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R ZNEE « 2N As oral formulation for the:
é’( * Treatment of schizophrenia. *
\zF Adults: Efficacy was established in three
E% clinical trials in patients with
;; schizophrenia: two 6-week trials and one
D maintenance trial.
R - Adolescents (ages 13-17): Efficacy was
Z;? established in one 6-week trial in patients
ﬁ%— with schizophrenia. The increased
%) potential (in adolescents compared with

adults) for weight gain and hyperlipidemia
may lead clinicians to consider prescribing
other drugs first in adolescents.

+ Acute treatment of manic or mixed
episodes associated with bipolar I disorder
and maintenance treatment of bipolar I
disorder.

» Adults: Efficacy was established in three

clinical trials in patients with manic or

mixed episodes of bipolar I disorder: two 3-
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to 4-week trials and one maintenance
trial.

+ Adolescents (ages 13-17): Efficacy was
established in one 3-week trial in patients
with manic or mixed episodes associated
with bipolar I disorder. The increased
potential (in adolescents compared with
adults) for weight gain and hyperlipidemia
may lead clinicians to consider prescribing
other drugs first in adolescents.

* Medication therapy for pediatric
patients with schizophrenia or bipolar I
disorder should be undertaken only after a
thorough diagnostic evaluation and with
careful consideration of the potential
risks.

* Adjunct to valproate or lithium in the
treatment of manic or mixed episodes
associated with bipolar I disorder.

+ Efficacy was established in two 6-week
clinical trials in adults. Maintenance
efficacy has not been systematically

evaluated.

As ZYPREXA IntraMuscular for the:

* Treatment of acute agitation associated
with schizophrenia and bipolar I mania.

+ Efficacy was established in three 1-day

trials in adults.

As ZYPREXA and Fluoxetine in
Combination for the:

* Treatment of depressive episodes
associated with bipolar I disorder.

+ Efficacy was established with Symbyax
(olanzapine and fluoxetine in combination)
in adults; refer to the product label for
Symbyax.

* Treatment of treatment resistant
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depression (major depressive disorder in
patients who do not respond to 2 separate
trials of different antidepressants of
adequate dose and duration in the current
episode).

+ Efficacy was established with Symbyax
(olanzapine and fluoxetine in combination)
in adults; refer to the product label for

Symbyax.

Mk - &

» Schizophrenia in adults: Oral: Start at
5-10 mg once daily; Target: 10 mg/day
within several days

* Schizophrenia in adolescents: Oral:
Start at 2.5-5 mg once daily; Target: 10
mg/day

» Bipolar I Disorder (manic or mixed
episodes) in adults : Oral: Start at 10 or 15
mg once daily

» Bipolar I Disorder (manic or mixed
episodes) in adolescents: Oral: Start at
2.5-5 mg once daily; Target: 10 mg/day

- Bipolar I Disorder (manic or mixed
episodes) with lithium or valproate in
adults: Oral: Start at 10 mg once daily
*Agitation associated with Schizophrenia
and Bipolar I Mania in adults: IM: 10 mg
(5 mg or 7.5 mg when clinically warranted)
Assess for orthostatic hypotension prior to
subsequent dosing (max. 3 doses 2-4 hrs
apart)

- Depressive Episodes associated with
Bipolar I Disorder in adults: Oral in
combination with fluoxetine: Start at 5 mg
of oral olanzapine and 20 mg of fluoxetine
once daily

*Treatment Resistant Depression in
adults: Oral in combination with
fluoxetine: Start at 5 mg of oral olanzapine

and 20 mg of fluoxetine once daily
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Zyprexa(Eli Lilly Nederland B.V.) and

assoclated names

i - SR

Olanzapine is indicated for the treatment
of schizophrenia. Olanzapine is effective
in maintaining the clinical improvement
during continuation therapy in patients
who have shown an initial treatment
response.

