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Background: There have not been any reports in Japan clarifying the efficacy and safety 

of intramuscular (IM) olanzapine and IM levomepromazine in agitated elderly patients with 

schizophrenia. This study was a comparative investigation of the clinical efficacy and safety 

of IM olanzapine and IM levomepromazine in agitated elderly patients with schizophrenia at 

2 hours post-dose.

Methods: The subjects were 52 inpatients who were diagnosed with schizophrenia  according to 

the Diagnostic and Statistical Manual of Mental Disorders (DSM)-IV. Their clinical  symptoms 

were assessed using the Positive and Negative Syndrome Scale Excited Component (PANSS-EC), 

PANSS, and Agitation Calmness Evaluation Scale (ACES), and their safety was assessed using 

the Abnormal Involuntary Movement Scale (AIMS), Barnes Akathisia Rating Scale (BARS), 

Drug-Induced Extrapyramidal Symptoms Scale (DIEPSS), and glucose test.

Results: The PANSS-EC total score, the ACES score, and the glucose level significantly 

decreased from baseline in both the IM olanzapine group and the levomepromazine injection 

group; however, no between-group differences were observed. Mean change from baseline 

in the PANSS total score, positive score, the BARS score, and the DIEPSS total score was 

significantly greater in the IM olanzapine injection group compared with the levomepromazine 

injection group.

Conclusion: The results of this study suggest that agitated elderly patients rapidly respond to IM 

olanzapine and IM levomepromazine treatment. Furthermore, these results suggest that IM olanzap-

ine is safer than IM levomepromazine and causes greater improvement in positive symptoms.

Keywords: intramuscular olanzapine, intramuscular levomepromazine, acute agitation, elderly 

schizophrenia, positive symptoms, safety

Introduction
In the acute stage of schizophrenia, patients are often in an agitated state (eg, irritable, 

excited) and may exhibit animosity. During this phase, worsening of positive and 

catatonic symptoms as well as emotional changes can occur. The most important 

treatment for these acute symptoms is to promptly control the aggression and acute 

agitation exhibited frequently by the patients.1–3

Elderly patients generally have reduced liver/kidney function and increased sus-

ceptibility to adverse drug reactions. Furthermore, because of adverse drug reactions, 

elderly patients are more likely to experience a reduction in activities of daily living 

and in their quality of life. Due to a decreased capacity for reality testing combined 
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with a lack of insight, such elderly patients are more likely 

to miss their medication or make mistakes while taking 

their medication, leading to severely inadequate treatment 

adherence. Consequently, psychiatric symptoms can occa-

sionally become unstable and acute-stage symptoms can 

emerge. Therefore, when determining the drug therapy for 

elderly patients with schizophrenia, it is important to choose 

a drug that can be taken reliably and has a better adverse-

reaction profile. In addition, the treatment should be initiated 

soon after the onset of acute-stage symptoms so that no higher 

dose is used than what is necessary.

Until now, injectable formulations of atypical antipsy-

chotics have not been used in a clinical setting in Japan; 

intramuscular (IM) or intravenous formulations of typical 

antipsychotics and/or benzodiazepines are normally opted 

for instead.4–6 Haloperidol or levomepromazine are the 

injectable, atypical antipsychotics. The latter is not marketed 

in the United States; however, diazepam is often used as 

an injectable benzodiazepine formulation. For haloperidol 

and levomepromazine, there are some differences between 

the pharmacokinetics of the IM formulations and oral for-

mulations, and the onset of effects in IM formulations is 

more rapid.7–9 However, injectable formulations of typical 

antipsychotics are clinically problematic because they can 

cause akathisia, acute dystonia, neuroleptic malignant syn-

drome, and electrocardiogram abnormalities such as QTc 

interval prolongation.10–15 Moreover, injectable formulations 

of benzodiazepines can result in respiratory depression and, 

thus, are also clinically unsuitable.16,17

Therefore, IM olanzapine has been approved in more 

than 70 countries worldwide for early-stage treatment of 

schizophrenia and is now one of the first chosen drugs in 

parenteral drug therapy.18,19 IM olanzapine has the same 

pharmacokinetics as oral olanzapine; however, the time of 

onset is shorter since it is rapidly absorbed following IM 

administration.20

IM olanzapine has been available in Japan since 

December 2012; however, there are no reports regarding its 

use in agitated, elderly Japanese patients with schizophrenia. 

