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Background: The frequency and severity of extra-
pyramidal syndrome (EPS) were evaluated in patients with
DSM-I11 or DSM-1V schizophreniain the acute phase (<= 8
weeks) of randomized, double-blind, controlled trials from
the integrated olanzapine clinical trial database.

Method: This retrospective analysis included 23 clinical
trials and 4611 patients from November 11, 1991, through
July 31, 2001. Incidences of dystonic, parkinsonian, and
akathisia events were compared using treatment-emergent
adverse-event data. Categorical analyses of Simpson-Angus
Scale and Barnes Akathisia Scale (BAS) scores, use of anti-
cholinergic medications, and baseline-to-endpoint changes
in Simpson-Angus Scale and BAS scores were compared.

Results: A significantly smaller percentage of
olanzapine-treated patients experienced dystonic events
than did haloperidol- (p < .001) or risperidone-treated pa-
tients (p = .047). A significantly greater percentage of halo-
peridol-treated patients experienced parkinsonian (p <.001)
and akathisia (p < .001) events than did olanzapine-treated
patients. Categorical analysis of Simpson-Angus Scale
scores showed significantly more haloperidol- (p <.001)
or risperidone-treated patients (p = .004) developed parkin-
sonism than did olanzapine-treated patients. Olanzapine-
treated patients experienced significantly greater reductions
in Simpson-Angus Scale scores than did hal operidol-

(p <.001), risperidone- (p < .001), or clozapine-treated

(p =.032) patients. Categorical analysis of BAS scores
showed significantly more haloperidol-treated patients ex-
perienced treatment-emergent akathisia versus olanzapine-
treated patients (p < .001). Significantly greater reductions
in BAS scores were experienced during olanzapine treat-
ment versus placebo (p = .007), haloperidol (p <.001), and
risperidone (p = .004) treatments. A significantly smaller
percentage of olanzapine-treated patients received anticho-
linergic medications compared with that of haloperidol-

(p <.001) or risperidone-treated patients (p = .018).
Compared with that in olanzapine-treated patients, the
duration of anticholinergic cotreatment was significantly
longer among haloperidol- (p < .001) or risperidone-treated
patients (p = .040) and significantly shorter among
clozapine-treated patients (p = .021).

Conclusion: Thisanalysis of available data from
olanzapine clinical trials lends additional support to
olanzapine's favorable EPS profile.
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espite their efficacy in reducing symptoms among

patients with schizophrenia, some antipsychotic
drugs, especialy conventional antipsychotics, are associ-
ated with significant incidences of extrapyramidal syn-
drome (EPS) during treatment. Acute EPS generaly
includes dystonia, parkinsonism, and akathisia. EPS may
be further classified depending on the timing and circum-
stances of the onset of symptoms. Acute EPS usually de-
velops within hours or days after beginning medication or
increasing the dose, and acute dystonia may be particu-
larly distressing to patients in an acute psychotic episode
or patients inexperienced with antipsychotic therapy. It
has been suggested that occurrence of acute EPS, particu-
larly severe acute EPS, may predict future vulnerability
to parkinsonism and tardive dyskinesia,*? and patients
treated long term with atypical antipsychotics that have
a favorable EPS profile may experience less tardive
dyskinesia.?

Severe EPS may be physically painful and emotionally
traumatic to patients with schizophrenia. The severity of
EPS can range from mild tremor to life-threatening acute
dystonic reactions that may impair breathing or swallow-
ing. The social stigma associated with EPS may hinder
social reintegration by limiting personal contacts and re-
ducing employment opportunities. The distressing effects
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of acute EPS, particularly acute dystonia, on patients may
also lead to alack of confidence in future therapy and de-
creased compliance with medication,®* potentially result-
ing in relapse and poor long-term outcome. In addition,
drugs associated with higher rates of EPS often require
concomitant use of anticholinergic agents that may be
associated with additional side effects or adverse events.
The lower rate and severity of EPS observed during treat-
ment with atypical antipsychotics have greatly increased
their use asfirst-line treatments of schizophrenia.

Patients treated with atypical antipsychotics have gen-
erally experienced lower levels of EPS compared with
those in patients treated with conventiona antipsy-
chotics.>® It has been estimated that 50% to 90% of pa-
tients taking conventional antipsychotics will experience
some form of EPS.” In a cross-sectional study of outpa-
tients with schizophrenia who were treated with antipsy-
chotics, the frequency of overall adverse extrapyramidal
reactions was 78.3% with haloperidol, 55.1% with risper-
idone, 39.5% with quetiapine, and 35.8% with olanza-
pine. The relative frequency of EPS during antipsychotic
treatment may depend on different factors, including the
means used to assess and report EPS (different rating
scales, baseline-to-endpoint changes, maximum scores
during therapy, anticholinergic use), the patient popula-
tion under examination, and the dose of antipsychotic.

