
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient
with previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea,
gynecomastia, and impotence have been reported with prolactin-elevating compounds, the clinical
significance of elevated serum prolactin levels is unknown for most patients. Neither clinical studies
nor epidemiologic studies conducted to date have shown an association between chronic adminis-
tration of this class of drugs and tumorigenesis in humans; the available evidence is considered too
limited to be conclusive at this time.
Transaminase Elevations Asymptomatic, transient and reversible elevations in serum transam-
inases (primarily ALT) have been reported. In schizophrenia trials, the proportions of patients with
transaminase elevations of >3 times the upper limits of the normal reference range in a pool of 3- to
6-week placebo-controlled trials were approximately 6% for SEROQUEL compared to 1% for
placebo. In acute bipolar mania trials, the proportions of patients with transaminase elevations of 
>3 times the upper limits of the normal reference range in a pool of 3- to 12-week placebo-controlled
trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations
usually occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels
with ongoing treatment with SEROQUEL. In bipolar depression trials, the proportions of patients with
transaminase elevations of >3 times the upper limits of the normal reference range in two 8-week
placebo-controlled trials was 1% for SEROQUEL and 2% for placebo. 
Potential for Cognitive and Motor Impairment Somnolence was a commonly reported
adverse event reported in patients treated with SEROQUEL especially during the 3-5 day period of
initial dose titration. In schizophrenia trials, somnolence was reported in 18% of patients on
SEROQUEL compared to 11% of placebo patients. In acute bipolar mania trials using SEROQUEL as
monotherapy, somnolence was reported in 16% of patients on SEROQUEL compared to 4% of
placebo patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence was
reported in 34% of patients on SEROQUEL compared to 9% of placebo patients. In bipolar
depression trials, somnolence was reported in 28% of patients on SEROQUEL compared to 7% of
placebo patients. In these trials, sedation was reported in 30% of patients on SEROQUEL compared
to 8% of placebo patients. Since SEROQUEL has the potential to impair judgment, thinking, or motor
skills, patients should be cautioned about performing activities requiring mental alertness, such as
operating a motor vehicle (including automobiles) or operating hazardous machinery until they are
reasonably certain that SEROQUEL therapy does not affect them adversely.
Priapism One case of priapism in a patient receiving SEROQUEL has been reported prior to market
introduction. While a causal relationship to use of SEROQUEL has not been established, other drugs
with alpha-adrenergic blocking effects have been reported to induce priapism, and it is possible that
SEROQUEL may share this capacity. Severe priapism may require surgical intervention.
Body Temperature Regulation Although not reported with SEROQUEL, disruption of the
body's ability to reduce core body temperature has been attributed to antipsychotic agents.
Appropriate care is advised when prescribing SEROQUEL for patients who will be experiencing
conditions which may contribute to an elevation in core body temperature, e.g., exercising 
strenuously, exposure to extreme heat, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration.
Dysphagia Esophageal dysmotility and aspiration have been associated with antipsychotic drug
use.  Aspiration pneumonia is a common cause of morbidity and mortality in elderly patients, in
particular those with advanced Alzheimer’s dementia. SEROQUEL and other antipsychotic drugs
should be used cautiously in patients at risk for aspiration pneumonia.
Suicide The possibility of a suicide attempt is inherent in bipolar disorder and schizophrenia; close
supervision of high risk patients should accompany drug therapy. Prescriptions for SEROQUEL
should be written for the smallest quantity of tablets consistent with good patient management in
order to reduce the risk of overdose. In 2 eight-week clinical studies in patients with bipolar
depression (N=1048) the incidence of treatment emergent suicidal ideation or suicide attempt 
was low and similar to placebo (SEROQUEL 300 mg, 6/350, 1.7%; SEROQUEL 600 mg, 9/348, 
2.6%; Placebo, 7/347, 2.0%).
Use in Patients with Concomitant Illness Clinical experience with SEROQUEL in patients with
certain concomitant systemic illnesses is limited.  SEROQUEL has not been evaluated or used to any
appreciable extent in patients with a recent history of myocardial infarction or unstable heart disease.
Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk
of orthostatic hypotension with SEROQUEL, caution should be observed in cardiac patients (see
Warnings and Precautions).
Withdrawal Acute withdrawal symptoms, such as nausea, vomiting, and insomnia have very
rarely been described after abrupt cessation of atypical antipsychotic drugs, including SEROQUEL.
Gradual withdrawal is advised.

