Efficacy, Safety, and Tolerability of
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Schizophrenia is a serious and disabling psychiatric disorder affecting approximately 1% of the
world’s population, with its economic cost in the United States alone estimated to exceed that of all
cancers combined. The new generation of atypical antipsychotics introduced over the past decade
have-comparable or greater efficacy than traditional antipsychotics in treating the psychotic symp-
toms-of*schizophrenia and a much improved neurologic side effect profile. Quetiapine, the fourth
atypicalantipsychotic marketed in the United States, was approved by the U.S. Food and Drug Ad-
ministrationdn September 1997 and is also currently approved in over 70 countries worldwide for the
treatment of psychosis associated with schizophrenia. This article will review the clinical trials exam-
ining the efficacy,Safety, and tolerability of quetiapine in the treatment of patients with schizophrenia.

Schizophrenia is a neuropsychiatric’syndrome that af-
fects approximately 1% of the world’s. population.'
Because its symptoms can begin early in life and persist-for.
decades, the economic cost of the disease in the United
States is large and estimated to exceed that of all cancers
combined." Treatment of the disease was revolutionized
with the discovery of first-generation—also known as con-
ventional or typical—antipsychotics in the 1950s. Because
of medically serious side effects, particularly movement
disorders including acute extrapyramidal symptoms (EPS)
and tardive dyskinesia, associated with the use of these
drugs, researchers sought to develop compounds with
equivalent antipsychotic activity but without a propensity
for producing EPS (i.e., atypical drugs). Quetiapine, the
fourth atypical antipsychotic marketed in the United States,
was approved in September 1997 by the U.S. Food and
Drug Administration (FDA) for the treatment of schizo-
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phrenia. It is also approved in over 70 countries around the
world.

Treating patients with drugs that have a decreased likeli-
hood of producing side effects is important for a number of
reasons. Long-term treatment is necessary, and significant
adverse effects contribute to patient noncompliance with
médication, leading to relapse.”™ Another reason is that
early-and consistent treatment of psychotic symptoms may
imprové the long-term prognosis of patients.”® Further-
more;) prophylactic treatment in the prodromal stage of
schizophrenia-has been proposed as a strategy to limit de-
terioration,and this ethically requires drugs with minimal
adverse effects.”® Adverse effects of antipsychotic agents
can also negatively impact different symptom domains in
schizophrenia, thereby ‘limiting their spectrum of effi-
cacy.”!” This article will review the pivotal trials (Table 1)
and additional trials examining theefficacy, safety, and tol-
erability of quetiapine in the treatment of patients with
schizophrenia; this comprehensive body of data demon-
strates a favorable overall profile.

CLINICAL TRIALS

The key placebo-controlled clinical trials of quetiapine
include 3 randomized, double-blind, controlled, 6-week tri-
als of moderately to severely ill hospitalized patients with
schizophrenia.''™"* In the study by Borison et al.," flexible
dosing of quetiapine (up to a maximum of 750 mg/day)
was compared with placebo. In the study by Arvanitis and
Miller," 5 fixed doses of quetiapine (75, 150, 300, 600, and
750 mg/day) were compared with haloperidol (12 mg/day)
and placebo. Finally, in the study by Small et al.,"”* patients
were titrated to a lower-dose (250 mg/day) or higher-dose
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Table 1. Summary of Randomized Trials With Quetiapine in the Treatment of Patients With Schizophrenia®

