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NV 2hie « R ABILIFY is an atypical antipsychotic

(7% indicated as oral formulations for the:
\zF Treatment of schizophrenia.
E% *Adults: Efficacy was established in four
;; 4-6 week trials and one maintenance trial
Ho in patients with schizophrenia.
R - Adolescents (ages 13-17): Efficacy was
Z? established in one 6-week trial in patients
#H+ with schizophrenia. Acute treatment of
%) manic or mixed episodes associated with

bipolar I disorder as monotherapy and as
an adjunct to lithium or valproate.

* Adults: Efficacy was established in four
3-week monotherapy trials and one 6-week
adjunctive trial in patients with manic or
mixed episodes.

- Pediatric Patients (ages 10-17): Efficacy
was established in one 4-week
monotherapy trial in patients with manic

or mixed episodes. Maintenance treatment
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of bipolar I disorder, both as monotherapy
and as an adjunct to lithium or valproate.
*Adults: Efficacy was established in one
maintenance monotherapy trial and in one
maintenance adjunctive trial.

*Adjunctive treatment of major depressive
disorder (MDD).

*Adults: Efficacy was established in two
6-week trials in patients with MDD who
had an inadequate response to
antidepressant therapy during the current

episode.

Treatment of irritability associated with
autistic disorder.

Pediatric Patients (ages 6-17 years):
Efficacy was established in two 8week
trials in patients with autistic disorder.
as an injection for the: Acute treatment of
agitation associated with schizophrenia or
bipolar I disorder.

» Adults: Efficacy was established in three
24-hour trials in agitated patients with
schizophrenia or manic/mixed episodes of

bipolar I disorder.

ik - &

Schizophrenia — adults: 10-30mg/day
Schizophrenia — adolescents: 2-30mg/day
Bipolar mania — adults: monotherapy:
15-30mg/day

Bipolar mania — adults: adjunct to lithium
or valproate: 10-30mg/day

Bipolar mania — pediatric patients:
monotherapy or as an adjunct to lithium
or valproate: 2-30mg/day

As an adjunct to antidepressants for the
treatment of major depressive disorder —
adults: 2-15mg/day

Irritability associated with autistic

disorder — pediatric patients: 2-15mg/day
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Abilify (Otsuka Pharmaceutical Europe
Ltd)

BNHE « R

ABILIFY is indicated for the treatment of
schizophrenia in adults and in adolescents
15 years and older.

ABILIFY is indicated for the treatment of
moderate to severe manic episodes in
Bipolar I Disorder and for the prevention
of a new manic episode in patients who
experienced predominantly manic
episodes and whose manic episodes

responded to aripiprazole treatment.

ik - &

Schizophrenia: the recommended starting
dose for ABILIFY is 10 or 15 mg/day with
a maintenance dose of 15 mg/day
administered on a once-a-day schedule

without regard to meals.

ABILIFY is effective in a dose range of 10
to 30 mg/day. Enhanced efficacy at doses
higher than a daily dose of 15 mg has not
been demonstrated although individual
patients may benefit from a higher dose.
The maximum daily dose should not

exceed 30 mg.

Manic episodes: the recommended starting
dose for ABILIFY is 15 mg administered
on a once-a-day schedule without regard to
meals as monotherapy or combination
therapy (see section 5.1). Some patients
may benefit from a higher dose. The
maximum daily dose should not exceed 30
mg.

Recurrence prevention of manic episodes
in Bipolar I Disorder: for preventing
recurrence of manic episodes in patients

who have been receiving aripiprazole as
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monotherapy or combination therapy,
continue therapy at the same dose.
Adjustments of daily dosage, including
dose reduction should be considered on the

basis of clinical status.
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Abilify (Otsuka Pharmaceutical Europe
Ltd)

IRE -
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ABILIFY is indicated for the treatment of
schizophrenia in adults and in adolescents
15 years and older.

ABILIFY is indicated for the treatment of
moderate to severe manic episodes in
Bipolar I Disorder and for the prevention
of a new manic episode in patients who
experienced predominantly manic
episodes and whose manic episodes

responded to aripiprazole treatment.

Mk -

&

Schizophrenia: the recommended starting
dose for ABILIFY is 10 or 15 mg/day with
a maintenance dose of 15 mg/day
administered on a once-a-day schedule

without regard to meals.