ADVERSE REACTIONS
Clinical Study Experience Because clinical studies are conducted under widely varying condi-
tions, adverse reaction rates observed in the clinical studies of a drug cannot be directly compared
to rates in the clinical studies of another drug and may not reflect the rates observed in practice. The
information below is derived from a clinical trial database for SEROQUEL consisting of over 
4300 patients. This database includes 698 patients exposed to SEROQUEL for the treatment of
bipolar depression, 405 patients exposed to SEROQUEL for the treatment of acute bipolar mania
(monotherapy and adjunct therapy), 646 patients exposed to SEROQUEL for the maintenance
treatment of bipolar I disorder as adjunct therapy, and approximately 2600 patients and/or normal
subjects exposed to 1 or more doses of SEROQUEL for the treatment of schizophrenia. Of these
approximately 4300 subjects, approximately 4000 (2300 in schizophrenia, 405 in acute bipolar
mania, 698 in bipolar depression, and 646 for the maintenance treatment of bipolar I disorder) were
patients who participated in multiple dose effectiveness trials, and their experience corresponded to
approximately 2400 patient-years. The conditions and duration of treatment with SEROQUEL varied
greatly and included (in overlapping categories) open-label and double-blind phases of studies,
inpatients and outpatients, fixed-dose and dose-titration studies, and short-term or longer-term

exposure. Adverse reactions were assessed by collecting adverse events, results of physical exami-
nations, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations.
Adverse reactions during exposure were obtained by general inquiry and recorded by clinical inves-
tigators using terminology of their own choosing. Consequently, it is not possible to provide a
meaningful estimate of the proportion of individuals experiencing adverse reactions without first
grouping similar types of reactions into a smaller number of standardized reaction categories. In the
tables and tabulations that follow, standard COSTART terminology has been used to classify reported
adverse reactions for schizophrenia and bipolar mania. MedDRA terminology has been used to
classify reported adverse reactions for bipolar depression. The stated frequencies of adverse
reactions represent the proportion of individuals who experienced, at least once, a treatment-
emergent adverse reaction of the type listed. A reaction was considered treatment emergent if it
occurred for the first time or worsened while receiving therapy following baseline evaluation.
Adverse Reactions Associated with Discontinuation of Treatment in Short-Term, Placebo-
Controlled Trials Bipolar Disorder: Depression: Overall, discontinuations due to adverse reactions
were 12.3% for SEROQUEL 300 mg vs. 19.0% for SEROQUEL 600 mg and 5.2% for placebo. Mania:
Overall, discontinuations due to adverse reactions were 5.7% for SEROQUEL vs. 5.1% for placebo in
monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia:
Overall, there was little difference in the incidence of discontinuation due to adverse reactions (4%
for SEROQUEL vs. 3% for placebo) in a pool of controlled trials. However, discontinuations due to
somnolence and hypotension were considered to be drug related (see Warnings and Precautions).
Adverse Reaction SEROQUEL Placebo
Somnolence 0.8% 0%
Hypotension 0.4% 0%
Adverse Reactions Occurring at an Incidence of 1% or More Among SEROQUEL Treated
Patients in Short-Term, Placebo-Controlled Trials: The prescriber should be aware that the
figures in the tables and tabulations cannot be used to predict the incidence of side effects in the
course of usual medical practice where patient characteristics and other factors differ from those that
prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures
obtained from other clinical investigations involving different treatments, uses, and investigators.
The cited figures, however, do provide the prescribing physician with some basis for estimating the
relative contribution of drug and nondrug factors to the side effect incidence in the population
studied. Table 2 enumerates the incidence, rounded to the nearest percent, of treatment-emergent
adverse reactions that occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar
mania (up to 12 weeks) in 1% or more of patients treated with SEROQUEL (doses ranging from 
75 to 800 mg/day) where the incidence in patients treated with SEROQUEL was greater than the
incidence in placebo-treated patients.

Table 2.  Treatment-Emergent Adverse Reaction Incidence in 3- to 12-Week Placebo-Controlled
Clinical Trials for the Treatment of Schizophrenia and Bipolar Mania (monotherapy)1

Body System/Preferred Term SEROQUEL PLACEBO
(n=719) (n=404)