Thus, in this study, we investigated the clinical efficacy and 

safety of IM olanzapine and IM levomepromazine in agitated, 

elderly Japanese patients with schizophrenia.

Methods
subjects
Fifty-two inpatients undergoing treatment at the psychiatry 

departments of Tanzawa Hospital or Seimo Hospital 

were enrolled in this study; they all were diagnosed with 

schizophrenia according to the Diagnostic and Statistical 

Manual of Mental Disorders (DSM)-IV. All participants 

were elderly patients with schizophrenia (age .60 years) 

with persisting symptoms and undergoing antipsychotic 

monotherapy. The inclusion criteria were as follows: 

all patients (1) had a total score of 14 or higher on the 

Positive and Negative Syndrome Scale Excited Component 

(PANSS-EC) with a score of 4 or higher on at least one 

item, and the treating psychiatrist concluded that the patient 

needed to be treated with an IM injection; (2) were able to 

provide informed consent or cooperate with the requirements 

of the study; and (3) were treated previously with a stable 

dose of an oral antipsychotic drug monotherapy for at 

least 3 months. The exclusion criteria were as follows: 

(1) exhibition of allergic reactions or resistance to olanzapine 

or levomepromazine; (2) any clinically significant organic 

or neurological disease; and (3) any serious internal medical 

comorbidity. In other words, patients with hyperglycemia 

(casual blood glucose $200 mg/dL or HbA
1c

 $ 5.9%), 

dehydration, physical exhaustion accompanied by poor 

nutritional status, liver disorder, or cardiovascular disorder 

were excluded from the study. Patients meeting the 

following concomitant therapy criteria were also excluded 

to elucidate the differences between the efficacy of IM 

olanzapine and IM levomepromazine: patients receiving 

oral olanzapine or levomepromazine and patients receiving 

benzodiazepine receptor agonists within 4 hours prior to 

IM administration. The IM olanzapine injection group and 

the IM levomepromazine injection group were recruited 

separately. There were no other medications besides the 

studied antipsychotic drugs.

The study was an open-labeled, flexible-dose, natu-

ralistic observational trial of schizophrenia patients who 

required an additional medication for acute agitation. 

There was no difference in the observed side effects and 

symptoms between the IM olanzapine injection group 

and the IM levomepromazine injection group. Given that 

olanzapine injection was not introduced into a clinical 

setting until November 2012, all patients first received 

IM levomepromazine injections (25 mg). From December 

2012 to March 2013, most patients received IM olanzapine 

injection (5.0, 7.5, or 10.0 mg); however, some patients con-

tinued to receive IM levomepromazine injections because 

IM olanzapine injections could not be used by the admitting 

department due to its cost.

This study was conducted in accordance with the Dec-

laration of Helsinki and all necessary official approvals 

were obtained to conduct examinations at each hospital site. 
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Table 1 subject characteristics

Characteristics IM olanzapine 
group (n = 27)

IM levomepromazine 
group (n = 25)

P-value

age (years) (mean ± sD) 64.2 ± 4.0 64.5 ± 2.6 0.89
Sex (M:F), n (%) 15 (55.6):12 (44.4) 9 (36):16 (64) 0.10
Duration of illness (years) (mean ± sD) 40.9 ± 7.2 40.4 ± 7.3 0.82

chlorpromazine equivalents dose (mg/day) (baseline) (mean ± sD) 533.3 ± 172.4 494.0 ± 257.0 0.52

Biperiden equivalents dose (mg/day) (baseline) (mean ± sD) 0.9 ± 1.2 0.6 ± 1.0 0.29