The lower rates of EPS during treatment with some
atypical antipsychotics may be due to the more selective
dopamine blockade in mesolimbic versus nigrostriatal
tracts of the brain® in contrast to the nonselective dopa-
mine blockade by conventional antipsychotics. In addi-
tion, the higher affinity of atypical antipsychotics for se-
rotonin receptors may offer some protection against
dopamine antagonist—mediated EPS.*** The relatively
low incidence of EPS during olanzapine and clozapine
therapies may be mediated by their intrinsic anticholiner-
gic activity at muscarinic receptors.>*3

In this retrospective analysis, we examined data from
an integrated clinical trial database of randomized,
double-blind, controlled trials investigating the use of
olanzapine and its comparators for the acute-phase treat-
ment of schizophrenia (= 8 weeks). The incidence and se-
verity of EPS occurring during treatment with olanzapine
compared with placebo, haloperidol, risperidone, or clo-
zapine were assessed using treatment-emergent adverse-
event data and mean baseline-to-endpoint changes in and
categorical analyses of objective scale scores evaluating
parkinsonism and akathisia. Concomitant use of anticho-
linergic medication was also considered an indicator of
treatment-emergent EPS.

METHOD

Study participants were inpatients or outpatients aged
18 to 65 years who met the DSM-I1I or DSM-1V criteria
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for a diagnosis of schizophrenia or related disorders and
had provided written informed consent after study designs
and possible adverse events were described. Data from the
acute phase (= 8 weeks) of olanzapine clinical trials from
November 11, 1991, through July 31, 2001, (23 clinical tri-
als and 4611 total patients) investigating the treatment of
schizophrenia were retrospectively analyzed after subdi-
viding the head-to-head trials into groups by comparator
(placebo, haloperidol, risperidone, or clozapine). Assess-
ments of EPS were made between patients treated with
individual comparator drugs or placebo and olanzapine-
treated patients within the trials that compared the 2 treat-
ments. Treatment-emergent EPS was evaluated using
adverse-event data, categorical data derived from the
Simpson-Angus Scale* and Barnes Akathisia Scale®®
(BAS), mean baseline-to-endpoint changes in Simpson-
Angus Scale and BAS total scores, and data on concomi-
tant use of anticholinergic medication.

Antipsychotic Dose

All antipsychotics were administered oraly. Dose
ranges for olanzapine in placebo or haloperidol compari-
son trials were 2.5 to 20 mg/day and were 5 to 20 mg/day
in risperidone or clozapine comparison trials. Doses
of comparator drugs were as follows: haloperidol, 1 to 20
mg/day; risperidone, 4 to 12 mg/day; and clozapine, 25 to
625 mg/day. Patientsin the risperidone group were divided
into 2 subgroups: patients receiving modal doses of <6
mg/day and patients receiving modal doses of > 6 mg/day.
The 2 subgroups were compared and showed no significant
differences in any of the treatment-emergent EPS mea-
sures. However, given the relationship between EPS and
increasing dose of risperidone,’®!” only the patients receiv-
ing modal doses of < 6 mg/day were included in the com-
parisons with the olanzapine group. The dose range for the
clozapine group was relatively broad; however, the lower
doses were administered during the period of dose titra-
tion, and more than 80% of the clozapine-treated patients
received a modal dose between 100 and 400 mg/day.

Event Category Analysis

Treatment-emergent extrapyramidal adverse events
were subdivided into dystonic, parkinsonian, and akathisia
events. The event category data were assessed for differ-
ences between olanzapine and comparator treatments.
The following COSTART terms were used to identify
patients with dystonic events. dystonia, oculogyric crisis,
opisthotonos, and torticollis. The COSTART terms used
for identification of parkinsonian events were akinesia,
cogwheel rigidity, extrapyramidal syndrome, hypertonia,
hypokinesia, masked facies, and tremor. Akathisia events
were identified using the COSTART terms akathisia and
hyperkinesia.

If a patient exhibited 1 or more extrapyramidal
treatment-emergent events that mapped to 1 of the 3 extra-
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Table 1. Patient Demographics From Clinical Trials of Olanzapine Versus Placebo (3 trials), Haloperidol (13 trials), Risperidone

(6 trials), or Clozapine (4 trials)

Placebo Comparator Hal operidol Comparator Risperidone Comparator Clozapine Comparator

Variable Olanzapine Placebo Olanzapine Haloperidol Olanzapine Risperidone Olanzapine Clozapine
Total N 388 153 2110 1059 400 279 235 233
Sex, N (%)

Women 87 (22.4) 35(22.9) 687 (32.6) 356 (33.6) 127 (31.8) 104 (37.3) 84 (35.7) 94 (40.3)

Men 301 (77.6) 118(77.1) 1423 (67.4) 703 (66.4) 273 (68.3) 175(62.7) 151 (64.3) 139 (59.7)
Ethnic origin, N (%)

White 309 (79.6) 113(73.9) 1625 (77.0)2 758 (71.6) 272 (68.0) 191 (68.5) 188 (80.0) 185(79.4)

