
the predominant mood abnormality; the lifetime suicide risk
is estimated at 15 times higher than in the general population
and BD may account for a quarter of all completed suicides.>>
Co-morbid anxiety and substance misuse are common and may
contribute to mood instability.?
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Figure 1. Mood changes over time in bipolar disorder type |, bipolar
disorder type Il, and recurrent unipolar depressive disorder
M = mania; m = hypomania; D = depression.®

A manic episode is a distinct period during which there is an
abnormally, persistently elevated, expansive, or irritable mood
and persistently increased activity or energy that is present for
most of the day, nearly every day, for a period of at least one week
(or any duration if hospitalisation is necessary), accompanied by
at least three additional symptoms of mania, including inflated
self-esteem/grandiosity, significantly decreased need for sleep,
racing speech, flight of ideas/ideas that move quickly from one
subject to the next, easily distracted, increased goal-directed
activity and excessive involvement in activities that have a
high potential for painful consequences.” Once a patient has
experienced a full manic episode, irrespective of the presence
or severity of depressive episodes, the illness is classified as
BD I. (Figure 1.) By definition, the symptoms of BD | cause
clinically significant distress or impairment in important areas
of functioning. Psychotic features, usually mood-congruent
delusions which occur in approximately 50% of patients, also
demand a diagnosis of BD I.2 Substance use or abuse and other
medications (adrenergic agents, corticosteroids, conventional
antidepressants), and symptoms caused by general medical
conditions need to be excluded before diagnosing any phase of
BD, including manic episodes.”

In hypomania, the duration of symptoms, including elevated
mood, is shorter (four consecutive days) than in mania, and
the persistently increased activity is not necessarily goal
directed.® The episode is not sufficiently severe to cause
marked impairment in social or occupational functioning or to
necessitate hospitalisation.” (Figure 1.)

A major depressive episode is characterised by a two week period
of depressed mood and/or loss of interest or pleasure in almost
all activities for most of the day, nearly every day, accompanied
by significant weight gain or loss, insomnia or hypersomnia,
psychomotor agitation or retardation, loss of energy and
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the subtleties of hypomania may prove
difficult. Recently it was reported that
approximately 20% of unipolar depressed
patients in the antidepressant clinical trial
setting convert to a diagnosis of BD, and
that the risk of this diagnostic conversion
is positively associated with the number
of previous depressive episodes.® Other
potential distinguishing clues flagging
the possibility of depression of BD include
an abrupt and earlier age of onset,
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hypersomnia,  psychotic =~ symptoms,
shorter episodes of depression, comorbid
substance abuse and strong family
history.® Conversely, unipolar depression is
more commonly associated with somatic
symptoms, anxiety and loss of appetite/
weight than bipolar depressive episodes.’
Treatment of bipolar depression with P
conventional antidepressant agents is h il
often futile (hence perhaps the high
relapse rate), and furthermore, may
trigger manic episodes that last beyond
the pharmacokinetic and biological half
lives of these drugs. The importance
of a correct diagnosis, and therefore
appropriate treatment, is critical, and often
falls to a psychiatrist rather than a family
practitioner, particularly when there is a
risk of suicide, diagnostic uncertainty or
severe disability.? However, in a resource-
limited country, this may not always prove
practical.

Aetiology/pathophysiology
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Figure 2. (a) A true understanding of the pathophysiology of BPD must encompass different
systems on different physiological levels at which the disease manifests: molecular, cellular, and
behavioural. (b) Biological mechanisms underlying neuroplasticity. The remarkable plasticity
of neuronal circuits is achieved through different biological means including alterations in gene
transcription and intracellular signalling cascades. These changes modify diverse neuronal
properties such as neurotransmitter release, synaptic function and even morphological

characteristics of neurons.®

The proposed aetiology of mood disorders
iscomplexandinvolvesinterplays between

genetic  predisposition, psychological

vulnerability and life stressors, resulting in reinforcing loops of
molecular, cellular and neural dysfunction, inner distress and
ultimately changed behaviours.'®" (Figure 2.)

Predisposing, precipitating and perpetuating factors as well as
poor protective factors contribute significantly to the presenting
episode, while strengthening resilience and treatment offers
respite.’? Identifying these factors during case formulation
reinforces the foundation of a successful therapeutic relationship
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that is built on understanding individuals in the context of their
unique circumstances, and facilitates biopsychosocial treatment
interventions at multiple levels.” For instance, resilience, or the
ability to adapt to and recover from stress, is a mitigating factor
for all three phases of BD' and can be strengthened biologically
(using lithium as a neuroprotective agent), psychologically
(teaching cognitive reappraisal skills; online mindfulness-based
therapy), socially (improving social support), and through
lifestyle change (improving exercise habits).">8'¢ That said,
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pharmacotherapy forms the cornerstone of treatment for BD and
first-line recommendations are outlined briefly here."”