Diazepam equivalents dose (mg/day) (baseline) (mean ± sD) 6.9 ± 6.7 9.8 ± 11.6 0.27

sodium valproate dose (mg/day) (baseline) (mean ± sD) 81.5 ± 168.8 64.0 ± 149.7 0.70

aces score (baseline) (mean ± sD) 2.6 ± 0.7 2.4 ± 0.7 0.35

PaNss total score (baseline) (mean ± sD) 97.9 ± 10.8 103.5 ± 16.2 0.15

PaNss-ec score (baseline) (mean ± sD) 17.6 ± 2.4 18.3 ± 2.2 0.24

AIMS total score (baseline) (mean ± sD) 6.2 ± 3.8 9.6 ± 3.1 0.0008

Bars total score (baseline) (mean ± sD) 1.2 ± 1.8 0.5 ± 1.1 0.09

DiePss total score (baseline) (mean ± sD) 7.2 ± 3.1 7.2 ± 2.7 0.94

Abbreviations: IM, intramuscular; SD, standard deviation; ACES, Agitation Calmness Evaluation Scale; PANSS, Positive and Negative Syndrome Scale; PANSS-EC, Positive 
and Negative Syndrome Scale Excited Component; AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale; DIEPSS, Drug-Induced Extrapyramidal 
symptoms scale.

Because this study was conducted on patients who experienced 

worsening symptoms while in hospital and presented with 

psychomotor excitability, the study goal was explained to 

them. Advanced written consent was obtained from each 

participant when in a mental state deemed capable of giving 

permission.

assessment methods
Clinical assessments were performed both at baseline and at 

2 hours after IM administration by the psychiatrist who pro-

vided the therapy. Therefore, the evaluator was not blind to the 

patient’s treatment. There were no reliability tests for those 

who utilized the PANSS-EC (tension, uncooperativeness, 

hostility, poor impulse control, and excitement),21 PANSS,22 

Agitation Calmness Evaluation Scale (ACES), a single-item, 

9-point scale (1 = marked agitation; 2 = moderate agitation; 

3 = mild agitation; 4 = normal behavior; 5 = mild calmness; 

6 = moderate calmness; 7 = marked calmness; 8 = deep 

sleep; 9 = unarousable), Abnormal Involuntary Movement 

Scale (AIMS),23 Barnes Akathisia Rating Scale (BARS),24 

and the Drug-Induced Extrapyramidal Symptoms Scale 

(DIEPSS), 9-item (gait, bradykinesia, sialorrhea, muscle 

rigidity, tremor, akathisia, dystonia, dyskinesia, and overall 

severity), 5-point scale (0 = normal; 1 = minimal; 2 = mild; 

3 = moderate; 4 = severe).25,26 However, assessor training was 

provided to ensure a certain degree of reliability. Changes in 

the PANSS-EC score, PANSS score, and ACES score were 

chosen as efficacy outcomes. Because the PANSS-EC score 

(1) has high face validity in the measurement agitation; (2) 

is rated by physician observations as opposed to patient 

participation and thus is well suited for the assessment 

of agitation because it avoids the need for interaction that 

could exacerbate agitation. Agitation was further assessed 

with ACES. The PANSS score was used to assess general 

psychiatric status.

Meanwhile, the AIMS, BARS, DIEPSS, vital sign (pulse 

and blood pressure), and blood glucose level tests were used 

to investigate safety. The AIMS, BARS, and DIEPSS were 

used to assess extrapyramidal symptoms.

statistical analysis
The following statistical methods were used.

• For comparison of baseline demographics: Fisher’s exact 

tests and analysis of variance (ANOVA).

• For change in symptoms over time (within groups): paired 

t-tests. If the data did not show a normal distribution, then 

the Wilcoxon signed rank sum test was used instead.

• For change in symptoms over time (between groups): 

repeated measures ANOVA, group/time interaction (at 

baseline and 2 hours after IM administration). The cat-

egorical variable was between groups, and the compact 

variable was time interaction of each rating scale.

The significance level was P , 0.05 in all analyses.

Results
Subject profiles (Table 1)
There were no significant differences between the IM olan-

zapine injection group and the IM levomepromazine injection 

group regarding baseline PANSS-EC total score, baseline 

PANSS total score, baseline ACES score, baseline BARS 

total score, baseline DIEPSS total score, mean daily dosage 

of the previous treatment drug, mean duration of illness, and 
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mean age. However, there was a significant difference in the 

baseline AIMS total score.

According to DSM-IV criteria, 15 patients (55.6%) showed 

paranoia, nine patients (33.3%) were disorganized, and three 

patients (11.1%) were residual in the IM olanzapine injection 

group; while 16 patients (64.0%) showed paranoia, seven 

patients (28.0%) were disorganized, and two patients (8.0%) 

were residual in the IM levomepromazine injection group.