Nonwhite 79(20.4) 40(26.1) 485 (23.0) 301 (28.9) 128 (32.0) 88 (31.5) 47 (20.0) 48 (20.6)
Age, mean+ SD, y 37.0+10.2 36.2+85 379+11.1 37.6+10.6 36.4+100 37.8+9.3 36.6+10.6 37.5+10.3
% <.001.

pyramidal categories, the patient was counted once in
that category. If apatient exhibited events that mapped to
more than 1 extrapyramidal category, the patient was
counted once in each applicable category. The “any of
the above” category consisted of the total number and
percentage of patients who exhibited at least 1 extrapyra-
midal treatment-emergent adverse event (regardiess of
the category). Even though a patient may have been
counted in more than 1 extrapyramidal category, the
patient was counted only once in the “any of the above’
row.

Categorical Analysis of Simpson-Angus Scale
and Barnes Akathisia Scale Scores

The numbers and percentages of patients with a
Simpson-Angus Scale baseline score of < 3 whose total
score exceeded 3 anytime during treatment were com-
pared.* A similar categorical analysis of the BAS data
was performed. The numbers and percentages of patients
with a BAS baseline score of <2 whose total score
equaled or exceeded 2 anytime during treatment were
compared.®®

Anticholinergic Medication Use

The numbers and percentages of patients administered
concomitant anticholinergic medications to treat EPS
were compared across therapies. Additionally, anong the
patients who required anticholinergic medications, the
mean number of days of exposure and the mean doses
(converted to benztropine equivalents) were compared
between treatment groups.

Statistical Analysis

Pairwise, between-group differences in the frequency
of patients with treatment-emergent adverse events
and categorical increases in parkinsonism and akathisia
were compared using a Fisher exact test, and 2-tailed
p values were calculated. Mean baseline-to-endpoint
changes in Simpson-Angus Scale and BAS scores were
evaluated between treatment groups using an analysis-
of-covariance (ANCOVA) model that included baseline
score as a covariate. All tests of hypothesis were done at
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a2-sided 5% level of significance, and Statistical Analysis
System (SAS), versions 6.09 and 8, was used to perform
all analyses.

RESULTS

Patient Demographics

The number of clinical trials pooled and the number
and distribution of randomized patients between treatment
groups with respect to sex, ethnic origin, and age are sum-
marized in Table 1. There were no statistically significant
differences in the patient populations with respect to sex,
ethnic origin, or age between the olanzapine and placebo,
risperidone, or clozapine groups. In the haloperidol group,
there were no significant differences compared with the
olanzapine group with respect to sex or age. The olan-
zapine treatment group had a significantly greater per-
centage of white patientsin comparison with the hal operi-
dol group (p < .001). However, inclusion of ethnic origin
(white vs. nonwhite) as an independent variable in the lo-
gistic regression model examining categorical treatment-
emergent adverse extrapyramidal eventsin the olanzapine
and haloperidol groups revealed no significant differences
in the incidence of akathisia, dystonic, parkinsonian, or
“any of the above” events (data not shown).

Mean Modal Daily Antipsychotic Dose

The mean modal daily doses (the average of the doses
most frequently administered during the observation
period) of antipsychotics received by patients that took
at least 1 dose of study drug in each treatment group are
presented in Table 2.

Dystonic Events

There were no significant differencesin the percentage
of patients experiencing dystonic events during treatment
between the olanzapine group and the placebo or clozapine
groups (Figure 1). A significantly smaller percentage of
olanzapine-treated patients experienced dystonic events
during treatment compared with that of haloperidol- (5.6%
vs. 0.5%, p <.001) or risperidone-treated patients (3.2%
vs. 1.0%, p = .047).
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Table 2. Mean Modal Antipsychotic Dose by Treatment Group in Clinical Trials of Olanzapine

Placebo Comparator Hal operidol Comparator Risperidone Comparator Clozapine Comparator
Variable Olanzapine Placebo Olanzapine Haloperidol Olanzapine Risperidone Olanzapine Clozapine
N 387 153 2078 1046 400 279 231 225

Modal dose, mean + SD, mg/day 11.6+55

123+55

11.6 5.6 148+42 49=x12 17.7+5.0 255=106

Figure 1. Treatment-Emergent Dystonic Events for
Olanzapine and Comparator Treatment
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Figure 2. Treatment-Emergent Parkinsonian Events for
Olanzapine and Comparator Treatment

w
o
]

2
5 254
& 204
S
o 154
D
<
€ 104
(%]
£ S h
5 54
o
o - .
. \(\e é‘oo \(\z ,\o . \(\e o(\e . \(\Q; . \(\e
L& L& L L
é\x L é\x K é@ QQ} é\x G
o X e O ©

*p <.001.