Maximum Dose

Dosing/ of Quetiapine Comparator Safety and
Clinical Trial N Duration (mg/d) and Dose Overall Efficacy Tolerability
Placebo Control
Borison et al, 1996 109  Flexible/6 wk 750 Placebo Quetiapine > placebo” EPS and prolactin:
quetiapine = placebo
Arvanitis and Miller, 361 Fixed/6 wk 75, 150, 300, Placebo, Quetiapine, 150-750 mg/d =  EPS and prolactin: quetiapine,
1997% 600, 750 haloperidol, haloperidol > placebo 150-750 mg/d = placebo
12 mg/d
Small et al, 1997" 286  Flexible/6 wk 250 (lower dose)  Placebo Quetiapine, 250 mg/d = Quetiapine: no EPS or
750 (higher dose) placebo sustained elevations of
Quetiapine, 750 mg/d > prolactin
placebo
Active Control
Peuskens and Link, 201  Flexible/6 wk 750 Chlorpromazine, Quetiapine = chlorpromazine Adverse events: quetiapine <
1997" <750 mg/d chlorpromazine
King et al, 1998" 618 / Fixed/6 wk 225 bid Quetiapine, Quetiapine, 225 mg bid = EPS: quetiapine, 225 mg bid =
150 tid 25 mg bid quetiapine, 150 mg tid > quetiapine, 150 mg tid, no
25 bid quetiapine, 25 mg bid sustained prolactin change
Copolov et al, 2000 448  FiXed/6:wk 455 Haloperidol, Quetiapine = haloperidol EPS and prolactin:
8 mg/d quetiapine < haloperidol
Emsley et al, 2000"7 288  Fixed/8 wk 600 Haloperidol, Quetiapine = haloperidol* Prolactin: quetiapine <
20 mg/d haloperidol
Goldstein et al, 95  Fixed/8 wk 600 Haloperidol, Quetiapine > haloperidol’ Prolactin: quetiapine <
20018 20 mg/d haloperidol
Velligan et al, 2001" 58  Fixed/24 wk 300,-600 Haloperidol, Cognition: quetiapine, EPS: quetiapine < haloperidol
12 mg/d 600 mg/d > haloperidol

“Abbreviation: EPS = extrapyramidal symptoms. Symbols: >:/significantly more effective than, =: not significantly different from, <: significantly

less effective than.

"Statistically significant differences between treatment groups (p-< .05) in favor of quetiapine were observed at various times throughout the trial but

not at endpoint (p = .07).

“Trend toward greater improvement with quetiapine, but difference between.treatments did not reach significance.

Proportion of patients classified as treatment responders.

(750 mg/day) regimen of quetiapine, compared to treat-
ment with placebo.

A number of other randomized, double-blind studies
(624 weeks in duration) with an active control have been
conducted. In a 6-week study by Peuskens and Link," flex-
ible dosing of quetiapine (up to 750 mg/day) was compared
with chlorpromazine (up to 750 mg/day). A 6-week, fixed-
dosing study by King et al.'> compared the following dos-
ages of quetiapine: 225 mg twice daily, 150 mg 3 times
daily, and 25 mg twice daily. Copolov et al.'® compared the
results of a mean dosage of quetiapine, 455 mg/day, with
haloperidol at 8 mg/day in a 6-week study. In 8-week,
fixed-dose studies, 600 mg/day of quetiapine was compared
with 20 mg/day of haloperidol.'”'® Finally, in a 24-week
study by Velligan et al.," dosages of quetiapine of 300 and
600 mg/day were compared with 12 mg/day of haloperidol.

EFFICACY

The efficacy of treatment with quetiapine in patients
with schizophrenia has been assessed using a number of
standardized clinical rating scales. The Brief Psychiatric
Rating Scale (BPRS)? is an 18-item scale that measures
major psychotic and nonpsychotic symptoms in patients
with major psychiatric illness, particularly schizophrenia.
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It'is suitable for assessing baseline psychopathology, clini-
cal course, and treatment response and is administered by
psychiatrists; psychologists, or other trained raters. The
BPRS is probably.the most widely used scale in the treat-
ment of schizophrénia.and allows comparisons to be made
among different” studies:, The BPRS positive symptoms
cluster score (mean of conceptual disorganization, halluci-
natory behavior, suspiciousness,and unusual thought con-
tent) is used to assess positive symptoms associated with
schizophrenia.”'*? Conversely, the BPRS negative symp-
toms cluster (consisting of emotional withdrawal, motor
retardation, and blunted affect) is sometimes used to as-
sess negative symptoms of schizophrenia.?>The Positive
and Negative Syndrome Scale (PANSS)* is a 30-item rat-
ing instrument that evaluates positive, negative,-and other
symptoms in patients with schizophrenia and is becoming
the most frequently utilized scale in clinical trials. The
Scale for the Assessment of Negative Symptoms (SANS)*
assesses 5 symptom complexes to obtain clinical ratings of
negative symptoms in patients with schizophrenia: affec-
tive blunting, alogia (impoverished thinking), avolition/
apathy, anhedonia/asociality, and disturbance of attention.
The Clinical Global Impressions (CGI) scale® is a 3-item
scale that measures treatment response in psychiatric pa-
tients. This assessment is performed by a physician or
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trained rater who assesses severity of illness, clinical
progress, and therapeutic efficacy.