Body as a Whole 
Headache 21% 14%
Pain 7% 5%
Asthenia 5% 3%
Abdominal Pain 4% 1%
Back Pain 3% 1%
Fever 2% 1%
Cardiovascular
Tachycardia 6% 4%
Postural Hypotension 4% 1%
Digestive
Dry Mouth 9% 3%
Constipation 8% 3%
Vomiting 6% 5%
Dyspepsia 5% 1%
Gastroenteritis 2% 0%
Gamma Glutamyl Transpeptidase Increased 1% 0%
Metabolic and Nutritional
Weight Gain 5% 1%
SGPT Increased 5% 1%
SGOT Increased 3% 1%
Nervous
Agitation 20% 17%
Somnolence 18% 8%
Dizziness 11% 5%
Anxiety 4% 3%
Respiratory
Pharyngitis 4% 3%
Rhinitis 3% 1%
Skin and Appendages
Rash 4% 2%
Special Senses
Amblyopia 2% 1%
1Reactions for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the

following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility,
hypertension, hypertonia, hypotension, increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, 
paresthesia, peripheral edema, sweating, tremor, and weight loss.
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Physicians Urged to Engage Pay for Performance 
B Y  J O E L  B. F I N K E L S T E I N

Contributing Writer

WA S H I N G T O N —  Physicians may nev-
er embrace pay for performance with open
arms, but they do need to get in the game.

That was the message delivered by pol-
icy experts speaking at meeting of annu-
al research meeting of AcademyHealth.

Hospitals have viewed pay for perfor-
mance “as something that is coming down
the pike, and they’re getting ready for

that,” said Melony Sorbero, Ph.D., a re-
searcher with the Rand Corporation.

In recent interviews conducted by Rand
for studies on existing pay-for-perfor-
mance programs, hospital staff expressed
much less resistance than did physicians.

“Hospitals have an organizational
framework, staff, and systems to be able to
respond to these programs,” said Cheryl
Damberg, Ph.D., a senior Rand researcher. 

For hospitals, the question is how many
measures are being requested and what

the technical requirements are for report-
ing the data. For physicians, the problem
is a fundamental: How will they collect the
data in the first place?

“Physicians for the most part lack the in-
frastructure. Their data systems aren’t
anywhere near what hospital data sys-
tems are,” said Dr. Damberg.

However, physicians do have opportu-
nities to get involved with the develop-
ment of pay-for-performance measures.
There are hundreds of pay-for-perfor-

mance experiments currently engaging
physicians, while only about 40 programs
are aimed at hospitals, said Dr. Sorbero.

The American Board of Internal Medi-
cine is behind one such effort targeting
physicians. The organization recently
completed a study to see whether physi-
cians can be ranked based on a combina-
tion of chart reviews, patient surveys, and
practice system surveys. They assessed
the consistency of those data individually
and together.



In these studies, the most commonly observed adverse reactions associated with the use of
SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence (18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT
increased (5%), weight gain (5%), and dyspepsia (5%). Table 3 enumerates the incidence, rounded
to the nearest percent, of treatment-emergent adverse reactions that occurred during therapy (up to
3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from 
100 to 800 mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients
treated with SEROQUEL was greater than the incidence in placebo-treated patients.

Table 3. Treatment-Emergent Adverse Reaction Incidence in 3-Week Placebo-Controlled Clinical
Trials for the Treatment of Bipolar Mania (Adjunct Therapy)1

Body System/Preferred Term SEROQUEL PLACEBO
(n=196) (n=203)

Body as a Whole
Headache 17% 13%
Asthenia 10% 4%
Abdominal Pain 7% 3%
Back Pain 5% 3%
Cardiovascular
Postural Hypotension 7% 2%
Digestive
Dry Mouth 19% 3%
Constipation 10% 5%
Metabolic and Nutritional
Weight Gain 6% 3%
Nervous
Somnolence 34% 9%
Dizziness 9% 6%
Tremor 8% 7%
Agitation 6% 4%
Respiratory
Pharyngitis 6% 3%
1 Reactions for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the

following: akathisia, diarrhea, insomnia, and nausea.

In these studies, the most commonly observed adverse reactions associated with the use of
SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence (34%), dry mouth (19%), asthenia (10%), constipation (10%), abdominal
pain (7%), postural hypotension (7%), pharyngitis (6%), and weight gain (6%). Table 4 enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse reactions that
occurred during therapy (up to 8-weeks) of bipolar depression in 5% or more of patients treated with
SEROQUEL (doses of 300 and 600 mg/day) where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients.

Table 4. Treatment-Emergent Adverse Reaction Incidence 
in 8-Week Placebo-Controlled Clinical Trials for the Treatment of Bipolar Depression1

Body System/Preferred Term SEROQUEL PLACEBO
(n=698) (n=347)

Gastrointestinal Disorders
Dry Mouth 44% 13%
Constipation 10% 4%
Dyspepsia 7% 4%
Vomiting 5% 4%
General Disorders and Administrative Site Conditions
Fatigue 10% 8%
Metabolism and Nutrition Disorders
Increased Appetite 5% 3%
Nervous System Disorders
Sedation 30% 8%
Somnolence 28% 7%
Dizziness 18% 7%
Lethargy 5% 2%
Respiratory, Thoracic, and Mediastinal Disorders
Nasal Congestion 5% 3%
1 Reactions for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the

following: nausea, upper respiratory tract infection, and headache.