The mean duration of antipsychotic medication before the 

IM trial started was 16.3 ± 3.1 months for the IM olanzapine 

injection group and 16.5 ± 3.6 months for the IM levomepro-

mazine injection group.

Both groups in this study received the following 

antipsychotics: in the IM olanzapine injection group, 

22.2% (6/27) received paliperidone, 11.1% (3/27) received 

risperidone, and 66.7% (18/27) received risperidone long-

acting injection; while in the IM levomepromazine injection 

group 32.0% (8/25) received paliperidone, 20.0% (5/25) 

received risperidone, and 48.0% (12/25) received risperi-

done long-acting injection. The only concomitant mood 

stabilizer used in this study was sodium valproate, which 

was used by 22.2% (6/27) of the IM olanzapine injection 

group and 16.0% (4/25) of the IM levomepromazine injec-

tion group.

The average medication dose of both groups was 

6.9 ± 2.4 mg for the IM olanzapine injection group and 25 mg 

for the IM levomepromazine injection group.

Efficacy (Table 2)
The PANSS-EC total score and the ACES score signifi-

cantly decreased from baseline in both the IM olanzapine 

and the IM levomepromazine injection group; however, no 

between-group differences were observed. Mean reduction 

from baseline in the PANSS total score and positive score 

was significantly greater in the IM olanzapine injection 

group compared with the IM levomepromazine injec-

tion group. The delusion and suspiciousness in positive 

symptoms were improved mainly in the IM olanzapine 

injection group compared with the IM levomepromazine 

injection group.

safety (Table 2)
Regarding the BARS score and the DIEPSS total score, 

mean change from baseline was significantly better in the IM 

olanzapine injection group than in the IM levomepromaz-

ine injection group. Regarding systolic and diastolic blood 

pressure, mean change from baseline was miniscule in both 

the groups. Glucose level (mg/dL) significantly decreased 

Table 2 Efficacy and safety

IM olanzapine group (n = 27) IM levomepromazine group (n = 25) F-valuea P-value

Baseline Change from  
baseline to after  
2 hours

Baseline Change from  
baseline to after  
2 hours

Mean SD Mean SD Mean SD Mean SD

aces 2.6 0.7 1.4 0.8b 2.4 0.7 1.5 0.6b 0.33 0.57
PaNss
 Total 97.9 10.8 -8.5 2.9b 103.5 16.2 -6.9 2.1b 5.38 0.025
 Positive 23.7 3.2 -4.6 1.8b 25.2 2.7 -3.5 1.0b 8.14 0.006
 Negative 27.0 4.9 – – 28.3 7.0 – – – –
  general 

psychopathology
47.1 4.8 -5.3 5.6b 49.7 8.8 -3.4 1.2b 2.60 0.11

PaNss-ec 17.6 2.4 -6.4 2.1b 18.3 2.2 -6.4 1.8b – 0.99
AIMS total score 6.2 3.8 -0.2 0.8 9.6 3.1 0.0 0.0 1.92 0.17
Bars total score 1.2 1.8 -0.8 1.5c 0.5 1.1 -0.3 0.7 2.24 0.14
DiePss total score 7.2 3.1 -0.3 0.6c 7.2 2.7 0.0 0.0 7.21 0.01
Pulse rate 75.4 12.0 1.1 12.0 71.1 13.0 3.6 9.4 0.64 0.43
systolic blood 
pressure (mmhg)

121.9 11.7 2.7 10.3 124.1 16.7 -2.0 17.8 1.29 0.26

Diastolic blood 
pressure (mmhg)

77.8 12.9 -1.8 10.3 72.3 10.2 3.3 0.7 4.05 0.50

glucose (mg/dl) 115.9 33.8 -6.5 14.1b 100.0 15.7 -4.4 12.2b 0.29 0.59

Notes: aF-value: repeated measures ANOVA – the groups (IM olanzapine group and IM levomepromazine group) × time interaction (at baseline and 2 hours after IM 
administration) of each rating scale; bP , 0.005 versus baseline; cP , 0.05 versus baseline.
Abbreviations: IM, intramuscular; SD, standard deviation; ACES, Agitation Calmness Evaluation Scale; PANSS, Positive and Negative Syndrome Scale; PANSS-EC, Positive 
and Negative Syndrome Scale Excited Component; AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale; DIEPSS, Drug-Induced Extrapyramidal 
symptoms scale; aNOVa, analysis of variance. 
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from baseline in both the groups; however, there was no 

between-group differences.