Global Symptoms

In the placebo-controlled clinical trials, significant dif-
ferences occurred between higher doses of quetiapine and
placebo for BPRS total scores." ™ In the clinical trials with
active controls, quetiapine, 450 mg/day, was more effective
than 50 mg/day in reducing BPRS total scores," and que-
tiapine, 600-mg/day, produced improvements in BPRS
scores comparable to those of haloperidol, 20 mg/day (que-
tiapine, 600 mg/day, had greater symptom reduction than
haloperidol, but-the-difference between the treatments did
not reach statistical-Significance).'” In a recent post hoc re-
analysis, quetiapine was significantly superior to haloperi-
dol at the 30% response level in the BPRS total score
(p=.042).%¢

A secondary measure of efficacy used in the placebo-
controlled clinical trials included response to treatment, de-
fined as = 40% reduction in BPRS total score from baseline
to endpoint. In the fixed-dose study, the proportion of pa-
tients showing a response to treatment in.the guetiapine
150-, 300-, and 600-mg/day groups was significantly high-
er than in the placebo group (p < .0083).'? In'the lower (250
mg/day)/higher (750 mg/day)-dose trial, bothidosages, of
quetiapine had a greater percentage of responders’than«the
placebo group; however, the difference was statistically.
significant for only the high-dose group.'

In the placebo-controlled clinical trials, the higher doses
of quetiapine produced significantly greater improvement
in CGI-Severity of Illness (CGI-S) scores for quetiapine
versus placebo.'>" In a smaller study, quetiapine was mar-
ginally better than placebo." In the clinical trials with
active controls, both quetiapine and haloperidol produced
reductions in CGI scores,'® and in 2 studies, the mean
change in CGI-S scores was greater for quetiapine than for
haloperidol.""'8

In a comparative trial, both quetiapine, at a mean dose
of 455 mg/day, and haloperidol, at a mean dose of 8§ mg/day,
produced marked reductions in PANSS total scores.'
The magnitude of these reductions was clinically significant
(~18.7 = 1.63 for quetiapine and —22.1 + 1.63 for haloperi-
dol), although the difference between the treatment groups
was not (p = .13). In another comparative double-blind trial,
patients treated with quetiapine (600 mg/day) tended to
have numerically greater improvement in PANSS score than
those receiving haloperidol (20 mg/day) after 4 weeks of
treatment (—9.05 and —5.82, respectively; p =.061) and at
study end at 12 weeks (—11.50 and —8.87, respectively;
p = .234), but these differences were not statistically signifi-
cant.'” Furthermore, significantly more patients treated with
quetiapine than haloperidol were responders, with response
defined as a > 20% reduction in PANSS total score between
weeks 4 and 12; the rates were 52.2% for quetiapine and
38.0% for haloperidol (p = .043).
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Positive Symptoms

In the placebo-controlled clinical trials, the efficacy of
quetiapine in reducing the positive symptoms of schizo-
phrenia as assessed by changes in the BPRS positive
symptoms cluster score was significantly better for que-
tiapine versus placebo'*" or was marginally better for
quetiapine versus placebo.' Differences between quetia-
pine and haloperidol in reducing BPRS positive symp-
toms cluster scores were not statistically significant.'* In
the lower (250 mg/day)/higher (750 mg/day)-dose trial,
both dosages of quetiapine resulted in greater improve-
ments in positive symptoms than in the placebo groups;
however, the improvements were statistically significant
only in the higher-dose group."

Negative Symptoms

In some clinical trials, improvement in negative symp-
toms was assessed by reductions in the SANS summary
scores. Each of the doses in the fixed-dose trial showed
improved scores, with the 300-mg/day group showing the
greatest improvement (p < .05 versus placebo).'? Patients
receiving placebo experienced worsening scores, while
patients receiving haloperidol showed improvements
similar to those of quetiapine. In the lower (250 mg/day)/
higher (750 mg/day)-dose clinical trial, patients receiving
the higher dose experienced a superior improvement in
negative symptoms score compared with placebo."” In a
titrated-dose trial, negative symptoms also improved as
indicated by a significant reduction in SANS scores."

Overall, these studies suggest that quetiapine has effi-
cacy similar to that of chlorpromazine, haloperidol, ris-
peridone;-and olanzapine in the treatment of positive and
negative. symptoms of schizophrenia. Furthermore, a
long-term, »open-label study suggests that the improve-
ment is maintained over 52 weeks.”’