ABILIFY is effective in a dose range of 10
to 30 mg/day. Enhanced efficacy at doses
higher than a daily dose of 15 mg has not
been demonstrated although individual
patients may benefit from a higher dose.
The maximum daily dose should not

exceed 30 mg.

Manic episodes: the recommended starting
dose for ABILIFY is 15 mg administered
on a once-a-day schedule without regard to
meals as monotherapy or combination
therapy (see section 5.1). Some patients
may benefit from a higher dose. The

maximum daily dose should not exceed 30
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mg.

Recurrence prevention of manic episodes
in Bipolar I Disorder: for preventing
recurrence of manic episodes in patients
who have been receiving aripiprazole as
monotherapy or combination therapy,
continue therapy at the same dose.
Adjustments of daily dosage, including
dose reduction should be considered on the

basis of clinical status.
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Abilify (Otsuka Pharmaceutical Europe
Ltd)

BNHE « R

ABILIFY is indicated for the treatment of
schizophrenia in adults and in adolescents
15 years and older.

ABILIFY is indicated for the treatment of
moderate to severe manic episodes in
Bipolar I Disorder and for the prevention
of a new manic episode in patients who
experienced predominantly manic
episodes and whose manic episodes

responded to aripiprazole treatment.

Mk - &

Schizophrenia: the recommended starting
dose for ABILIFY is 10 or 15 mg/day with
a maintenance dose of 15 mg/day
administered on a once-a-day schedule

without regard to meals.

ABILIFY is effective in a dose range of 10
to 30 mg/day. Enhanced efficacy at doses
higher than a daily dose of 15 mg has not
been demonstrated although individual
patients may benefit from a higher dose.
The maximum daily dose should not

exceed 30 mg.

Manic episodes: the recommended starting
dose for ABILIFY is 15 mg administered
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on a once-a-day schedule without regard to
meals as monotherapy or combination
therapy (see section 5.1). Some patients
may benefit from a higher dose. The
maximum daily dose should not exceed 30
mg.

Recurrence prevention of manic episodes
in Bipolar I Disorder: for preventing
recurrence of manic episodes in patients
who have been receiving aripiprazole as
monotherapy or combination therapy,
continue therapy at the same dose.
Adjustments of daily dosage, including
dose reduction should be considered on the

basis of clinical status.
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Aripiprazole (Bristol-Myers Squibb
Canada)

HE

EUES

Schizophrenia:

ABILIFY (aripiprazole) is indicated for the
treatment of schizophrenia and related
psychotic disorders. In controlled clinical
trials, ABILIFY was found to improve both
positive and negative symptoms.
ABILIFY has been shown to be more
effective than placebo in maintaining

clinical improvement for up to 26 weeks.

Bipolar Disorder:

ABILIFY (aripiprazole) is indicated for the
treatment of manic or mixed episodes in
Bipolar I Disorder as acute monotherapy
or cotherapy with lithium or divalproex
sodium when there is an insufficient acute

response to these agents alone.

ABILIFY as cotherapy with lithium or
divalproex sodium has been shown to be

more effective than placebo plus mood
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stabilizer in maintaining clinical
improvement for up to 1 year in patients
with manic or mixed episodes associated

with Bipolar I Disorder

ik - &

Schizophrenia:

Usual Dose in Adults: The recommended
starting and target dose for ABILIFY is 10
or 15 mg/day administered on a once-a-day
schedule without regard to meals. Doses in
the range of 10 to 30 mg/day have been
established as effective in clinical trials.
However, greater efficacy has not been
demonstrated at doses higher than 10
mg/day. Dosage increases, if needed,
should only be made after 2 weeks, the
time needed to achieve steady state. The
maximum daily dose should not exceed 30

mg/day.

Bipolar Disorder:

Usual Dose in Adults:

Monotherapy

The recommended starting dose for
ABILIFY as acute monotherapy is 15 mg
given once a day.

Cotherapy with lithium or valproate
The recommended starting dose for
ABILIFY as acute and/or maintenance
cotherapy with lithium or valproate at
therapeutic serum levels is 10 to 15 mg
given once daily.

The dose can be increased to 30 mg/day

based on clinical response.
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Abilify(Otsuka Pharmaceutical)

IHE « Zh R

ABILIFY is indicated for the treatment of
schizophrenia including maintenance of
clinical improvement during continuation

therapy.