adverse events (Table 3)
The incidence of adverse events at the injection site, which 

is mild pain, was 3.7% (1/27) in the IM olanzapine injec-

tion group and 8.0% (2/25) in the IM levomepromazine 

injection group. No redness, swelling, or induration was 

observed. The most common adverse events in the IM 

olanzapine injection group were increased blood pressure, 

somnolence, dizziness, and thirst. The most common adverse 

events in the IM levomepromazine injection group were 

increased blood pressure, low blood pressure (systolic blood 

pressure ,100 mmHg), somnolence, and dizziness. Most 

adverse events were rated mild, and no serious adverse events, 

such as paralytic ileus, diabetic ketoacidosis, neuroleptic 

malignant syndrome, or tardive dyskinesia were noted.

Discussion
According to the most recent expert consensus guidelines for 

the use of antipsychotic drugs for agitation with psychosis, 

IM olanzapine, and IM ziprasidone are the first drugs of 

choice among available non-oral therapies, and IM halo-

peridol with benzodiazepine is the second-line therapy.27 

In this study, we compared the efficacy and safety of IM 

olanzapine and IM levomepromazine, two most frequently 

used non-oral therapies in routine clinical practice in Japan, 

1 hour post-administration.

Levomepromazine is a phenothiazine first-generation 

antipsychotic drug that has a weak dopamine (D
2
) receptor 

blocking effect and a strong 5-HT
2A

 receptor blocking effect. 

It is also a powerful blocker of α
1
 receptor and H

1
 receptor 

as well as a powerful sedative. On the basis of its pharma-

cological profile, the results of this study suggest that IM 

levomepromazine and IM olanzapine have similar capacity 

to improve poor impulse and excitement.

In contrast, because olanzapine has a stronger affin-

ity for dopamine (D
2
) receptors than levomepromazine, 

a significantly better improvement in positive symptoms was 

observed with IM olanzapine than with IM levomepromazine. 

These results are consistent with those of our previous 

research and other studies.28,29

Our results suggest that IM olanzapine, but not IM 

levomepromazine, prevents the emergence of drug-induced 

extrapyramidal symptoms; generally, this is one of the 

risk factors for reduced activities of daily living in elderly 

patients. These findings are consistent with those of previ-

ous studies.30–32 However, the mean score of the AIMS at 

baseline for the two groups differed significantly, which is 

a limitation of these findings.

In elderly patients, arrhythmias result in symptoms, such 

as dizziness, palpitations, and shortness of breath, which 

are contributing factors for a poor prognosis. The results 

of this study demonstrate that both IM olanzapine and IM 

levomepromazine did not affect pulse rate. Hypertension 

is a risk factor for cardiovascular disease. Furthermore, in 

elderly patients, hypotension is accompanied by lighthead-

edness and therefore increases the risk of falls and bone 

fractures. Although the results of this study highlight that IM 

olanzapine results in increased blood pressure, it remained 

within the normal range for all subjects. In contrast, IM 

levomepromazine resulted in decreased blood pressure in 

24% of our patients. Therefore, the results of this study 

show that IM levomepromazine affects blood pressure. In 

a large-scale study conducted in Norway, the risk of death 

was found to be lower after levomepromazine administration 

compared with after haloperidol administration.33 However, 

in a study conducted in Japan, levomepromazine resulted 

in significant QTc prolongation.34 Levomepromazine also 

possesses a powerful α
1
 receptor blocking effect and an 

anticholinergic effect. Therefore, caution must be exercised 

regarding the possible emergence of, among other events, 

lightheadedness, falls, over-sedation, low blood pressure, and 

delirium, particularly if it is going to be used in the elderly 

patients. Both the results of this study and those of previous 

studies suggest that IM olanzapine may be safer than IM 

levomepromazine. However, treatment with olanzapine could 

result in fatal outcomes due to diabetic ketoacidosis, diabetic 

coma, for example, because of a marked increase in glucose 

level. To be safe, we monitored changes in glucose levels 

2 hours after the administration of IM olanzapine. Consistent 

with the results of previous research, we found that glucose 

levels were higher in the IM levomepromazine than in IM 

olanzapine group, and our findings suggest that IM olanzap-

ine may have little adverse effect on glucose levels. In order 

to elucidate the differences in the efficacy and safety among 

Table 3 adverse events

Number (%) of patients

IM olanzapine  
group (n = 27)