Cognition

Impairment in executive funetion, attention, working
memory, secondary memory, and vigilance is characteris-
tic of schizophrenia from the first episode of psychosis
and persists even after positive symptoms resolve with ap-
propriate antipsychotic drug treatment.?® Deficits in sec-
ondary memory in patients with schizophrenia have been
shown to be the most significant predictor of functional
outcome measures such as work function, social-function,
and community survival.”“* Although typical antipsy-
chotic drugs such as chlorpromazine and haloperidol have
minimal beneficial effects on cognition,*"* atypical anti-
psychotics (e.g., clozapine, risperidone, olanzapine, and
ziprasidone) have been shown to be effective in improv-
ing aspects of cognitive function.*®

Several studies have been conducted examining the ef-
fects of treatment with quetiapine on different cognitive
functions. In a study by Sax et al.,** changes in attentional
performance in patients with schizophrenia were exam-
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ined during the 2 months after initiating treatment with
quetiapine. Before treatment, attentional performance in
10 patients with schizophrenia was significantly worse
than in 12 controls. During treatment with quetiapine,
attentional performance in the patients improved and, by
2 months, did not differ significantly from that of the con-
trols. These results suggest that quetiapine produces a sig-
nificant improvement in attentional functioning in patients
with schizophrenia.

In a prospective, randomized, double-blind clinical
trial conducted in 25 patients with schizophrenia, the pa-
tients were treated with quetiapine or haloperidol for 6
months.* The patients were evaluated with rating scales
for psychotic symptoms, mood, EPS, and standardized
neuropsychological tests-measuring different cognitive
domains. After 6 months of treatment, quetiapine im-
proved psychosis and mood-without inducing EPS. Treat-
ment with quetiapine was also associated with beneficial
effects on cognitive skills, particularly verbal reasoning,
fluency skills, immediate recall, executive skills, and vi-
suomotor tracking. Patients taking haloperidol showed
improvements in general clinical status/butno specific im-
provements on the positive or negative symptoms of
schizophrenia, mood, or cognitive skills. In’contrast with
haloperidol, treatment with quetiapine was, associated
with improvement in both psychotic symptoms and,cogni-
tive function.

Another study compared the effects of 24 weeks of
treatment with quetiapine and haloperidol on measures
of executive function, memory, and attention.* Fifty-eight
patients with schizophrenia were randomly assigned
to haloperidol (12 mg/day) or quetiapine (300 or 600
mg/day). Patients receiving the higher dose of quetiapine,
600 mg/day, improved on overall cognitive function to a
greater extent than patients receiving haloperidol. Specific
improvement was found for executive function, attention,
and verbal memory. These treatment differences were not
solely due to benztropine use, medication side effects, or
changes in symptomatology. Treatment with quetiapine at
higher doses (600 mg/day) had more beneficial effects on
cognition than treatment with either haloperidol or a lower
dose of quetiapine (300 mg/day).

In a study to examine the effectiveness of quetiapine
versus conventional antipsychotics in improving cognitive
and functional outcomes in standard treatment settings,
40 patients with schizophrenia in public outpatient clinics
were randomly assigned to continue with conventional
antipsychotics (N =20) or to switch to quetiapine
(N =20)." After 6 months of treatment, the average dos-
age of quetiapine was 319 + 143 mg/day and the average
dosage of conventional antipsychotics was 348 = 348
mg/day of chlorpromazine equivalents. No significant dif-
ferences were reported between the 2 treatments in their
effects on positive or negative symptoms of psychosis.
EPS were significantly different, however, with none of the
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quetiapine-treated patients receiving benztropine at study
endpoint in contrast to 60% of patients receiving conven-
tional antipsychotics. Treatment with quetiapine improved
overall neurocognitive performance, initiation, and verbal
memory relative to treatment with conventional antipsy-
chotics, and these treatment effects were not related to
improvements in side effects, symptomatology, or benztro-
pine use. In an extension of this study, patients taking que-
tiapine were better able to utilize semantic context to aid
recall than those taking conventional antipsychotic medi-
cations after 6 months of treatment.”” The quetiapine group
was also less likely to produce intrusions during free recall,
possibly a result of a minimization of interference. Thus,
patients whose symptoms are well controlled with tradi-
tional antipsychotics may still receive significant neuro-
cognitive benefit from being switched to quetiapine.