Parkinsonian Events

Treatment-emergent parkinsonian event analysis.
There were no significant differences in the percentage of
patients experiencing parkinsonian events during treat-
ment between the olanzapine group and the placebo, ris-
peridone, or clozapine groups (Figure 2). A significantly
greater percentage of haloperidol-treated patients experi-
enced parkinsonian events during treatment compared
with that of olanzapine-treated patients (28.3% vs. 9.3%,
p <.001).

Categorical analysis of Simpson-Angus Scale scores.
Compared with patients treated with olanzapine, a signi-
ficantly greater percentage of patients treated with halo-
peridol (38.5% vs. 14.5%, p<.001) or risperidone
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Figure 3. Percentage of Patients Taking Olanzapine or
Comparator Drug With a Simpson-Angus Scale Total Score
of < 3 at Baseline and > 3 Anytime Thereafter
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(21.3% vs. 10.9%, p=.004) developed parkinsonism
(according to Simpson-Angus Scale total score criteria)
at any time during treatment (Figure 3). The percentage
of patients treated with placebo (12.0% vs. 11.9%) or clo-
zapine (7.0% vs. 7.5%) who developed parkinsonism was
not significantly different than that of patients treated
with olanzapine.

Mean baseline-to-endpoint changes in Simpson-
Angus Scale scores. Olanzapine-treated patients had sig-
nificantly greater reductions in mean Simpson-Angus
Scale scores at endpoint than did haloperidol- (p < .001),
risperidone- (p<.001), or clozapine-treated patients
(p =.032; Figure4). Therewere no significant differences
in the mean baseline-to-endpoint changes in Simpson-
Angus Scale scores among patients treated with olanza-
pine compared with patients treated with placebo.

Akathisia Events

Treatment-emergent akathisia event analysis. There
were no significant differences in the percentage of
placebo-, risperidone-, or clozapine-treated patients who
experienced akathisia events during therapy compared
with that of olanzapine-treated patients (Figure 5). The per-
centage of haloperidol-treated patients who experienced
akathisia during treatment was significantly greater than
the percentage of patients experiencing akathisia in the
olanzapine-treatment group (20.4% vs. 6.7%, p < .001).

Categorical analysis of akathisia. Categorical analy-
sis of BAS scores demonstrated that a significantly

J Clin Psychiatry 64:8, August 2003
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Figure 4. Mean Change in Baseline-to-Endpoint
Simpson-Angus Scale Total Scores for Treatment-Emergent
Parkinsonism in Patients Taking Olanzapine or Comparator
Drug?
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Figure 5. Treatment-Emergent Akathisia Events for
Olanzapine and Comparator Treatment
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greater percentage of patients treated with haloperidol
developed akathisia (according to BAS total score crite-
ria) at any time during treatment compared with that
of patients treated with olanzapine (41.0% vs. 13.7%,
p <.001; Figure 6). There were no significant differences
in the percentage of patients who developed akathisia
during treatment with olanzapine versus placebo (19.2%
vs. 19.0%), olanzapine versus risperidone (15.8% vs.
21.7%), or olanzapine versus clozapine (8.3% vs. 9.9%).
Mean baseline-to-endpoint changes in Barnes Aka-
thisia Scale scores. At endpoint, patients treated with
olanzapine had a significantly greater mean reduction in
BAS scores from baseline compared with that of patients
treated with placebo (p = .007), haloperidol (p < .001), or
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Figure 6. Percentage of Patients Taking Olanzapine or
Comparator Drug With a Barnes Akathisia Scale Total Score
of < 2 at Baseline and = 2 Anytime Thereafter
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Figure 7. Mean Changes in Baseline-to-Endpoint Barnes
Akathisia Scale Total Scores for Treatment-Emergent
Akathisia in Patients Taking Olanzapine or Comparator
Drug?
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scores were evaluated among treatment groups using an analysis-of-
covariance model that included baseline score as a covariate.
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risperidone (p =.004; Figure 7). The small, nonsignifi-
cant increase in mean+ SD BAS scores (0.08 = 0.86,
p =.325) within the placebo group may have been due
to withdrawal akathisia following abrupt discontinuation
of previous medications. There were no significant dif-
ferences in the mean baseline-to-endpoint change in
BAS scores between olanzapine- and clozapine-treated
patients.

Overall Incidence of Any Extrapyramidal Event

With respect to the overall incidence of any extrapyra-
midal adverse event, there were no significant differences
in the percentage of patients who experienced atreatment-
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Table 3. Percentage of Patients Exhibiting at Least 1
Extrapyramidal Treatment-Emergent Adverse Event
(regardless of category) With Olanzapine or Comparator
Treatment®

Olanzapine Comparator
Clinical Tria N (%) N (%) p Value
Olanzapine vs.
Placebo 60 (15.5) 14 (9.2) .070
Haloperidol 341 (16.2) 470 (44.4) <.001
Risperidone 76 (19.0) 69 (24.7) .087
Clozapine 16 (6.8) 6 (2.6) .047

8 ven if a patient was counted in more than 1 extrapyramidal event
category, the patient was counted only once in this analysis.