Olanzapine is indicated for the treatment
of moderate to severe manic episode. In
patients whose manic episode has
responded to olanzapine treatment,
olanzapine is indicated for the prevention
of recurrence in patients with bipolar

disorder

ik - &

Schizophrenia: The recommended starting
dose for olanzapine is 10 mg/day.

Manic episode: The starting dose is 15 mg
as a single daily dose in monotherapy or
10 mg daily in combination therapy .
Preventing recurrence in bipolar disorder:
The recommended starting dose 1s 10
mg/day. For patients who have been
receiving olanzapine for treatment of
manic episode, continue therapy for
preventing recurrence at the same dose. If
a new manic, mixed, or depressive episode
occurs, olanzapine treatment should be
continued (with dose optimisation as
needed), with supplementary therapy to
treat mood symptoms, as clinically
indicated.

During treatment for schizophrenia,
manic episode and recurrence prevention
in bipolar disorder, daily dosage may
subsequently be adjusted on the basis of
individual clinical status within the range

5-20 mg/day. An increase to a dose greater
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than the recommended starting dose is
advised only after appropriate clinical
reassessment and should generally occur
at intervals of not less than 24 hours.
Olanzapine can be given without regards
for meals as absorption is not affected by
food. Gradual tapering of the dose should
be considered when discontinuing

olanzapine.

k=

R[]

Mot (3€40)

Zyprexa(Eli Lilly Nederland B.V.) and

associated names

IHE « Zh R

Olanzapine is indicated for the treatment
of schizophrenia. Olanzapine is effective
in maintaining the clinical improvement
during continuation therapy in patients
who have shown an initial treatment
response.

Olanzapine is indicated for the treatment
of moderate to severe manic episode. In
patients whose manic episode has
responded to olanzapine treatment,
olanzapine is indicated for the prevention
of recurrence in patients with bipolar

disorder

Mk - &

Schizophrenia: The recommended starting
dose for olanzapine is 10 mg/day.

Manic episode: The starting dose is 15 mg
as a single daily dose in monotherapy or
10 mg daily in combination therapy .
Preventing recurrence in bipolar disorder:
The recommended starting dose is 10
mg/day. For patients who have been
receiving olanzapine for treatment of
manic episode, continue therapy for
preventing recurrence at the same dose. If
a new manic, mixed, or depressive episode
occurs, olanzapine treatment should be

continued (with dose optimisation as
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needed), with supplementary therapy to
treat mood symptoms, as clinically
indicated.

During treatment for schizophrenia,
manic episode and recurrence prevention
in bipolar disorder, daily dosage may
subsequently be adjusted on the basis of
individual clinical status within the range
5-20 mg/day. An increase to a dose greater
than the recommended starting dose is
advised only after appropriate clinical
reassessment and should generally occur
at intervals of not less than 24 hours.
Olanzapine can be given without regards
for meals as absorption is not affected by
food. Gradual tapering of the dose should
be considered when discontinuing

olanzapine.

ik

{INEs|

Mot (3€40)

Zyprexa(Eli Lilly Nederland B.V.) and

associated names

IHE « Zh R

Olanzapine is indicated for the treatment
of schizophrenia. Olanzapine is effective
in maintaining the clinical improvement
during continuation therapy in patients
who have shown an initial treatment
response.

Olanzapine is indicated for the treatment
of moderate to severe manic episode. In
patients whose manic episode has
responded to olanzapine treatment,
olanzapine is indicated for the prevention
of recurrence in patients with bipolar

disorder

Mk - &

Schizophrenia: The recommended starting
dose for olanzapine is 10 mg/day.

Manic episode: The starting dose is 15 mg
as a single daily dose in monotherapy or

10 mg daily in combination therapy .
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Preventing recurrence in bipolar disorder:
The recommended starting dose is 10
mg/day. For patients who have been
receiving olanzapine for treatment of
manic episode, continue therapy for
preventing recurrence at the same dose. If
a new manic, mixed, or depressive episode
occurs, olanzapine treatment should be
continued (with dose optimisation as
needed), with supplementary therapy to
treat mood symptoms, as clinically
indicated.