The effects of 6 weeks of treatment with quetiapine on
measures of attention, verbal working memory, executive
function, verbal fluency, and motor performance were
evaluated in an open-label study in 19 patients with
schizophrenia.”® The mean dosage of quetiapine at the end
of the study was 391 = 214 mg/day. Quetiapine signifi-
cantly improved overall psychopathology and positive
symptoms as assessed by BPRS total and BPRS positive
symptoms scores. Negative symptoms were reduced, but
the difference was not statistically significant. Ratings for
EPS or tardive dyskinesia did not change significantly
during the study. At the same time, treatment with quetia-
pine significantly improved measures of attention, fine
motor performance, and working memory. In these 4 dif-
ferent studies,™ treatment with quetiapine produced sig-
nificant improvement in cognitive function in patients
with schizophrenia.

Mood

Depressive symptoms are present in up to 60% of pa-
tients with schizophrenia; these symptoms affect social
and work function as well as quality of life and may con-
tribute to the high lifetime rate of completed suicide (10%)
and suicide attempts (30%—50%) in)patients with schizo-
phrenia.**° Because the most commoncorrelates of sui-
cidality in schizophrenia are depressive symptoms,* ex-
hibiting therapeutic effects on mood is a highly desirable
characteristic for an antipsychotic. A review ofithe liter-
ature regarding the efficacy of clozapine, risperidone,
olanzapine, quetiapine, and ziprasidone in the treatment of
depression, hostility, and suicidality in patients with
schizophrenia concluded that atypical antipsychotics do
improve depressive symptoms and hostility in addition to
psychosis.*!

Several studies have examined the effects of quetiapine
on mood symptoms in patients with schizophrenia. In a
study by Lee and Meltzer,” 2 analyses were performed:
(1) 4 randomized, double-blind, 6- to 12-week quetiapine
(150-750 mg/day) versus haloperidol (12 mg/day) com-
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parator trials (quetiapine, N = 676; haloperidol, N = 559)
and (2) 3 randomized, double-blind, placebo-controlled,
6-week trials (quetiapine, N =284; placebo, N = 116).
Treatment with quetiapine resulted in significant improve-
ments in BPRS Factor I (somatic concern, anxiety, guilt
feelings, depressive mood) and Kay’s Depressive Factor
(sum of PANSS items: anxiety, guilt feelings, depression,
somatic concern, preoccupation) compared with haloperi-
dol. In the placebo-controlled studies, treatment with que-
tiapine was_associated with significant improvements in
BPRS mood cluster and BPRS Factor I compared with
placebo. Quetiapine was significantly more effective than
haloperidol and'placebo in the treatment of mood symp-
toms associated with schizophrenia.

An analysis using results from fixed-dose, placebo-
and haloperidol-controlled,» and lower (250 mg/day)/
higher (750 mg/day)-dose trials was conducted with affec-
tive symptoms assessed using' BPRS Factor I and BPRS
mood cluster scores.* The percentage of patients respon-
ding to treatment with quetiapine was significantly higher
at the 150-mg/day dose than for placebo-or;haloperidol
on both measures of affective symptoms.In lower (250
mg/day)/higher (750 mg/day)-dose trials; the(percentage
of responders treated with high-dose quetiapine‘was sig-
nificantly greater than with placebo for BPRS‘Facter T and
BPRS mood cluster scores.

In a multicenter, double-blind, randomized trial; the
use of quetiapine (600 mg/day) and the use of haloperidol
(20 mg/day) were compared in patients with schizophre-
nia with partial response to conventional antipsychotic
treatment.** Depressive symptoms were measured by
means of Kay’s Depression Factor. Quetiapine was supe-
rior to haloperidol in treating depressive symptoms,
and this effect was not secondary to effects on positive,
negative, or extrapyramidal symptoms, but instead was
the result of a direct effect of quetiapine on depressive
symptoms.

Aggression

Schizophrenia is often associated with aggressive be-
havior during the acute psychotic phase.*' The presence of
delusions has been specifically linked to an increased risk
of violence.” Preliminary studies suggest that atypical
antipsychotics may reduce hostility and aggressive behav-
iors associated with psychosis.*'

The effectiveness of quetiapine in reducing aggression
and hostility in patients with schizophrenia was examined
using results from fixed-dose, placebo- and haloperidol-
controlled trials.** Aggression and hostility were assessed
using the BPRS hostility cluster score (mean of anxiety,
tension, hostility, suspiciousness, uncooperativeness, ex-
citement). Across a broad range of doses, treatment with
quetiapine produced statistically significant improve-
ments in hostility measures when compared with placebo,
while haloperidol did not. This result suggests the possible
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utility of quetiapine in improving symptoms of aggression
and hostility in patients with schizophrenia.

