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Bipolar disorder is a recurrent chronic condition and patients usually continue long-term medica-
tion from young age to prevent the recurrence of mood episodes. Antipsychotics play an impor-
tant role in acute and maintenance treatment of bipolar disorder, even when patients experience
no psychotic symptoms. Antipsychotics are also used in monotherapy and combination therapy
involving mood stabilizers such as lithium or valproate. However, limited antipsychotics are cur-
rently approved by the US Food & Drug Administration ; 10 kinds of antipsychotics were ap-
proved for manic or mixed episodes, 3 for bipolar depression, and 5 for maintenance therapy.
Before and after the use of antipsychotics, psychiatrists should carefully monitor baseline weight,
pulse, blood pressure, fasting blood glucose or HbA1c, blood lipid profile, and electrocardiogram
to evaluate QTc prolongation. During manic episodes or mixed features, antipsychotics rapidly
control agitation, aggression, and impulsivity. Repetitive injections of typical antipsychotics are
not implemented in bipolar patients as this practice is not evidence-based. However, long-acting
injectable atypical antipsychotics are approved and feature support on maintenance therapy for
bipolar patients. Although recent studies have shown the benefits of aripiprazole and olanzapine
on rapid-cycling bipolar patients, few studies support the effectiveness of antipsychotics in sui-
cide prevention. Moreover, while there is extensive evidence on the effectiveness of lithium in sui-
cide or self-harm prevention. In conclusion, antipsychotics, especially aripiprazole, quetiapine,
olanzapine, and risperidone, are effective to manage bipolar disorder in clinical settings. But
weight gain and cardiac conductance should be carefully monitored before and during the use of
antipsychotics. J Korean Neuropsychiatr Assoc 2018;57(4):301-307

KEY WORDS Bipolar disorder - Food & Drug Administration - QTc prolongation -
Metabolic syndrome - Mania - Mixed - Depression - Maintenance.
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Table 1. Antipsychotics and their dosage from labels approved by the U.S. FDA for bipolar disorders

10,11)

Antipsychotics FDA approved indications Dosage and administration (mg/day)
approved for  Mania or mixed Depression Maintenance Initial dose Recommended Maximum
bipolar disorders  features P dose dose
Aripiprazole Yes-adult 15 (mono) 15 30
10—15 (adjunct™)
Yes-pediatric 2 10 30
No Yes, long-acting - - -
injectable (2017)
Asenapine Yes-adult No No 10 (mono) x 21 5-10%2 10x2
(sublingually*) 5 (adjunct) x 2
Yes-pediatric 2.5%2 2.5-10%2 10x2
Cariprazine Yes No No 1.5 3-6 6
Chlorpromazine Yes No No - - -
Lurasidone No Yes-adult No 20 (mono or 20—-120 80 (renal/
(2013)1 adjunct) hepatic
Yes-pediatric 20 20-80 impairment)
(2018)
Olanzapine Yes-adult 10—15 (mono) - -
10 (adjunct)
Yes-pediatric 2.5-5 10 -
No Yes (2004) - - -
OFC No Yes-adult No 5 (olanzapine)+ - -
(2009) 20 (fluoxetine)
Yes-pediatric 2.5 (olanzapine)+ - -
(2013) 20 (fluoxetine)
Quetiapine (IR) Yes-adult 50x2 (mono or 400-800 800
adjunct)
Yes-pediatric 25x2 (mono) 400—-600 600
Yest (2006) 50 at bedtime 300 300
Yes® (2008) - - -
Quetiapine (XR) Yes-adult 300 (mono or 400—-800 800
adjunct)
Yes-pediatric 50 (mono) 400-600 600
Yest (2008) 50 300 300
Yes$ (2007) — - —
Risperidone Yes-adult No 2-3 1-6 -
Yes, long-acting - 25 IM every 50 IM every
injectable (2009) 2 weeks 2 weeks
Ziprasidone Yes-pediatric 0.5 0.5-6 -
Yes 40x2 40-80x%2 -
No Yes® (2009) 40-80x%2
(adjunct)

: Asenapine is poorly absorbed when swallowed, T :
Adjunchve to lithium or valproate, 1 :

. Twice daily. FDA : Food & Drug Admlnlsfrohon IM 2

. Years of approved by FDA, * :
Inframuscular, IR :

OFC : Olanzapine-fluoxetine combination, XR : Extended release
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. Including patients with bipolar Il disorder, § :
Immediate-release,



AUZMEOHOIM Antipsychotics2| AF2 F2F I HJ Jeon

a7} Rk FFA%
of e e

= S F, =tE) FA7I
&1 ARkt ARE- Gl Apo] 7} Lk
. dx 1025 HorE [aripiprazole, asenapine,
cariprazine, chlorpromazine, lurasidone, olanzapine, olan-
zapine—fluoxetine combination(©]3} OFC), quetiapine, ris-
peridone, ziprasidone]©| =Ad7Fofjol A ©= = lithium,
valproate®}2] gt o 7 4018 W9k o quetiapine
SA HEY (R A FEFXR) F 71 AFol 24+t 5
ol-g ¥t} -&Alsloll= 37 eF&E(lurasidone, OFC, que-
tiapine), -F217]°ll=
tiapine, risperidone, ziprasidone)©
= A H, =tk fA7) B 59
© oFE-2 HAY7HA| = quetiapine©] L3t Aot

Brole =25

571} @F=-(aripiprazole, olanzapine, que-
201 wrorr} Bhx|uk,

o]o 1k
‘__E =
ENGLe)
= SAA Fdell 57H¢] eFE(aripiprazole,

2z

Before starting antipsychotic medication, measure and record
the person’s :