10
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Acute treatment of manic or mixed
episodes associated with Bipolar I
Disorder in adults as monotherapy and in
combination with lithium or valproate;
Maintenance treatment of manic or mixed
episodes in Bipolar I Disorder in adults as

monotherapy.

Mk - &

Schizophrenia-Adults:

The recommended starting dose for
ABILIFY tablets and orally
disintergrating tablets is 10 or 15 mg/day
administered on a once-a-day schedule
without regard to meals. Doses in the
range of 10 to 30 mg/day have been
effective in clinical trials. Daily dosage
may be adjusted on the basis of individual
clinical status within the range of 10-30
mg daily. Dosage increases should not be
made before 2 weeks, the time needed to
achieve steady state. There is no evidence
that doses higher than 15 mg/day are more
effective than the recommended starting
dose of 10-15mg .

The maintenance dose for ABILIFYT
tablets or orally disintegrating tablets is

15 mg/day.

Bipolar I Disorder:Acute
Treatment-Adults:

The recommended starting and target dose
of Abilify tablets or orally disintegrating
tablets 1s 15mg as monotherapy or as
combination therapy with lithium or
valproate given once a day, without regard
to meals. The dose can be increased to
30mg/day based on clinical response. The
safety of doses above 30mg/day has not

been evaluated in clinical trials.

11
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Maintenance Therapy-Adults:

Patients responding to aripiprazole for an
acute or mixed episode may be continued
on monotherapy aripiprazole at 15 mg or
30 mg daily for a further 9 weeks.
Maintenance of effect has not been

demonstrated beyond 26 weeks.

Patients given aripiprazole for an acute
manic or mixed episode may be continued
on monotherapy at the same dose.
Adjustments of daily dosage, including
dose reductions should be considered on

the basis of clinical status.
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e g|” KB FHEE CHE CLE FME P
PAE| (BROKSE 6 72 [E T oFEHER A
ToD RROK A [E T O ERE I NE (EENEICEE T 5 EPTic T/
EHE|| >k | #14 | 1) Sendelbach S, Guthrie PF. Acute confusion/delirium. Iowa City
Y K= (IA): University of Iowa Gerontological Nursing Interventions
H R A v Research Center, Research Translation and Dissemination
b 4 Core; 2009 Mar. 66 p. [131 references]
/(/l%k—k 2) American Medical Directors Association (AMDA). Delirium
;k;f and acute problematic behavior in the long-term care setting.
T Columbia (MD): American Medical Directors Association
%;ﬁ (AMDA); 2008. 36 p. [36 references]
= 3) Truog RD, Campbell ML, Curtis JR, Haas CE, Luce JM,
1% Rubenfeld GD, Rushton CH, Kaufman DC, American Academy
ii; of Critical Care Medicine. Recommendations for end-of-life
Ui care in the intensive care unit: a consensus statement by the
b St American College of Critical Care Medicine. Crit Care
ii;i:\ Med 2008 Mar;36(3):953-63. [149 references]
<o 4) American Psychiatric Association(APA). Practice guideline:
e Treatment of Patients With Delirium, 1999 May(revision 2004
. August)
i F gus
T v 2N 1)+ Prophylactic use of haloperidol has some effect on the
;; AE » | duration and severity of delirium in postoperative patients who
%
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are at intermediate or high risk of developing delirium
(Kalisvaart et al., 2005; Lonergan et al., 2007. Evidence Grade =
B2).

« Atypical antipsychotic medications reduce the severity of

delirium in elderly and/or postoperative patients (Alao &
Moskowitz, 2006; Straker, Shapiro, & Muskin, 2006. Evidence
Grade = C1).

+  Postoperative patients who receive gabapentin for managing

pain experience less delirium (Leung et al., 2006. Evidence Grade
=A2).

2) Administration of medications such as antipsychotics,
antidepressants, cholinesterase inhibitors and memantine,
anticonvulsants, and anxiolytics (is recommended as drug
therapy)

3) Neuroleptic agents, such as haloperidol, are effective at

reducing delirium-induced agitation.