During treatment for schizophrenia,
manic episode and recurrence prevention
in bipolar disorder, daily dosage may
subsequently be adjusted on the basis of
individual clinical status within the range
5-20 mg/day. An increase to a dose greater
than the recommended starting dose is
advised only after appropriate clinical
reassessment and should generally occur
at intervals of not less than 24 hours.
Olanzapine can be given without regards
for meals as absorption is not affected by
food. Gradual tapering of the dose should
be considered when discontinuing

olanzapine.

{5

I

e (de3k4)

Mylan-Olanzapine (Mylan
Pharmaceuticals ULC) and associated

names

RS

Schizophrenia and Related Disorders:
Mylan-Olanzapine is indicated for the
acute and maintenance treatment of
schizophrenia and related psychotic
disorders. In controlled clinical trials,
olanzapine was found to improve both
positive and negative symptoms.

Olanzapine has been shown to be effective

10
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in maintaining clinical improvement
during 1-year of continuation therapy in
patients who had shown an initial
treatment response.

Bipolar Disorder:Mylan-Olanzapine is
indicated for the acute treatment of manic
or mixed episodes in bipolar I disorder.
Olanzapine may be used as monotherapy
or cotherapy with agents commonly used
in the treatment of acute bipolar disorder
(e.g., lithium or divalproex sodium). The
efficacy of olanzapine as monotherapy
maintenance treatment in bipolar patients
with manic or mixed episodes who
responded to acute treatment with
olanzapine was demonstrated in two

1-year “time to relapse” trials.

Hik - HE + Schizophrenia and Related Disorders:
Oral, 5~15mg/day
+ Bipolar Mania: Oral, 5~20mg/day

k=

Mot (3€40)

Lilly Olanzapine(Eli Lilly Australia Pty

Limited) and associated names

RIHE « Zh R

+ LILLY OLANZAPINE is used to treat
symptoms of schizophrenia and related
psychoses. LILLY OLANZAPINE alone, or
in combination with lithium or valproate,
is used for the short-term treatment of
acute manic episodes associated with
Bipolar I Disorder. LILLY OLANZAPINE
is also a mood stabiliser that prevents
further occurrences of the disabling high
and low (depressed) extremes of mood

associated with Bipolar I Disorder.

-LILLY OLANZAPINE IM injection is
used for the rapid control of agitation and
disturbed behaviours in patients with

schizophrenia and related psychoses and

11
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in patients with acute mania associated

with Bipolar I Disorder.

ik - &

+ Schizophrenia and Related Disorders:
The recommended starting dose for
ZYPREXA is 5-10 mg/day, administered as
a single daily dose without regard to
meals. Daily dosage may subsequently be
adjusted on the basis of individual
clinical status within the range of 5-20 mg
daily. An increase to a dose greater than
the routine therapeutic dose of 10 mg/day
is recommended only after appropriate

clinical reassessment.

- Acute Mania Associated with Bipolar
Disorder:

The recommended starting dose for
ZYPREXA is 10 or 15 mg administered
once a day as monotherapy or 10 mg
administered once daily in combination
therapy with lithium or valproate. It may
be given without regard to meals. Dosage
adjustments, if indicated, should generally
occur at intervals of not less than 24
hours. When dosage adjustments are
necessary, dose increments/decrements of

5 mg daily are recommended.

+ Preventing Recurrence in Bipolar
Disorder:

Patients who have been receiving
ZYPREXA for the treatment of acute
mania should initially continue therapy
for preventing recurrence in bipolar
disorder at the same dose. For patients
already in remission, the suggested
starting dose for ZYPREXA is 10 mg once a
day. Subsequent daily dosage should be

adjusted on the basis of clinical status

12
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within a range of 5 mg to 20 mg per day.
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K | 14 | 1) Sendelbach S, Guthrie PF. Acute confusion/delirium. Iowa City
K= (IA): University of Iowa Gerontological Nursing Interventions