IM levomepromazine  
group (n = 25)

Blood pressure increased 3 (11.1) 1 (4.0)
low blood pressure 0 6 (24.0)
somnolence 3 (11.1) 3 (12.0)
suspensibility dizziness 2 (7.4) 3 (12.0)
Thirst 1 (3.7) 0

Abbreviation: IM, intramuscular.
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antipsychotics, it is necessary to study these parameters in 

patients who have not been receiving antipsychotics for a 

certain period. However, all patients in this study were receiv-

ing regular treatment with antipsychotics and were receiving 

a second antipsychotic to manage episodes of agitation. To 

a certain extent, it was possible to investigate and compare 

the differences among the antipsychotics in terms of efficacy 

and safety because the study was carried out in a common 

clinical setting and because there were no differences in the 

chlorpromazine equivalent dose among the antipsychotics 

administered to each group.

limitations
This was a short-term study (2 hours) with a relatively small 

sample size, and it was an open-label, rather than a double-

blind study. Thus, it is possible that bias was introduced to 

the results. Consequently, limited conclusions can be drawn 

from the results. Since the doses of IM olanzapine and IM 

levomepromazine that were used in this study were not 

equivalent, we cannot rule out the possibility that this affected 

the results.

The greatest limitation of this study was that the patients 

received IM olanzapine or IM levomepromazine while being 

treated concomitantly with antipsychotic medications, and we 

cannot completely rule out these drugs affecting the results 

of this study. Therefore, a double-blind, randomized, and 

controlled study on subjects, who are not taking concomitant 

medication, is necessary to clarify differences in the efficacy 

and safety of IM olanzapine, IM levomepromazine, and other 

first-generation injectable formulations.

Conclusion
This study was a comparative investigation of the clinical 

efficacy and safety of IM olanzapine and IM levomepro-

mazine in agitated elderly patients with schizophrenia. The 

results of this study suggest that agitated elderly patients 

rapidly respond to IM olanzapine and IM levomepromazine 

treatment. Furthermore, these results suggest that IM olan-

zapine is safer than IM levomepromazine and causes greater 

improvement in positive symptoms.

Acknowledgments
Dr Suzuki received honoraria from Janssen, Otsuka, and 

Dainippon Sumitomo. Dr Gen received honoraria from 

Janssen.

Disclosure
The authors report no conflicts of interest in this work.

References
 1. American Psychiatric Association. Practice guidelines for the treatment of 

patients with schizophrenia. Am J Psychiatry. 1997;154 Suppl 4: 1–63.
 2. Sharif ZA. Common treatment goals of antipsychotics: acute treatment. 

J Clin Psychiatry. 1998;59 Suppl 19:5–8.
 3. Welch JB. Domentia as a consequence of neuroleptic syndrome. Am J 

Psychiatry. 1993;150(10):1561–1562.
 4. Hirata T, Ichie R. A report on biological therapy in the acute psychiatric 

wards in Japan. Jpn Clin Psychopharmacol. 2006;9(7):1343–1353.
 5. Ono H, Tanaka K, Nishimura Y, et al. A study examining pharmacokinetics 

of rapid acting intra-muscular olanzapine in Japanese agitated patients 
with schizophrenia-Rapid acting intra-muscular olanzapine Phase Ib 
study. Jpn Clin Psychopharmacol. 2008;11(3):477–489.

 6. Otsuka T, Odawara T, Hosojima H, Kato Y, Yamada T, Hirayasu Y.  Initial 
treatment for inpatients with schizophrenia in the psychiatric emergency 
system. Jpn Clin Psychopharmacol. 2006;9(6):1199–1209.