4) Antipsychotic medications are the pharmacologic treatment of

choice in most cases of delirium because of their efficacy in the

treatment of psychotic symptoms. Haloperidol is most frequently

used because of its short half-life, few or no anticholinergic side
effects, no active metabolites, and lower likelihood of causing
sedation. Haloperidol may be administered orally or
intramuscularly, but it appears to cause fewer extrapyramidal
side effects when administered intravenously. An optimal dose
range for patients with delirium has not been determined. Initial
doses of haloperidol in the range of 1-2 mg every 2—4 hours as
needed have been used, and even lower starting doses (e.g.,
0.25-0.50 mg every 4 hours as needed) are suggested for elderly
patients. Titration to higher doses may be required for patients
who continue to be agitated. Although total daily intravenous
doses in the hundreds of milligrams have been given under closely
monitored conditions, much lower doses wusually suffice.

Continuous intravenous infusions of antipsychotic medications

can be used for patients who have required multiple bolus doses of

antipsychotic medications. Initiating haloperidol with a bolus

dose of 10 mg followed by continuous intravenous infusion of 5-10
mg/hour has been suggested. Droperidol, either alone or followed
by haloperidol, can be considered for patients with delirium and

acute agitation for whom a more rapid onset of action is required.

13
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The ECG should be monitored in patients receiving antipsychotic
medications for delirium, and a QTc interval longer than 450 msec
or more than 25% over baseline may warrant a cardiology
consultation and consideration of discontinuation of the

antipsychotic medication. The availability of new antipsychotic

medications (risperidone, olanzapine, and quetiapine) with their

different side effect profiles has led some physicians to use these

agents for the treatment of delirium.
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1) Not described
2) Not described
3) Not described
4) Not described

H %

1) National Collaborating Centre for Acute and Chronic
Conditions. Delirium: diagnosis, prevention and management.
London (UK): National Institute for Health and Clinical
Excellence (NICE); 2010 Jul. 29 p. (Clinical guideline; no.
103).

2) Royal College of Physicians of London: The prevention,
diagnosis and management of delirium in older
people(NATIONAL GUIDELINES). 2006 June.
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Short-term haloperidol or olanzapine, as indicated

14
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H 1) If a person with delirium is distressed or considered a risk to

% - themselves or others and verbal and non-verbal de-escalation

=4 techniques are ineffective or inappropriate, consider giving

f:(?i short-term (usually for one week or less) haloperidol or

i olanzapine. Start at the lowest clinically appropriate dose and

Y’Eé titrate cautiously according to symptoms.

K;E 2) Use one drug only — haloperidol is currently recommended

gg starting at the lowest possible dose and increasing in

=0k increments if necessary after an interval of two hours. Review

;‘?‘;) all medication at least every 24 hours. The preferred drug is

haloperidol 0.5 mg orally which can be given up to two hourly.
A maximum dosage of 5 mg (orally or IM) in 24 hours is a
general guide but may need to be exceeded depending on the
severity of distress, severity of the psychotic symptoms,
weight and sex. Haloperidol can be given IM, 1-2 mg. An
alternative in patients with dementia with Lewy bodies and
those with Parkinson’s disease is lorazepam 0.5—1 mg orally
which can be given up to two hourly (maximum 3 mg in 24
hours). If necessary, lorazepam can be given 0.5-1.0 mg IV or
IM (dilute up to 2 ml with normal saline or water) up to a
maximum of 3 mg in 24 hours.

A | 1) Unknown

K7 |2)

A v D Han CS, Kim YK. A double-blind trial of risperidone and

DR haloperidol for the treatment of delirium. Psychosomatics

L 2004; 45; 297-301.

p'a @ Breitbart W, Marotta R, Platt MM et al. A double-blind
trial of haloperidol, chlorpromazine and lorazepam in the
treatment of delirium in hospitalized AIDS patients. Am ¢/
Psychiatry 1996; 153; 231-17.

® American Psychiatric Association. Practice guideline for
the treatment of patients with delirium. Washington, DC:
American Psychiatric Association, 1999.
fifi#
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15




HEER S 11-26

BIES

=X
2h

e -
IS
(A S|
A7)
b5
R

)

ik -
H&E
(F
72X

% -
s

(2 B4
H o
b
RO

)

A
Kz
A v
DR

ZA
[aliii}

{45

A

BIES

72X
B

16




HEER S 11-26

L
HE °

FIES
2B
$:40))
H D
Ve

)

% .
=

(F
2%

% -
&

2B
HOD
»HD
LA

i)

A
N
A
DR

2A
A

ik

hn

Canadian Coalition for Seniors' Mental Health (CCSMH).
National Guidelines for Seniors' Mental Health: The Assessment

and Treatment of Delirium. 2006 May.