SAFETY AND TOLERABILITY

In clinical studies, the most frequently reported adverse
events (occurring with a frequency = 10% in controlled
trials with quetiapine versus placebo) were headache (19%
versus 18%), somnolence (18% versus 11%), and dizzi-
ness (10% versus 4%), with most occurrences being mild
or moderate in intensity and of limited duration.* There
was little difference in the overall incidence of discontinu-
ation due to adverse events in quetiapine- versus placebo-
treated patients (4% versus 3%).* The general tolerability
of quetiapine in clinical trials was quite good and not
much different from placebo.

EPS

After decades of use, conventional antipsychotics
have been associated with high risk of acute EPS, includ-
ing akathisia, dystonia, dyskinesia, and parkinsonism.
Late-onset EPS such as tardive dyskinesia are known
to develop in the same patients who develop EPS.*#
In clinical trials, the occurrence of EPS is monitored in
the following ways®: (1) change in the Simpson-Angus
Scale*®* (a 10-item instrument used to measure drug-
induced parkinsonism) score, (2) incidence of EPS events,
(3) use of anticholinergic medications for the treatment
of EPS, (4) number of withdrawals from treatment due to
EPS.(5) change in Barnes Akathisia Scale’®”' (a 4-item
scale used to assess drug-induced akathisia) score, and
(6) c¢hange in Abnormal Involuntary Movement Scale™
(a 12-item instrument that assesses abnormal movements,
such as tardive dystonia, chronic akathisia, and motor dis-
turbance related to the illness itself) score.

In placebo-controlled-trials, the incidence of EPS with
quetiapine was not different from placebo across the entire
therapeutic range of quetiapine-doses.”” Fewer patients
taking quetiapine (8.6%) were prescribed medications to
offset EPS compared with the number of patients taking
placebo (12.6%), which represents’ carryover EPS from
the previous antipsychotic. In the quetiapine fixed-dose
trial, the incidence of EPS was significantlylower in the
quetiapine groups compared with the haloperidol group.'
Consequently, in clinical trials, quetiapine was associated
with an incidence of EPS that was no different from that
of placebo, regardless of dosage. This placebo-level inci-
dence of EPS across its entire dose range distinguishes
quetiapine from risperidone, olanzapine, and ziprasidone,
which are all characterized by a dose-dependent increase
in EPS.”

Prolactin and Sexual Function

Sustained hyperprolactinemia secondary to antipsy-
chotic medications may result in side effects such as ga-
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lactorrhea, gynecomastia, menstrual irregularities, and
sexual dysfunction. These side effects may contribute to
medication noncompliance.

An analysis of plasma prolactin concentrations was
performed on data obtained during 3 clinical trials.** This
analysis showed that, across the dose range studied, que-
tiapine did not differ from placebo in its effect on plasma
prolactin levels after up to 6 weeks of treatment. Although
no significant difference was found in the degree of de-
cline of plasma prolactin levels when patients treated with
quetiapine | and placebo were compared, a significant
difference was found between quetiapine-treated and
chlorpromazine-treated patients; the prolactin levels in
quetiapine-treated patients were lower than in chlorpro-
mazine-treated patients. In all 3 trials, quetiapine did not
cause a sustained elevation of serum prolactin levels.

Other Body Systems

Weight gain. Weight gain is an _adverse effect that
is associated with both medical complications and medi-
cation nonadherence.*>* Although this is.one of the sig-
nificant side effects linked to the use oftatypical anti-
psychotics, there are differences among the~various
antipsychotics in their propensity to produce .weight
gain.”’*® Results from 6-week trials show a’modest in-
crease in weight (2.08 kg [4.58 1b]) with quetiapines”’
However, long-term results (>1 year) showed an increase
of 0.41 kg (0.91 1b) with quetiapine.”® Comparing these
results to published information on studies of other atypi-
cal antipsychotic drugs suggests that quetiapine may have
a more favorable side effect profile in terms of weight
gain.¥’

Patients with schizophrenia who had received quetia-
pine monotherapy were analyzed during open-label ex-
tensions of controlled and uncontrolled clinical trials.™®
For 178 patients with a mean duration of treatment of 563
days, the mean change in weight was 0.41 kg (0.91 1b).
Only 1 patient (0.22%) withdrew as a result of weight
gain, and weight changes with quetiapine monotherapy
showed no association with dose or gender. Quetiapine
appeared to have a favorable weight profile or normaliz-
ing effect, with a tendency toward favorable shifts in
body weight in underweight patients (body mass index
[BMI] < 18.5 kg/m* and severely obese patients
(BMI = 35 kg/m?). As a result of this analysis, the conclu-
sion was reached that long-term weight changes with que-
tiapine are minimal.