In these studies, the most commonly observed adverse reactions associated with the use of
SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were dry mouth (44%), sedation (30%), somnolence (28%), dizziness (18%), constipation
(10%), lethargy (5%), and nasal congestion (5%). Explorations for interactions on the basis of
gender, age, and race did not reveal any clinically meaningful differences in the adverse reaction
occurrence on the basis of these demographic factors. 
Dose Dependency of Adverse Reactions in Short-Term, Placebo-Controlled Trials Dose-
related Adverse Reactions: Spontaneously elicited adverse reaction data from a study of
schizophrenia comparing five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 
750 mg/day) to placebo were explored for dose-relatedness of adverse  reactions. Logistic
regression analyses revealed a positive dose response (p <0.05) for the following adverse reactions:
dyspepsia, abdominal pain, and weight gain. Extrapyramidal Symptoms: Dystonia Class Effect:
Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in suscep-
tible individuals during the first few days of treatment. Dystonic symptoms include: spasm of the

neck muscles, sometimes progressing to tightness of the throat, swallowing difficulty, difficulty
breathing, and/or protrusion of the tongue. While these symptoms can occur at low doses, they
occur more frequently and with greater severity with high potency and at higher doses of first gener-
ation antipsychotic drugs. An elevated risk of acute dystonia is observed in males and younger age
groups. Data from one 6-week clinical trial of schizophrenia comparing five fixed doses of
SEROQUEL (75, 150, 300, 600, 750 mg/day) provided evidence for the lack of treatment-emergent
extrapyramidal symptoms (EPS) and dose-relatedness for EPS associated with SEROQUEL
treatment. Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change
from baseline) which evaluates Parkinsonism and akathisia, (2) incidence of spontaneous complaints
of EPS (akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia,
neck rigidity, and tremor), and (3) use of anticholinergic medications to treat emergent EPS.

SEROQUEL
Dose Groups Placebo 75 mg 150 mg 300 mg 600 mg 750 mg
Parkinsonism -0.6 -1.0 -1.2 -1.6 -1.8 -1.8
EPS incidence 16% 6% 6% 4% 8% 6%
Anticholinergic 14% 11% 10% 8% 12% 11%
medications