A v Research Center, Research Translation and Dissemination

4 Core; 2009 Mar. 66 p. [131 references]

2) American Medical Directors Association (AMDA). Delirium
and acute problematic behavior in the long-term care setting.
Columbia (MD): American Medical Directors Association
(AMDA); 2008. 36 p. [36 references]

3) Truog RD, Campbell ML, Curtis JR, Haas CE, Luce JM,
Rubenfeld GD, Rushton CH, Kaufman DC, American Academy
of Critical Care Medicine. Recommendations for end-of-life
care in the intensive care unit: a consensus statement by the
American College of Critical Care Medicine. Crit Care
Med 2008 Mar;36(3):953-63. [149 references]

4) American Psychiatric Association(APA). Practice guideline:
Treatment of Patients With Delirium, 1999 May(revision 2004
August)

2N 1)+ Prophylactic use of haloperidol has some effect on the

BE + | duration and severity of delirium in postoperative patients who

W | are at intermediate or high risk of developing delirium

f:(i’c (Kalisvaart et al., 2005; Lonergan et al., 2007. Evidence Grade =

%) B2).

f’:j% Atypical antipsychotic medications reduce the severity of

=iy | delirium in elderly and/or postoperative patients (Alao &

Jﬁg Moskowitz, 2006; Straker, Shapiro, & Muskin, 2006. Evidence

s# | Grade = C1).

;‘ﬁ) 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)

13
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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.
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.

1) Not described
2) Not described
3) Not described
4) Not described

14




B 11-60

12 B
JH D
D
)
%
FT)
A
[N
A
DR
2A
)
p'e
fifi#
# | 14 | 1) National Collaborating Centre for Acute and Chronic
K= Conditions. Delirium: diagnosis, prevention and management.
A v London (UK): National Institute for Health and Clinical
4 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.

) Short-term haloperidol or olanzapine, as indicated
e -
R

(F
72X
%h
fe -
BIES
12 Bd
JH D
o5
)
(&
FT)
H 1) If a person with delirium is distressed or considered a risk to
% - themselves or others and verbal and non-verbal de-escalation
H& techniques are ineffective or inappropriate, consider giving
7"(%‘;( short-term (usually for one week or less) haloperidol or
;ﬁ olanzapine. Start at the lowest clinically appropriate dose and
Y’Eé titrate cautiously according to symptoms.

I=EN
izt | 2) Use one drug only — haloperidol is currently recommended
%g starting at the lowest possible dose and increasing in
Bk increments if necessary after an interval of two hours. Review
f‘?;) all medication at least every 24 hours. The preferred drug is
P
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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.

774 | 1) Unknown

K7 |2)

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

DR haloperidol for the treatment of delirium. Psychosomatics

L5 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.
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Canadian Coalition for Seniors' Mental Health (CCSMH).
National Guidelines for Seniors' Mental Health: The Assessment
and Treatment of Delirium. 2006 May.

BIES

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.

E=N

(2B
H oD
b %
RL

1)Initial dosages of haloperidol are in the range of 0.25mg to 0.5
mg od-bid. The dose can be titrated as needed, and severely
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
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

12.5- 50 mg per day.

18
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)
774 | 1) Breitbart W, Marotta R, Platt M, Weisman H, Derevenco H,
rZ 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
A > | 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.
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(% | distress to the patient; it is placing them or others at risk; it is
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ZD6MNDZA P, EREZRL, ¥ AZOHUREMITERIEICHE
B 5 SR A 0 g IR LT,

4) o, T ¥ AMEEEEBRIC OV TIE, PubMed Z SR L7,

+ PubMed
("Delirium/drug  therapy"[Mesh]) AND  "Antipsychotic
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BWAAEEITTOEKRRBREZEMT 572D, WHO ICTRP search portal %
R LT,
+ World Health Organization International Clinical Trials Registry
Platform(WHO ICTRP) search portal
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small dose and short duration Haloperidol prophylaxis for elderly
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