EUES

1)Although the research base in older individuals is limited,
haloperidol continues to be a first line agent for the treatment of
the symptoms of delirium in older persons.

2)Atypical antipsychotics may be considered as alternative agents

as they have lower rates of extra-pyramidal signs.

17
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)
H 1)Initial dosages of haloperidol are in the range of 0.25mg to 0.5
1%+ | mg od-bid. The dose can be titrated as needed, and severely
i | agitated persons may require higher dosage.
(¥ | 2) Administration/Dosing Strategies: There is little evidence to
<% | guide dosing strategies in the use of atypical antipsychotics in the
H older person with delirium. Suggested initial dosing ranges in an
%+ | older person with delirium include: risperidone initiated at 0.25
# | mg od-bid, olanzapine at 1.25-2.5 mg per day, or quetiapine at
IZB | 12.5- 50 mg per day.
H D
Ro%)
R
&
)
774 | 1) Breitbart W, Marotta R, Platt M, Weisman H, Derevenco H,
K< Grau C, et al. A double-blind trial of haloperidol,
A chlorpromazine
DR and lorazepam in the treatment of delirium in hospitalized
i AIDS patients. Am J Psychiatry 1996; 153(2): 231-7.
p'e 2) Han C, Kim Y. A double-blind trial of risperidone and
haloperidol for the treatment of delirium. Psychosomatics
2004; 45(4): 297-301.
kS
5 | 74 | Clinical Epidemiology and Health Service Evaluation Unit,
JIf | K< | Melbourne Health in collaboration with the Delirium Clinical
4 > | Guidelines Expert Working Group. Commissioned on behalf of the
4 Australian Health Ministers’ Advisory Council (AHMAC),
by the AHMAC Health Care of Older Australians Standing
Committee (HCOASC). Clinical Practice Guidelines for the
Management of Delirium in Older People. 2006 October.
2N Antipsychotic medication is indicated to treat behavioural
HE disturbance (eg severe agitation) and/or emotional disturbance (eg
W | severe anxiety) in delirium when: it is causing significant distress
(£ | to the patient; it is placing them or others at risk; it is preventing
<% | essential investigations or treatment; and the symptoms cannot
% be managed using non-pharmacological methods. Antipsychotic
i€ + | medications can help relieve the anxiety, fear and hallucinations
@k | associated with delirium and produce a sedative effect, allowing
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\ZPF9 | the person to rest and be receptive to care giving. However, the
H®D | over use of antipsychotic medication has the potential to be a
&% | perpetuating factor in the course of delirium through a reduction
FC# | in ambulation, reduced oral intake and impaired communication.
i
Ar)
H Commence at low dose, eg. Haloperidol 0.25 mg orally; or if existing
1% -« | extrapyramidal signs, olanzapine 2.5 mg orally; or risperidone 0.25mg
H & | orally.
(%
8
i
% -
Eos
2B
H D
&5
EE
i
A)
A O Australian Society for Geriatric Medicine (2005). Position
K= Statement No.13. Delirium in Older People. [Online]
A v Access 6 February 2006, from
DR www.asgm.org.au/documents/PositionStatementNo13 001
i -pdf
p'a @ Inouye SK, Current concepts: Delirium in Older Persons.
New England Journal of Medicine 2006. 854(11): 1157-65.
=

3. HEANRITHRDLERNNADRKILER - KEFIZHONT
(1) MAEZRALEEGABR, KB REBR% TR D ARk E L ToWERN

<XERD R FT1E BN BRI ) . MRER., Uik - KESOEEH
e oD B I 45 >
1) EfEA LR ER IOV T, CCTR 2 L7,

+ Cochrane Central Register of Controlled Trials(CCTR)
Delirium AND antipsychotic = 39 hits (2011/09/02)

D 39 NS ZA v, EREZRL, EAEDOTURHMEIRIEIC
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2)

3)