* Weight or BMI

* Pulse

* BP

 Fasting blood glucose or HbATc

* Blood lipid profile

v

Before starting antipsychotic medication, offer the person an
electrocardiogram if :

* Drug'’s summary of product

* Physical examination : specific cardiovascular risk
(ex. hypertension)

* Family history : cardiovascular disease

« Personal history : sudden collapse, or cardiovascular risk factors
(ex. cardiac arrhythmia)

* The person is being admitted as an inpatient

v

Monitor and record the following during dose titration and then
regularly and systematically throughout antipsychotic medication :

* Pulse and BP affer each dose change

* Weight or BMI weekly for the first 6 weeks, then at 12 weeks

* Blood glucose or HbATc and blood lipid profile at 12 weeks

* Response to freatment, including changes in symptoms and behavior

« Side effects and theirimpact on physical health and functioning

* Emergence of movement disorders

* Adherence

Fig. 1. Flow to start antipsychotics medication in patients with bi-
polar disorders from the National Institute for Health and Care
Excellence guideline.” HbA1c : Glycosylated hemoglobin, BMI :
Body mass index, BP : Blood pressure.
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Table 2. Benefit and side effect of antipsychotics use in patients with bipolar disorders'®'¥

Antipsychotics
approved for Benefit Concerns
bipolar disorders

QTc
prolongation* '51¢

Aripiprazole Improved acute mania and psychosis in the acute  Akathisia o
manic state!” Not improve depressive symptoms
Lower relapse rates in bipolar mania in in acute bipolar depression'”

maintenance therapy'”
Low risk of metabolic syndrome

Asenapine Acute manic and mixed episodes'? Somnolence (most common S/E)'® 0'®
(sublingually*) Akathisia

Cariprazine Good metabolic profile Extrapyramidal side effect 0"
(Akathisia, tremor, restlessness)'”

Chlorpromazine Rapid efficacy Sedation, anticholinergic side ++2
effects

Lurasidone Lack of anticholinergic effects : efficacy related to  Akathisia and sedation 0%

feeding

Bipolar depression
Olanzapine Prevent further manic episodes in acute manic or ~ Metabolic syndrome ++
mixed episode and who have not previously had
a satisfactory response to lithium or valproate”
OFC OFC improved the response, remission, and Metabolic syndrome? ++
relapse rates compared to olanzapine in bipolar
depression??
Rapid efficacy
Quetiapine (IR) Bipolar depression Sedation, anticholinergic side ++
Improvement in quality of sleep? effects
Combination of quetiapine and mood stabilizers
for prevention of both depressive and manic
relapses?
Quetiapine (XR) Bipolar depression Sedation, anficholinergic side ++
Once-daily formulation which may improve patient  effects
compliance®
Improvement in subjective and objective sleep

quality®
Reduction of anxiety?’
Risperidone Monotherapy or combined therapy are both Risk of switch to depression, ++
effective in bipolar mania? extrapyramidal symptoms

Risperidone long-acting injectable as monotherapy
or as adjunctive therapy to lithium or valproate for
the maintenance treatment of bipolar | disorder?
Ziprasidone Low risk of metabolic syndrome Hypotension ++

* . QTc prolongation >440 msec (men) or >470 msec (women) ; QTc significantly prolonged >500 msec. ++ : moderate risk, IR :
Immediate-release, OFC : Olanzapine-fluoxetine combination, XR : Extended release

= =sfof skar, @A oA = 450 msec 14, ool = M ZSAEQ
470 msec ©143l Hf-oll= e ol S 13|
oF gttt QTc prolongation®] A|<5 =] 74--of] A4l H 7w 4 23/ ol M= ALe] 71 5o] 1gfE o] FFAdol 5

J Z2FA
(ventricular arrhythmia),”” torsade de pointes®’ 9] ¢|¢lo]  7}5tal o] ZojEo| A S35t Ale|7} Eoh nj=2A Al
S7F 4= itk QTert S71ehs Aol FHAIH = O] a}3] FFAA ol A& 7tol =] ok, o] Al7]9] &

Sl B goFR@9-A B), AAUES Kok M 3 Ei AldsbA| St Mol T, 344, 3EAS 24
Q5] B Flo] Fob sha, BANEIE 752 Ul A 215 A717] SleiA] &
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Acute manic or mixed episodes
Goalls of freatment
* Conftrol symptoms to allow a return to usual levels of
psychosocial functioning
* Rapidly control agitation, aggression, and impulsivity

\
] v
Severe mania or mixed episodes
: Combination therapy
— Li+antipsychotics
or Val+antipsychotics
(esp. mixed episode)

Less ill patients

: Monotherapy

— Li, Val or

Antipsychotics (Olanzapine)

v

Inadequately controlled within 10 to 14 days
— additional first-line medication (Li, Val, carbamazepine,

oxcarbazepine, or antipsychotics) or changing
antipsychotics, clozapine, ECT

Psychosis during a manic or mixed episode

— treat with an antipsychotics or ECT

v v

Rapid cycling
R/O medical conditions such as
hypothyroidism or drug
(antidepressant) or alcohol use
Taper medications (esp.
antidepressants)
Combination therapy (Li+Val or
Li, Val+antipsychotics)

Maintenance
* Anfipsychotics should be discon-
finued unless they are needed
for control of persistent psychosis
or prevention of recurrence of
mood episodes
Maintenance therapy with 2nd
generation antipsychotics may
be considered, but there is less
evidence that their efficacy in
maintenance treatment is com-
parable to Li or Val

Fig. 2. Clinical Practice Guidelines of the American Psychiatric
Association for antipsychotics in patients with bipolar disorders.*?
ECT : Electroconvulsive therapy, R/O : Rule-out.
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