Figure 8. Percentage of Patients Using Anticholinergic
Medications for Extrapyramidal Syndrome During Treatment
With Olanzapine or Comparator Drug
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emergent EPS event among patients treated with olanza-
pine compared with those taking placebo (15.5% vs. 9.2%)
or among patients treated with olanzapine compared with
those taking risperidone (19.0% vs. 24.7%; Table 3). A
significantly greater percentage of haloperidol-treated
patients had a treatment-emergent EPS event compared
with that of patients treated with olanzapine (44.4% vs.
16.2%, p < .001). A significantly lower percentage of pa-
tients treated with clozapine experienced a treatment-
emergent EPS event than did that of olanzapine-treated
patients (2.6% vs. 6.8%, p = .047).

Anticholinergic Medication Use

Another means to determine the occurrence and gen-
eral severity of treatment-emergent EPS was to assess
concomitant anticholinergic therapy at any time during
treatment. Comparison of the percentage of patients who
were administered at least 1 dose of anticholinergic medi-
cation during treatment showed that significantly fewer
olanzapine-treated patients were administered anticholin-
ergic drugs than were patients treated with haloperidol
(17.0% vs. 50.4%, p <.001) or risperidone (23.7% vs.
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Figure 9. Mean Number of Days of Anticholinergic
Cotreatment During Treatment With Olanzapine or
Comparator Drug
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32.3%, p = .018; Figure 8). There were no significant dif-
ferences in the percentage of patients treated with anti-
cholinergic agents among patients treated with olanzapine
compared with patients treated with placebo (14.7% vs.
13.1%) or clozapine (8.5% vs. 6.0%).

There were no significant differences in mean number
of days of anticholinergic medication cotreatment be-
tween the olanzapine group and the placebo group (Figure
9). The mean number of days of anticholinergic medica-
tion cotreatment was significantly greater in haloperidol-
(p < .001) or risperidone-treated patients (p = .040) com-
pared with olanzapine-treated patients. The clozapine
treatment group was administered anticholinergic medi-
cations for significantly fewer days than was the olanza-
pine treatment group (p = .021).

There were no significant differencesin the amount of
anticholinergic medication equivalents administered to
patients treated with olanzapine compared with patients
treated with placebo, risperidone, or clozapine (data
not shown). Olanzapine-treated patients were adminis-
tered significantly less anticholinergic equivalents than
were patients treated with haloperidol (mean + SD dose =
olanzapine, 2.50+160 mg/day vs. haloperidol,
3.04 + 1.64 mg/day; p < .001).

DISCUSSION

Early in the era of conventional antipsychotic therapy,
EPS was viewed as anecessary part of effectively treating
the symptoms of psychosis. This concept had to be reas-
sessed after the introduction of clozapine.’®*® Clozapine
therapy was associated with a markedly lower incidence
of treatment-emergent EPS while still having efficacy
in treating psychotic symptoms.’*® Because of the de-
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creased incidence of EPS, lack of effect on prolactin se-
cretion, and increased efficacy at treating negative symp-
toms compared with conventional antipsychotics, cloza-
pine was termed the first “atypical” antipsychotic.

However, despite early reports that clozapine treat-
ment was devoid of EPS,; it has been estimated that up to
20% of patients treated with clozapine experience EPS.#
One study described higher rates of tremor and brady-
kinesia among patients treated with clozapine than did
earlier reports.?? Another study reported that after 1 year
of clozapine treatment, 33% of patients had parkinsonian
symptoms, and 14% and 7% had psychic and motor aka-
thisia symptoms, respectively.? Although these studies
reported higher rates of parkinsonism and akathisia than
didinitia trials, they also reported virtually no dystoniain
clozapine-treated patients.??® Following the introduction
of clozapine to the marketplace were severa other “atypi-
cal” antipsychotics (olanzapine, risperidone, and quetia-
pine) that had a more favorable adverse-event profile,
particularly with respect to EPS, compared with that of
conventional antipsychotics,161719.2024-53

To some degree, al antipsychotic medications bind to
or act as antagonists at central nervous system dopamine
receptors. Based on positron emission tomography (PET)
studies, most antipsychotics occupy approximately 40%
to 80% of striatal dopamine receptors at therapeutic
doses.?#233 When excessive blockade (greater than 80%
receptor occupancy) of striatal dopamine receptors occurs
during treatment with antipsychotic agents, control over
voluntary and involuntary muscle movements may be
compromised, producing EPS in some patients.*