 7. Green B, Pettit T, Faith L, Seaton K. Focus on levomepromazine. Curr 
Med Res Opin. 2004;20(12):1877–1881.

 8. Kudo S, Ishizaki T. Pharmacokinetics of haloperidol: an update. Clin 
Pharmacokinet. 1999;37(6):435–456.

 9.  Schaffer CB, Shahid A, Javaid JI, Dysken MW, Davis JM. 
 Bioavailability of intramuscular versus oral haloperidol in schizophrenic 
patients. J Clin Psychopharmacol. 1982;2(4):274–277.

 10. Buckley NA, Sanders P. Cardiovascular adverse effects of antipsychotic 
drugs. Drug Saf. 2000;23(3):215–228.

 11. Casey DE. Motor and mental aspects of extrapyramidal syndromes. 
Int Clin Psychopharmacol. 1995;10 Suppl 3:105–114.

 12. Hatta K, Takahashi T, Nakamura H, et al. The association 
between  intravenous haloperidol and prolonged QT interval. J Clin 
 Psychopharmacol. 2001;21(3):257–261.

 13. Keck PE Jr, Pope HG Jr, Cohen BM, McElroy SL, Nierenberg AA. 
Risk factors for neuroleptic malignant syndrome. A case-control study. 
Arch Gen Psychiatry. 1989;46(10):914–918.

 14. Van Putten V, Marder SR. Behavioral toxicity of antipsychotic drugs. 
J Clin Psychiatry. 1987;48 Suppl:13–19.

 15. Reilly JG, Ayis SA, Ferrier IN, Jones SJ, Thomas SH. QTc-interval 
abnormalities and psychotropic drug therapy in psychiatric patients. 
Lancet. 2000;355(9209):1048–1052.

 16. Forster A, Gardaz JP, Suter PM, Gemperle M. Respiratory depression 
by midazolam and diazepam. Anesthesiology. 1980;53(6):494–497.

 17. Hatta K, Takahashi T, Nakamura H, et al. A risk for obstruction of the 
airways in the parenteral use of levomepromazine with benzodiazepine. 
Pharmacopsychiatry. 1998;31(4):126–130.

 18. Allen MH, Currier GW, Carpenter D, Ross RW, Docherty JP. Expert 
Consensus Panel for Behavioral Emergencies 2005. The expert 
 consensus guideline series. Treatment of behavioral emergencies 2005. 
J Psychiatr Pract. 2005;11 Suppl 1:5–108.

 19. American Psychiatric Association. Practice Guidelines for the 
 Treatment of Patients with Schizophrenia. 2nd ed. Arlington, VA: 
American Psychiatric Publishing, Inc; 2004.

 20. Bergstrom RF, Mitchell M, Jewell H, Richards J, Hatcher B. 
 Examination of the safety, tolerance and pharmacokinetics of 
 intramuscular (IM) olanzapine compared to oral olanzapine in healthy 
subjects. Schizophr Res. 1999;36:305–306.

 21. Kay SR, Sevy S. Pyramidical model of schizophrenia. Schizophr Bull. 
1990;16(3):537–545.

 22. Kay SR, Fiszbein A, Opler LA. The positive and negative syndrome scale 
(PANSS) for schizophrenia. Schizophr Bull. 1987;13(2):261–276.

 23. Rush JA. Abnormal Involuntary Movements Scale (AIMS). Handbook 
of Psychiatric Measures. Washington, DC: American Psychiatric Asso-
ciation. 2000;166–168.

 24. Barnes TRE. A rating scale for drug-induced akathisia. Br J Psychiatry. 
1989;154:672–676.

 25. Inada T. Evaluation and diagnosis of drug-induced extrapyramidal 
symptoms. In: Yagi G, editor. Commentary on the DIEPSS and Guide 
to its Usage. Tokyo: Seiwa Publishers; 1996:11–60.

 
N

eu
ro

ps
yc

hi
at

ric
 D

is
ea

se
 a

nd
 T

re
at

m
en

t d
ow

nl
oa

de
d 

fr
om

 h
ttp

s:
//w

w
w

.d
ov

ep
re

ss
.c

om
/ b

y 
13

7.
10

8.
70

.1
4 

on
 1

2-
Ja

n-
20

20
F

or
 p

er
so

na
l u

se
 o

nl
y.