Pharmacological treatment

Evidence-based treatment guidelines differ slightly between
countries depending on usage patterns and availability of
licensed drugs. 8720 Lithium, the antiepileptic drugs (valproate
and lamotrigine) and the second generation antipsychotics
(SGAs) feature prominently.8'®1® Although their mechanisms
of action are diverse, these agents contribute to maintaining
neuronal integrity and stability. For instance, lithium, valproate
and lamotrigine are thought to stabilise neural conduction by
modulating dysfunctional voltage gated sodium and calcium
channels.”?" Intracellular actions of lithium and valproate include
stimulating cell survival pathways and increasing levels of
neurotrophic factors to improve cellular resiliency and to provide
neuroprotection.?>?* Valproate has also been shown to enhance
neuro-inhibitory GABA effects?® while possibly attenuating
neuro-excitatory glutamate’s effects by up-regulating calcium
chaperone protein, GRP 78.2¢ Valproate's effects on DNA histone
acetylation may possibly regulate epigenetic phenomena as
well.?7

The SGAs mechanism of antimanic action is related to
antagonising the arousing effects of both serotonin (5HT) and
dopamine, prominent neurotransmitter pathways implicated in
the pathophysiology of mania.Theirmechanismofantidepressant
action is speculative.¢ Olanzapine and quetiapine, which are
both licensed for bipolar depression, antagonise serotonin 5HT,,
receptors while stimulating 5HT, , receptors and this is thought to
contribute to their antidepressant effects. In addition, prefrontal
cortical dopamine levels are indirectly elevated by this 5HT,,
partial agonistic mechanism. Rapid dissociation of quetiapine
from the dopamine D, receptors as well as altered expression
of glutamate receptor subunits may also partially account for its
antidepressant efficacy in BD.?

The choice and dose of recommended agent/s are based on
patient preference, previous response, risk/benefit assessments,
clinical utility, concomitant medication and potential drug
interactions, safety monitoring of medications including
therapeutic drug monitoring, drug adherence, burden of disease
(mania vs depression) and phase of iliness.?

Long-term maintenance

Maintenance treatment in BD serves to preserve euthymia
and to limit the inexorable increasing frequency and severity
of future (hypo)manic or depressive episodes. Lithium, the
doyenne and gold-standard treatment for prophylaxis in BD, is
particularly effective for maintaining remission (preventing both
manic and depressive episodes), conferring anti-suicidal and
neuro-protective benefits.?® Lithium concentrations above 0.8
mmol/I are associated with an increased risk of hypothyroidism
and renal impairment especially in women and should be
monitored closely. In addition to lithium, there is good evidence
for olanzapine, quetiapine, risperidone long-acting injection
(LAI) and valproate monotherapy preventing manic relapse, and
lamotrigine, quetiapine and lurasidone preventing depressive
relapse.'”82°The SGAs or dopamine antagonists/partial agonists

are associated with metabolic side-effects while lamotrigine is
associated with serious skin rashes, and dose titration is indicated
when initiating therapy with this AED.

Manic episode

Pharmacological strategies include tapering and discontinuing
conventional antidepressants, corticosteroids and stimulants
that increase the levels of serotonin, noradrenaline and/or
dopamine.

For patients who suffer a manic episode while taking long-term
treatment, it is prudent to ensure drug adherence and that the
highest recommended dose of SGA or valproate is taken. For
patients taking lithium, if plasma levels are at the upper end of
the target range (0.6-0.8 mmol/l), consider adding an SGA or
valproate,'” because additive efficacy may be achieved through
combination therapy targeting both pre- and postsynaptic
sites.>30

For patients not already taking long-term treatment, oral
administration of a dopamine antagonist achieves a rapid anti-
manic effect. Trial data suggest that haloperidol, olanzapine,
risperidone and quetiapine are particularly effective in
short-term reduction of symptoms, while aripiprazole and
other dopamine antagonists/partial agonists (paliperidone,
ziprasidone, asenapine) are also valuable options.!” Valproate
is an alternative but should not be used for women of child-
bearing potential because of its unacceptable teratogenic risks.
It should also be noted that valproate is an enzyme inhibitor
and the risks for drug-drug interactions are therefore elevated.
In particular, it inhibits glucuronidation, which may increase
lamotrigine levels significantly. Lithium and carbamazepine may
also be considered in this setting.

Depressive episode

There is insufficient evidence for conventional antidepressants
in bipolar depression, possibly indicating an aetiology that is
sufficiently distinct from major depressive disorder3' These
agents, particularly the dual acting (venlafaxine, duloxetine,
amitriptyline and imipramine) may also trigger mania? and
should probably not be prescribed in the absence of a long-
term anti-manic agent (lithium, valproate, dopamine receptor
antagonist/partial agonist). Only fluoxetine, in combination with
olanzapine, has good supporting evidence for efficacy in bipolar
depression.

Rather, based on current evidence, quetiapine, olanzapine,
lurasidone, or the AED, lamotrigine, are recommended for
patients suffering a relapse whilst on long-term treatment, as
well as for those not yet taking long-term treatment.'” Lithium
is considered when symptoms have improved, especially as a
prelude to long-term treatment. Continuation treatment of a
depressive episode (three months in remission) is usually shorter
than for unipolar depression (six months in remission). (Figure 3.)

It should be noted that following discontinuation of anti-
bipolar agents, the risks of relapse and recurrence remain, even
after years of sustained remission or recovery. Abrupt lithium
withdrawal may lead to early relapse to mania. Discontinuation
of any drug should be tapered down over at least 4-8 weeks,
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Figure 3. Transition from acute illness through the continuation and maintenance treatment. The acute phase of mania is typically weeks whereas
acute depressive episodes may last months.>

other (psycho-social) treatment options should remain in place
and patients should continue to be monitored regularly, and
preferably lifelong.?

Conclusion

Bipolar disorderis a potentially seriousillness that may be difficult

to

manage, yet robust diagnostic criteria and evidence-based

treatment recommendations provide a working framework
for clinicians and thereby significantly improve outcomes for
patients.
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