Diabetes. Hyperglycemia and type 2 diabetes mellitus
are more common in patients with schizophrenia than in
the general population.*® Recently, numerous reports have
linked the atypical antipsychotics to the emergence of hy-
perglycemia and diabetes mellitus.®"** Current evidence
suggests that some atypical antipsychotics may impair
glucose metabolism and increase the risk of diabetes in
patients with schizophrenia.®?
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In an open-label, 10-month, retrospective comparative
study,® the effects on weight and glycemic control of
changing from monotherapy with clozapine to combina-
tion therapy with clozapine and quetiapine were assessed.
A group of 65 patients who were residing in long-term care
facilities had 25% of their clozapine dose replaced by que-
tiapine. All 65 patients showed total weight losses ranging
from 0.45 to 18.6 kg (1.0 to 40.9 Ib). Furthermore, 20% of
the patients who had developed diabetes during the initial
6-month period of clozapine monotherapy exhibited sig-
nificant improvement of disease status with the addition
of quetiapine. During this study, compliance with medica-
tion was 100%. These results suggest the use of clozapine-
quetiapine combination therapy in patients who develop
weight gain, hyperglycemia, or diabetes while being
treated with clozapine monotherapy.

Lenticular opacities. Potential risk factors associated
with cataract formation are certain conventional anti-
psychotic medications (e.g., thioridazine and chlorproma-
zine),* increased age, high blood pressure, diabetes, ciga-
rette smoking, alcohol use, dietary deficiencies, and
trauma.®”

Preclinical findings from studies conducted in beagle
dogs suggest a possible association between quetiapine
and cataracts after 6 to 12 months of exposure.®® Cataracts
were observed in dogs administered 4 times the maximum
recommended human dose (relative to body weight). Cata-
racts related to quetiapine use have not been seen in any
other species.

Sinee'its approval in September 1997 and through Janu-
ary 2002, quetiapine has been prescribed for an estimated 3
million patients worldwide (data on file, AstraZeneca Phar-
maceuticals; L:P,, Wilmington, Del.). During this period, the
reports of lens abnormalities in patients exposed to quetia-
pine have been very rare (defined as occurring in fewer than
1/10,000 patients). Although no causal relationship between
lens changes and quetiapine use has been established, the
possibility of lenticular changes.cannot be excluded at this
time. Therefore, examination ‘of the lens by methods ad-
equate to detect cataract formation; such as slit lamp or
other appropriately sensitive methods, is recommended at
the initiation of treatment with quetiapine, or shortly there-
after, and every 6 months during chronic treatment.

Thyroid. A20% decrease in total and free thyroxine (T,)
was observed at the higher end of quetiapine’s therapeutic
dose range; however, this effect occurred early during
treatment, and further changes did not occur during
chronic therapy.” Generally, changes in T, levels were
of no clinical significance and thyroid-stimulating hor-
mone (TSH) was unchanged in most patients; however, a
small percentage of patients (0.4%) did experience TSH
increases.

Liver enzymes. Asymptomatic, transient, and reversible
elevations in serum transaminases (primarily aspartate
transaminase [AST]) have been observed in patients
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treated with quetiapine during clinical trials.* In placebo-
controlled trials, the proportion of patients showing eleva-
tions of greater than 3 times the upper limit of the normal
reference range was approximately 6% with quetiapine
compared with 1% with placebo.* These hepatic enzyme
elevations usually occurred within the first 3 weeks of
drug treatment and returned to pretrial levels with contin-
ued treatment.*

Cardiovascular system. Antipsychotic drugs, including
quetiapine, may induce orthostatic hypotension, especially
during the initial titration period. These symptoms are a re-
flection of o,-adrenergic antagonist properties.* The risk
of orthostatic hypotension and syncope may be minimized
by ensuring adequatc hydration and following the recom-
mended upward titration of the dose of quetiapine.