Powered by TCPDF (www.tcpdf.org)

                               1 / 1

www.dovepress.com
www.dovepress.com
www.dovepress.com


Neuropsychiatric Disease and Treatment

Publish your work in this journal

Submit your manuscript here: http://www.dovepress.com/neuropsychiatric-disease-and-treatment-journal

Neuropsychiatric Disease and Treatment is an international, peer-
reviewed journal of clinical therapeutics and pharmacology focusing 
on concise rapid reporting of clinical or pre-clinical studies on a 
range of neuropsychiatric and neurological disorders. This journal 
is indexed on PubMed Central, the ‘PsycINFO’ database and CAS.  

The manuscript management system is completely online and includes 
a very quick and fair peer-review system, which is all easy to use. Visit 
http://www.dovepress.com/testimonials.php to read real quotes from 
published authors.

Neuropsychiatric Disease and Treatment 2013:9 submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

Dovepress

1287

Efficacy and safety of IM olanzapine

 26. Inada T, Yagi G, Gardos G. Inter-rater reliability of the drug-induced 
extrapyramidal symptoms scale (DIEPSS). Abstracts of 20th Collegium 
Internationale Neuropsycho-Pharmacologicum, Melbourne, Australia, 
1996:23–27.

 27. Wilson MP, Pepper D, Currier GW, Holloman GH Jr, Feifel D. The 
psychopharmacology of agitation: consensus statement of the American 
association for emergency psychiatry project Beta psychopharmacology 
workgroup. West J Emerg Med. 2012;13(1):26–34.

 28. Hsu WY, Huang SS, Lee BS, Chiu NY. Comparison of intramuscular 
olanzapine, orally disintegrating olanzapine tablets, oral  risperidone 
solution, and intramuscular haloperidol in the management of 
acute agitation in an acute care psychiatric ward in Taiwan. J Clin 
 Psychopharmacol. 2010;30(3):230–234.

 29. Wright P, Birkett M, David SR, et al. Double-blind, placebo-controlled 
comparison of intramuscular olanzapine and intramuscular haloperidol 
in the treatment of acute agitation in schizophrenia. Am J Psychiatry. 
2001;158(7):1149–1151.

 30. Perrin E, Anand E, Dyachkova Y, Wagner T, Frediani S, Ballerini A; 
OBS-IM investigators group. A prospective, observational study of 
the safety and effectiveness of intramuscular psychotropic treatment 
in acutely agitated patients with schizophrenia and bipolar mania. Eur 
Psychiatry. 2012;27(4):234–239.

 31. Satterthwaite TD, Wolf DH, Rosenheck RA, Gur RE, Caroff SN. 
A meta-analysis of the risk of acute extrapyramidal symptoms with 
intramuscular antipsychotics for the treatment of agitation. J Clin 
Psychiatry. 2008;69(12):1869–1879.

 32. Sivaraman P, Rattehalli RD, Jayaram MB. Levomepromazine 
for schizophrenia. Cochrane Database Syst Rev. 2010;(10): 
CD007779.

 33. Gjerden P, Slordal L, Bramness JG. Prescription persistence and safety 
of antipsychotic medication: a national registry-based 3-year follow-up. 
Eur J Clin Pharmacol. 2010;66(9):911–917.

 34. Ozeki Y, Fujii K, Kurimoto N, et al. QTc prolongation and  antipsychotic 
QTc prolongation and antipsychotic medications in a sample of 
1017 patients with schizophrenia. Prog Neuropsychopharmacol Biol 
Psychiatry. 2010;34(2):401–405.

 
N

eu
ro

ps
yc

hi
at

ric
 D

is
ea

se
 a

nd
 T

re
at

m
en

t d
ow

nl
oa

de
d 

fr
om

 h
ttp

s:
//w

w
w

.d
ov

ep
re

ss
.c

om
/ b

y 
13

7.
10

8.
70

.1
4 

on
 1

2-
Ja

n-
20

20
F

or
 p

er
so

na
l u

se
 o

nl
y.

Powered by TCPDF (www.tcpdf.org)

                               1 / 1

http://www.dovepress.com/neuropsychiatric-disease-and-treatment-journal
http://www.dovepress.com/testimonials.php
www.dovepress.com
www.dovepress.com
www.dovepress.com
www.dovepress.com

	Publication Info 2: 
	Nimber of times reviewed: 