The reduced occurrence of EPS during treatment with
atypical antipsychotic agents is thought to occur due to
their unique receptor-binding profiles. For example,
olanzapine’s favorable EPS profile may result in part
from a greater regionally selective blockade of mesolim-
bic versus striatal dopamine receptors.® In addition, some
of the atypical antipsychotics have agreater in vitro affin-
ity for serotonin receptors than for dopamine receptors'®**
and occupy a greater percentage of serotonin receptors
in vivo.” Therefore, some degree of protection from
dopamine antagonist—mediated EPS may be provided by
simultaneous blockade of serotonin receptors. When pa-
tients administered dopamine-blocking conventional anti-
psychotics were concomitantly treated with the 5-HT,-
receptor—selective serotonin antagonist ritanserin, a de-
crease in EPS was observed.* However, the protection
from EPS afforded by atypical antipsychotic blockade of
serotonin receptors is not absolute. At clinically relevant
doses of olanzapine, clozapine, and risperidone, in vivo
PET data suggest that while serotonin receptorsin the pre-
frontal cortex are almost completely occupied in al pa-
tients,"® a number of patients still experience some EPS
during treatment with atypical antipsychotics, abeit with
some variability.
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Therelatively low incidence of EPS during olanzapine
and clozapine therapy may be explained by their intrinsic
ability to block muscarinic cholinergic receptors.’®™ In
support of this hypothesis, our data show that a signifi-
cantly smaller percentage of olanzapine-treated patients
were administered concomitant anticholinergic medica-
tions to alleviate EPS symptoms compared with that of
haloperidol- and risperidone-treated patients. Further-
more, even though more patients treated with hal operidol
and risperidone were administered concomitant anticho-
linergic medications, haloperidol- and risperidone-treated
patients also experienced more treatment-emergent dys-
tonic adverse events and parkinsonism (defined by a cat-
egorical increase in Simpson-Angus Scal e score) than did
patients treated with olanzapine.

Results of thisanalysis should be viewed in the context
of other independent head-to-head clinical trials of olan-
zapine versus other antipsychotics. One small (N = 42),
open-label, head-to-head trial of olanzapine and risperi-
done showed, like this analysis did, that after a mean of
4 weeks of treatment, olanzapine-treated patients had a
significantly greater reduction of BAS total scores from
baseline. Their study and our analysis also showed a sig-
nificantly smaller percentage of olanzapine-treated pa-
tients required concomitant anticholinergic medications
than did risperidone-treated patients® In contrast to
our findings, these investigators found no significant dif-
ferences between olanzapine- and risperidone-treated
patients in the mean baseline-to-endpoint changes in
Simpson-Angus Scale total scores.®

Another head-to-head clinical trial that investigated
the use of risperidone and olanzapine for treatment of
schizophrenia® reported no significant differences in
akathisia scores or total scores for parkinsonism and dys-
kinesia between the olanzapine- and risperidone-treated
groups. These investigators also did not detect any differ-
ences in Extrapyramidal Symptom Rating Scale (ESRS)
total scores. The ESRS total score contains parkinsonism,
dyskinesia, and akathisia items™ and is analogous to the
“any of the above’ event category analysis in this study.
Our analysis of this category failed to show any differ-
ences between olanzapine- and risperidone-treated pa-
tients. In contrast to this integrated analysis, Conley and
Mahmoud®* reported no significant difference in con-
comitant use of anticholinergic medication between the
olanzapine- and risperidone-treated groups.

In a cross-sectional, nonintervention study of out-
patients with schizophrenia, a significantly lower per-
centage of olanzapine-treated patients experienced aka-
thisia, rigidity, hypokinesia/akinesia, tremor, and an
overal incidence of EPS compared with haloperidol- or
risperidone-treated patients.® Olanzapine-treated patients
also experienced significantly less dystonia and hyperki-
nesia than did haloperidol-treated patients. In addition, a
significantly smaller percentage of both olanzapine- and

904



Carlson et al.

clozapine-treated patients were administered anticholin-
ergic medications than were hal operidol-treated patients.®

A double-blind trial comparing the efficacy of cloza-
pine, olanzapine, risperidone, and haloperidol in patients
with chronic schizophrenia or schizoaffective disorder
and a suboptimal treatment response showed no signifi-
cant between-group differences in total ESRS score, dys-
kinesia, or akathisia.® However, a significantly smaller
percentage of both olanzapine- and clozapine-treated pa-
tients were administered anticholinergic medications than
were risperidone-treated patients.

The limitations of the current study include the retro-
spective nature of the analysis. Data from multiple trials
designed to determine the efficacy of olanzapine versus
placebo or active comparatorsin treating psychotic symp-
toms of schizophrenia as the primary outcome were
pooled and divided by individual comparator. The data-
base was then retrospectively analyzed for between-group
differences in EPS (a secondary outcome). In addition,
the patient populations in these trials were mainly com-
posed of maleswith along course of illness (morethan 10
years) and years of prior antipsychatic therapy. Therefore,
the incidence of dystonia reported here might be lower
than expected because dystonia occurs more frequently in
young males treated with antipsychotics.*

Thisanalysis of data available from olanzapine clinical
trials lends additional support to olanzapine’s favorable
EPS profile, particularly in comparison with the conven-
tional antipsychotic haloperidol. Treatment with an anti-
psychotic possessing a favorable EPS profile may be ad-
vantageous for several reasons. K eepers and Casey™® have
shown that a relatively low incidence of EPS during the
first 5 years of antipsychotic treatment was associated
with a reduced liability for future EPS. It has also been
proposed that the reduced acute EPS burden associated
with atypical antipsychotics will potentially result in a
lower long-term risk for tardive dyskinesia® However,
long-term studies are required before a definitive conclu-
sion can be reached about the relationship between acute
EPS and long-term development of tardive dyskinesia. In
addition, an antipsychotic with a favorable EPS profile
will require fewer anticholinergic agents, thus decreasing
the amount of concomitant medications and consequently
reducing the potential for additional adverse events and
drug-drug interactions.