B3 5 Uk A 12 IR L7z,

- AZGHIT OV TIE, CDSR, DARE. PubMed % f58 L 72,

=
o
=11}

(D Cochrane Database of Systemetic Reviews(CDSR)

Delirium AND antipsychotic = 2 hits (2011/09/02)

ZO2EMNL. A PV, BRESRL, EAEDHUFHRHERIEC
B9 5 S0k A 1 @R L 72,

@ Database of Abstracts of Reviews of Effects(DARE)
Delirium AND antipsychotic = 9 hits (2011/09/02)

ZOIENBEA P, ZERZZR L., ¥ AZOHUREMNEREICE
B9 % SCk A 7RI L 2,

@ PubMed
Z T A iR LTz,
("Delirium/drug therapy"[Mesh]) AND "Antipsychotic
Agents/therapeutic use"[Meshl, Limit: Humans,
Meta-Analysis = 3 hits

ZDO3HMNEH A ML, BRESZR L, ¥ AXOHUR MR
T D XHkZ 3B L, 95 1L LEEO? CDSR T&IR L 72 % #
HIRSEL Cd o 77,

FENSCRRIC DWW TR, B RAERE (RS 2B LT,

. [E SR HEEE Web(ver.5)

#1: (FAX/TH or A %/AL)) and (PT=2i%6kkr< SH={H
W, FEMIEIE SN RORETE, BAE, RHIERE, REMRTE, AR
%)= 880 hits

#2: #1) and (PT=EFIRERLS, SE#EEBR< RD=AXZ7 7)Y
VA T U MMuteigEER, T X MMULEGEER 2T AR
T A SH=RIR, FEWIFESNBRIRTE, B, RRIE, B
FEIE, TR 1E)= 6 hits.

ZD6MENLZA v, EREZRL, ¥ AZOHUREMITERIEICHE
Y5 kA 0 IR L T2,
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4)

5)

6)

ZF oM, 7o F sMbiERERIC oW T, PubMed % L 7=,
+ PubMed

("Delirium/drug  therapy"[Mesh]) AND  "Antipsychotic
Agents/therapeutic use"[Mesh], Limit Humans, Clinical
Trials = 27 hits

D 2T NS XA RV, BRAESRL, HAEOHUREMHREEEIC
BT 5 7 X MU biiAER 2 6 IR L 7=, WIivd, 1) @ CCTR
ICEE SN TWVWALDTH- T,

72%. EMBASE B X O PsycINFO (X, BB CE HiRlCT 7 &8 AT
ST HTE o=, L LS, CCTR O 7 v ¥ Al ik Bk
T—HRX—=Z2AL LTOMEEORESEZEZBETDH L, TN EORKRITAR
BTHbHEEZT,

BRI A KT A4 220 Tk, £9NGC 2% L,
- National Guideline Clearinghouse(NGC)

Keyword: delirium(Indexing keywords: Disease or Condition)
= 14 hits

O 14 fErS 2 A b, EREZRL, EAEDOHUR MM ERIEIC
BEST 204 R7 A4 2 4 HHEIRL 7,

& IZ. American Psychiatric Association(APA)DOZETA K74 L %
MBLILEZAL 199945 ARIO T A KT A4 > O&ETHA 2004 4F 8 A
RSN TV D3, BIEX Y 5 FELLERNIC/ER S RIZbDOTHY | K
Agency for Healthcare Research and Quality(AHRQ)? National
Guideline Clearinghouse(NGC) D JEHEIZIR S LA bE 25 & BlE DR
DTET U AR 56D TIEZRW,

BNT, FEOEAENA 74 v 2matd <<, google MR %17
W, ZMNL. MEOF A R4 v Z2RELT,

BAEEITTOEKRRBREZEMT 572D, WHO ICTRP search portal %
R LT,

+ World Health Organization International Clinical Trials Registry
Platform(WHO ICTRP) search portal
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Keyword: delirium =112 hits
delirium AND risperidone =1 hit
delirium AND haloperidol =6 hits
delirium AND olanzapine =1 hit
delirium AND quetiapine =0 hit

delirium AND aripiprazole =0 hit

UbEXy, bRETIIERE, 1 ho oY F—=LIZk 38 AE T
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a) JPRN-UMIN000001039; A randomized placebo-controlled study of
small dose and short duration Haloperidol prophylaxis for elderly
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