Antipsychotic drugs, including some atypical antipsy-
chotics, may cause electrocardiogram (ECG) changes in-
volving a prolongation of QT interval. The risks are sub-
stantially higher for drugs such as thioridazine and
droperidol than for the atypical anfipsychotics.”” This
lengthening of the QT interval may lead to drug-induced
arrhythmia or sudden unexplained death. Because the QT
interval is affected by heart rate, it is usually corrected and
called QTc. Although Bazett’s correction;®. dividing the
measured QT interval by the square root of the: measured
RR interval, is the simplest, this formula overcotrects the
QT interval at high heart rates and undercorrects it‘at low
heart rates. Another common correction is the cubic root
Fridericia’s formula.” In a study in 881 men, an evaluation
of 10 different formulas for correcting QT intervals con-
cluded that Fridericia’s correction fit the data better than
Bazett’s square root formula.”

A review of ECG recordings for patients exposed to
quetiapine in clinical trials revealed little mean change in
QTc interval and no relationship between plasma levels of
quetiapine and any changes in QTc interval.* A review of
antipsychotic drugs and QTc prolongation concluded that
there was no association with treatment with quetiapine.”"

Because of FDA concerns about the possibility of QTc
prolongation by the atypical antipsychotic ziprasidone,
Pfizer Inc conducted a clinical trial, Study 54.”% In this
open-label study of 164 patients with schizophrenia, the
effects of various antipsychotics (haloperidol, 15 mg;
olanzapine, 20 mg; quetiapine, 750 mg; risperidone, 16
mg; thioridazine, 300 mg; and ziprasidone, 160 mg) on
QTc were determined. Mean QTc intervals were calculated
using Bazett’s correction, both in the absence and presence
of a cytochrome P450 inhibitor. The only serious increases
in QTc with a metabolic inhibitor was with thioridazine
(which was given a black box warning by the FDA after
the completion of the study). None of the atypical antipsy-
chotics showed a clinically significant increase in QTc, al-
though ziprasidone had the highest. These increases still
resulted in QTc intervals that were < 425 milliseconds for
most patients and were within the normal range.
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SUMMARY

Compliance with medication and adherence to treat-
ment have a significant impact on relapse prevention and
long-term treatment outcome for patients with schizo-
phrenia; consequently, antipsychotics with minimal side
effects are desirable. The efficacy, safety, and tolerability
of quetiapine for the treatment of psychosis in patients
with schizophrenia have been determined in a number of
randomized, double-blind, clinical trials.

The efficacy of quetiapine in reducing psychotic symp-
toms in patients with schizophrenia has been measured
with improvements in BPRS total scores, BPRS positive
symptoms scores, SANS scores, PANSS scores, and CGI
scores. In randomized, double-blind clinical trials, quetia-
pine produced greater improvement than placebo and
psychotic symptom improvement either greater than or
comparable to haloperidol or chlorpromazine. In an open-
label study, the improvement with quetiapine treatment
was maintained over a period of a year.

Beneficial effects of quetiapine have also been re-
ported in a spectrum of mood symptom domains, such as
cognition, mood, anxiety, and aggression, in patients with
schizophrenia. For example, patients whose symptoms
are well controlled with conventional antipsychotics may
still receive significant cognitive benefit from being
switched to quetiapine.

All studies support the minimal propensity of que-
tiapine to produce EPS or hyperprolactinemia. In clinical
trials{ the incidence of EPS with treatment with quetia-
pine across the dosage range of 250 to 750 mg/day was no
different from that associated with placebo. With respect
to other safety‘concerns, long-term weight gain with que-
tiapine isess than'that observed with other atypical anti-
psychotic agents. The risk of developing diabetes appears
to be less for quetiapine-than for some of the other anti-
psychotics. A causal relationship between cataracts and
quetiapine treatment has not been established, and treat-
ment with quetiapine is not associated with clinically sig-
nificant QTc prolongation. Overall,/quetiapine has many
desirable tolerability and safety features,for the treatment
of patients with schizophrenia.

Drug names: chlorpromazine (Thorazine and others), clozapine (Cloza-
ril and others), droperidol (Inapsine and others), haloperidol (Haldol
and others), olanzapine (Zyprexa), quetiapine (Seroquel), risperidone
(Risperdal), thioridazine (Mellaril and others), thyroxine (Levoxyl,
Synthroid), ziprasidone (Geodon).
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