In six additional placebo-controlled clinical trials (3 in acute mania and 3 in schizophrenia) using
variable doses of SEROQUEL, there were no differences between the SEROQUEL and placebo
treatment groups in the incidence of EPS, as assessed by Simpson-Angus total scores, spontaneous
complaints of EPS and the use of concomitant anticholinergic medications to treat EPS. In two
placebo-controlled clinical trials for the treatment of bipolar depression using 300 mg and 600 mg of
SEROQUEL, the incidence of adverse reactions potentially related to EPS was 12% in both dose
groups and 6% in the placebo group. In these studies, the incidence of the individual adverse
reactions (eg, akathisia, extrapyramidal disorder, tremor, dyskinesia, dystonia, restlessness, muscle
contractions involuntary, psychomotor hyperactivity and muscle rigidity) were generally low and did
not exceed 4% in any treatment group. The 3 treatment groups were similar in mean change in SAS
total score and BARS Global Assessment score at the end of treatment. The use of concomitant
anticholinergic medications was infrequent and similar across the three treatment groups.
Vital Signs and Laboratory Studies Vital Sign Changes SEROQUEL is associated with orthostatic
hypotension (see Warnings and Precautions). Weight Gain In schizophrenia trials the proportions of
patients meeting a weight gain criterion of ≥7% of body weight were compared in a pool of four 
3- to 6-week placebo-controlled clinical trials, revealing a statistically significantly greater incidence
of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the
proportions of patients meeting the same weight gain criterion were 21% compared to 7% for
placebo and in mania adjunct therapy trials the proportion of patients meeting the same weight
criterion were 13% compared to 4% for placebo. In bipolar depression trials, the proportions of
patients meeting the same weight gain criterion were 8% compared to 2% for placebo. Laboratory
Changes An assessment of the premarketing experience for SEROQUEL suggested that it is
associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglyc-
erides. In post-marketing clinical trials, elevations in total cholesterol (predominantly LDL
cholesterol) have been observed (see Warnings and Precautions). In placebo controlled
monotherapy clinical trials involving 3368 patients on quetiapine fumarate and 1515 on placebo, the
incidence of at least one occurrence of neutrophil count <1.0 x 109/L among patients with a normal
baseline neutrophil count and at least one available follow up laboratory measurement was 0.3%
(10/2967) in patients treated with quetiapine fumarate, compared to 0.1% (2/1349) in patients
treated with placebo. Patients with a pre-existing low WBC or a history of drug induced
leukopenia/neutropenia should have their complete blood count (CBC) monitored frequently during
the first few months of therapy and should discontinue SEROQUEL at the first sign of a decline in
WBC in absence of other causative factors (see Warnings and Precautions). Hyperglycemia In 
2 long-term placebo-controlled clinical trials, mean exposure 213 days for SEROQUEL (646 patients)
and 152 days for placebo (680 patients), the exposure-adjusted rate of any increased blood glucose
level (≥126 mg/dl) for patients more than 8 hours since a meal was 18.0 per 100 patient years for
SEROQUEL (10.7% of patients) and 9.5 for placebo per 100 patient years (4.6% of patients). In
short-term (12 weeks duration or less) placebo-controlled clinical trials (3342 patients treated with
SEROQUEL and 1490 treated with placebo), the percent of patients who had a fasting blood glucose
≥126 mg/dl or a non fasting blood glucose ≥200 mg/dl was 3.5% for quetiapine and 2.1% for
placebo. In a 24 week trial (active-controlled, 115 patients treated with SEROQUEL) designed to
evaluate glycemic status with oral glucose tolerance testing of all patients, at week 24 the incidence
of a treatment-emergent post-glucose challenge glucose level ≥200 mg/dl was 1.7% and the
incidence of a fasting treatment-emergent blood glucose level ≥126mg/dl was 2.6%. ECG Changes
Between-group comparisons for pooled placebo-controlled trials revealed no statistically significant
SEROQUEL/placebo differences in the proportions of patients experiencing potentially important
changes in ECG parameters, including QT, QTc, and PR intervals.  However, the proportions of
patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo-controlled
clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence for SEROQUEL
compared to 0.6% (1/156) incidence for placebo. In acute (monotherapy) bipolar mania trials the
proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL
compared to 0% (0/178) incidence for placebo. In acute bipolar mania (adjunct) trials the propor-
tions of patients meeting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0%
(0/171) incidence for placebo. In bipolar depression trials, no patients had heart rate increases to
>120 beats per minute. SEROQUEL use was associated with a mean increase in heart rate, assessed
by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placebo
patients. This slight tendency to tachycardia may be related to SEROQUEL’s potential for inducing
orthostatic changes (see Warnings and Precautions).
Other Adverse Reactions Observed During the Pre-Marketing Evaluation of SEROQUEL
Following is a list of COSTART terms that reflect treatment-emergent adverse reactions as defined in

SEROQUEL® (quetiapine fumarate) Tablets SEROQUEL® (quetiapine fumarate) Tablets

Au g u s t  2 0 0 8   •   w w w. c l i n i c a l p s yc h i a t r y n ew s . c o m Practice Trends 71

“We want to make sure that the
measures that are going into our
composites are fair and reliable,”
said Rebecca Lipner, Ph.D., vice
president of psychometrics and re-
search analysis at ABIM.

The study looked solely at the
treatment of hypertension, a focus
that was key in formulating the pa-
tient survey questions, she said.

The questions aren’t “the gen-
eral ‘do you like your physician?’ or
‘do you get good access to care?’
They’re all about how does the
physician give care for your spe-
cific disease,” said Dr. Lipner.

However, ABIM found that
there was wide variation across
the sets of measures and, depend-
ing on how they were combined,
an individual physician’s rank
could swing by more than three
quartiles. For example, a physician
could do well based on his chart
and systems data, but do poorly on
the patient surveys, she said.

One lesson may be that devising
a reliable measure of physician
performance is not a simple thing
to do, Dr. Damberg suggested.

Another may be that physicians
need a structure within which

these measures become relevant.
In that sense, medical homes can
be seen as an attempt to give a
framework to practice settings out-
side the hospital, said Dr. Lipner.

“A lot of what we have learned
from the hospitals systems is trans-
ferring over to that medical home.
But it is a big challenge. We have
... quite a few physicians in solo
practice. They are really by them-
selves, and we always underesti-
mate how many physicians are
working by themselves without
an infrastructure, without peer
connections,” she said. ■

“Try and live in
the moment,
Ted. My bill

doesn’t come
for at least a
few days.”

PAIN RELIEVERS