Acute EPS, especialy acute dystonia, may hinder
patients' commitment to future drug therapy and may con-
tribute to noncompliance. Socia interactions and social
reintegration may also be enhanced in patients who lack
embarrassing and disturbing EPS side effects. Therefore,
an atypical antipsychotic with a relatively low EPS ad-
verse-event profile, such as olanzapine, may not only re-
duce psychotic symptoms but also potentially provide
long-term benefits through increased treatment compli-
ance and social integration.
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Drug names: benztropine (Cogentin and others), clozapine (Clozaril
and others), haloperidol (Haldol and others), olanzapine (Zyprexa),
quetiapine (Seroquel), risperidone (Risperdal).

REFERENCES

1. Barnes TR, McPhillips MA. Novel antipsychotics, extrapyramidal side
effects and tardive dyskinesia. Int Clin Psychopharmacol 1998;13(suppl
3):$49-S57

2. Andrew HG. Clinical relationship of extrapyramidal symptoms and
tardive dyskinesia. Can J Psychiatry 1994;39(9 suppl 2):S76-S80

3. Van Putten T. Why do schizophrenic patients refuse to take their drugs?
Arch Gen Psychiatry 1974,31:67-72

4. Weiden PJ, Shaw E, Mann JJ. Causes of neuroleptic noncompliance.
Psychiatr Ann 1986;16:571-575

5. Baestrieri M, Vampini C, Bellantuono C. Efficacy and safety of novel
antipsychotics: acritica review. Hum Psychopharmacol 2000;15:
499-512

6. Worrel JA, Marken PA, Beckman SE, et a. Atypical antipsychotic
agents: acritical review. Am J Health Syst Pharm 2000;57:238-255

7. Casey DE, Keepers GA. Neuroleptic side effects: acute extrapyramidal
syndromes and tardive dyskinesia. In: Casey DE, Christensen AV, eds.
Psychopharmacology: Current Trends. Berlin, Germany: Springer;
1988:74-93

8. Bobes J, Rgas J, Garcia-GarciaM, et . Frequency of extrapyramidal
adverse reactions in schizophrenic outpatients treated with risperidone,
olanzapine, quetiapine, or haoperidol: results of the ERIE study. Clin
Drug Invest 2002;22:609-622

9. Stockton ME, Rasmussen K. Electrophysiological effects of olanzapine,
anovel atypica antipsychotic, on A9 and A10 dopamine neurons.
Neuropsychopharmacology 1996;14:97-105

10. Bymaster FP, Calligaro DO, Falcone JF, et al. Radioreceptor
binding profile of the atypical antipsychotic olanzapine.
Neuropsychopharmacology 1996;14:87-96

11. Schotte A, Janssen PF, Gommeren W, et al. Risperidone compared with
new and reference antipsychotic drugs: in vitro and in vivo receptor
binding. Psychopharmacology (Berl) 1996;124:57—73

12. Raedler TJ, Knable MB, Jones DW, et al. In vivo olanzapine occupancy
of muscarinic acetylcholine receptors in patients with schizophrenia
Neuropsychopharmacology 2000;23:56-68

13. Bymaster FP, Falcone JF. Decreased binding affinity of olanzapine
and clozapine for human muscarinic receptorsin intact clonal cellsin
physiological medium. Eur J Pharmacol 2000;390:245-248

14. Simpson GM, Angus JW. A rating scale for extrapyramidal side effects.
Acta Psychiatr Scand Suppl 1970;45(suppl 212):11-19

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

16. ClausA, Bollen J, De Cuyper H, et a. Risperidone versus haloperidol in
the trestment of chronic schizophrenic inpatients: a multicentre double-
blind comparative study. Acta Psychiatr Scand 1992;85:295-305

17. Chouinard G, Jones B, Remington G, et a. A Canadian multicenter
placebo-controlled study of fixed doses of risperidone and haloperidol in
the treatment of chronic schizophrenic patients. J Clin Psychopharmacol
1993;13:25-40

18. Kapur S, Zipursky RB, Remington G. Clinica and theoretical implica:
tions of 5-HT, and D, receptor occupancy of clozapine, risperidone, and
olanzapine in schizophrenia. Am J Psychiatry 1999;156:286-293

19. Gerlach J, Koppelhus P, Helweg E, et al. Clozapine and haloperidol in a
single-blind cross-over trial: therapeutic and biochemical aspectsin the
treatment of schizophrenia. Acta Psychiatr Scand 1974;50:410-424

20. Kane J, Honigfeld G, Singer J, et a. Clozapine for the treatment-resistant
schizophrenic. A double-blind comparison with chlorpromazine. Arch
Gen Psychiatry 1988;45:789-796

21. Casey DE. Clozapine: neuroleptic-induced EPS and tardive dyskinesia
Psychopharmacol ogy (Berl) 1989;99(suppl): S47-S53

22. Kurz M, Hummer M, Oberbauer W, et a. Extrapyramidal side effects of
clozapine and haloperidol. Psychopharmacology (Berl) 1995;118:52-56

23. Peacock L, Solgaard T, Lublin H, et a. Clozapine versus typical
antipsychotics. A retro- and prospective study of extrapyramida side
effects. Psychopharmacology (Berl) 1996;124:188-196

24. Beadey CM Jr, Tollefson G, Tran P, et a. Olanzapine versus placebo and
haloperidol: acute phase results of the North American double-blind

J Clin Psychiatry 64:8, August 2003



25.

26.

27.

28.

29.

30.

3L

32.

33.

35.

36.

37.

38.

olanzapine trial. Neuropsychopharmacology 1996;14:111-123

Beasey CM Jr, Hamilton SH, Crawford AM, et a. Olanzapine versus
haloperidol: acute phase results of the international double-blind
olanzapinetrial. Eur Neuropsychopharmacol 1997;7:125-137

Tollefson GD, Beadey CM Jr, Tran PV, et a. Olanzapine versus
haloperidol in the trestment of schizophrenia and schizoaffective and
schizophreniform disorders: results of an international collaborative tria.
Am J Psychiatry 1997;154:457-465

Marder SR, Meibach RC. Risperidone in the treatment of schizophrenia
Am J Psychiatry 1994;151:825-835

Peuskens J, and the Risperidone Study Group. Risperidonein the
treatment of patients with chronic schizophrenia: a multi-national,
multi-centre, double-blind, parallel-group study versus haloperidol.

Br J Psychiatry 1995;166:712—726; discussion 727—733

Heck AH, Haffmans PM, de Groot IW, et a. Risperdione versus
haloperidol in psychotic patients with disturbing neuroleptic-induced
extrapyramidal symptoms: a double-blind, multi-center trial. Schizophr
Res 2000;46:97-105

Emdey RA, RaniwallaJ, Bailey PJ, et d, and the PRIZE Study Group.
A comparison of the effects of quetiapine (‘ Seroquel’) and hal operidol
in schizophrenic patients with a history of and a demonstrated, partia
response to conventiona antipsychotic treatment. Int Clin
Psychopharmacol 2000;15:121-131

Farde L, Nordstrom AL, Wiesdl FA, et al. Positron emission tomographic
analysis of centra D, and D, dopamine receptor occupancy in patients
treated with classical neuroleptics and clozapine; relation to extrapyrami-
dal side effects. Arch Gen Psychiatry 1992;49:538-544

Copolov DL, Link CG, Kowalcyk B. A multicentre, double-blind,
randomized comparison of quetiapine (ICI 204,636, ‘ Seroquel’) and
haloperidol in schizophrenia. Psychol Med 2000;30:95-105

Remington G, Kapur S. D, and 5-HT, receptor effects of antipsychotics:
bridging basic and clinical findings using PET. J Clin Psychiatry 1999;
60(suppl 10):15-19

. ReyntjensA, Gelders Y G, Hoppenbrouwers M-LJA, et a. Thymosthenic

effects of ritanserin (R 55667), a centrally acting serotonin-S, receptor
blocker. Drug Dev Res 1986;8:205-211

Ho B-C, Miller D, Nopoulos P, et a. A comparative effectiveness study
of risperidone and olanzapine in the treatment of schizophrenia. JClin
Psychiatry 1999;60:658-663

Conley RR, Mahmoud R. A randomized double-blind study of
risperidone and olanzapine in the treatment of schizophreniaor
schizoaffective disorder. Am J Psychiatry 2001;158:765-774
Chouinard G, Ross-Chouinard A, Annable L, et a. The Extrapyramidal
Symptom Rating Scale [abstract]. Can J Neurol Sci 1980;7:233
Volavka J, Czobor P, Sheitman B, et . Clozapine, olanzapine,
risperidone and haloperidol in the treatment of patients with chronic
schizophreniaand schizoaffective disorder. Am J Psychiatry 2002,
159:255-262

. Swett C Jr. Drug-induced dystonia. Am J Psychiatry 1975;132:532-534
. Keepers GA, Casey DE. Use of neuroleptic-induced extrapyramidal

symptoms to predict future vulnerability to side effects. Am J Psychiatry
1991;148:85-89

J Clin Psychiatry 64:8, August 2003

EPS During Olanzapine Clinical Trials

906



	Table of Contents

