
BRIEF SUMMARY of PHESCRIBIN6 INFORMATION
INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
episodes associated with bipolar I disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The
efficacy of SEROQUEL in acute bipolar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy trial of bipolar I patients initially hospitalized tor up to 7 days for acute mania. Effectiveness for
more than 3 weeks has not been systematically evaluated in clinical trials, Therefore, the physician who elects to use
SEROQUEL for extended periods should periodically re-evaluate ttie long-term risks and benefits of the drug for
the individual patient. Schtzophnnia: SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizophrenia was established in short-term (6-week) controlled trials of schizophrenic inpatients.
The effectiveness of SEROQUEL in long-term use, that is, for more than 6 weeks, has not been systematically
evaluated in controlled trials. Therefore, the physician who elects to use SEROQUEL for extended periods should
periodically re-evaluate the long-term usefulness of the drug for the individual patient.
CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitMy to this medica-
tion or any of its ingredients.

WARNINGS: Neuroltotlc Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes referred to
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with administration of antipsychotic
drugs, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability (irregular pulse
or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated crea-
tine phosphokinase, myoglobinuria (rtiabdomyolysis) and acute renal failure. The diagnostic evaluation of patients
with this syndrome is complicated. In arriving at a diagnosis, it is important to exclude cases where the clinical pre-
sentation includes both serious medical illness (e.g.. pneumonia, systemic infection, etc) and untreated or inade-
quately treated extrapyramidal signs and symptoms (EPS]. Other important considerations in the differential diag-
nosis include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS)
pathology. The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and other
drugs not essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires antipsychotic drug
treatment after recovery from NMS, the potential reintroduction of drug ttierapy should be carefully considered, The
patient should be carefully monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, it is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment,
which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood that it will become
irreversible are believed to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, although much less commonly, after rel-
atively brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesia,
although the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome and there-
by may possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term
course of the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a manner that
is most likely to minimize the occurrence ot tardive dyskinesia. Chronic antipsychotic treatment should generally be
reserved for patients who appear to suffer from a chronic illness that (1) is known to respond to antipsychotic drugs,
and (2) for whom alternative, equally effective, but potentially less harmful treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc-
ing a satisfactory clinical response should be sought. The need for continued treatment should be reassessed peri-
odically, if signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
be considered. However, some patients may require treatment with SEROQUEL despite the presence of the syn-
drome. Hyperglyc«niia and Otabetn Mellitus: Hyperglycemia, in some cases extreme and associated with ketoaci-
dosis or hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Assessment of the relationship between atypical antipsychotic use and glucose abnormalities is com-
plicated by the possibility of an increased background risk of diabetes mellitus in patients with schizophrenia and
the increasing incidence of diabetes mellitus in the general population. Given these confounders, the relationship
between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However, epidemiotogical studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse
events in patients treated with atypical antipsychotics are not available. Patients with an established diagnosis of dia-
betes mellitus who are started on atypical antipsychotics should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes mellitus (eg, obesity, family history of diabetes) who are starting treat-
ment with atypical antipsychotics should undergo fasting blood glucose testing at the beginning of treatment and
periodically during treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms of
hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hyper-
glycemia during treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some patients required
continuation ol anti-diabetic treatment despite discontinuation of the suspect drug.
PRECAUTIONS: General: Oronstatlc Hypotension: SEROQUEL may induce orthostatic hypotension associated
with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration period, prob-
ably reflecting its a,-arJrenergic antagonist properties. Syncope was reported in 1 % (23/2567) of tie patients
treated with SEROQUEL, compared with 0% (07607) on placebo and about 0.4% (2/527) on active control drugs.
SEROQUEL should be used with particular caution in patients with known cardiovascular disease (history of
myocanjial infarction or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease
or conditions which would predispose patients to hypotension (dehydration, hypovolemia and treatment with anti-
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(see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL Orthostalic Hypotension: Patients should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day period of initial dose titration, and also
at times of re-initiating treatment or increases in dose. Interference with Cognitive and Motor Performance: Since
somnolence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnolence, especially during the 3-5 day period of initial dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operating a motor vehicle (including
automobiles) or operating hazardous machinery, until they are reasonably certain that SEROOUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROOUEL. Concomitant Medication: As with other medications, patients should tie advised to notify their physi-
cians if they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol: Patients should be
advised to avoid consuming alcoholic beverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Laboratory Tests: No spe-
cific laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have not been extensively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROOUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiapine (250 mg
tid) and phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.g,, carbamazepine, barbiturates, rifampin, glucocorticoids). Caution
should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.g., valproate). Divalproex:
Coadministration of quetiapine (150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma
concentration of quetiapine at steady state by 17% without affecting the extent of absorption or mean oral clearance.
Thioridazlne: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 65%.
Clmetidine: Administration of multiple daily doses of cimetidine (400 mg tJd for 4 days) resulted in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is not required when it is
given with cimetidine. P4503A Inhibitors: Coadministration of ketoconazole (200 mg once daily for 4 days), a potent
inhibitor of cytochrome P450 3A, reduced oral clearance of quetiapine by 84%. resulting in a 335% increase in max-
imum plasma concentration of quetiapine, Caution is indicated when SEROQUEL is administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e.g., itraconazole, fluconazoie, and erythromycin). Fluowbne,
Imipramine, Haloperidol, and Risperldone; Coadministration of fluoxetine (60 mg once daily); imipramine (75 mg
bid), haloperidol (7.5 mg bid), or risperidone (3 mg bid) with quetiapine (300 mg bid) did not alter the steady-state
pharmacokinetics of quetiapine. Effect ol Quetiapine on Other Drugs: Lorazepam: The mean oral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dos-
ing. Divalproex: The mean maximum concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid).
The mean oral clearance of total valproic acid (administered as divalproex 500 mg bid) was increased by 11 % in the
presence of quetiapine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of que-
tiapine (250 mg tid) with lithium had no effect on any of the steady-state pharmacokinetic parameters of lithium.
Antipyrine: Administration of multiple daily doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery
of antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Ntutagenesis, Impairment
ol Fertility: Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was
administered in the diet to mice at doses of 20,75,250, and 750 mg/kg and to rats by gavage at doses of 25,75,
and 250 mg/kg for two years. These doses are equivalent to 0.1.0.5,1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mg/m! basis (mice) or 0.3,0.9. and 3.0 times the maximum human dose on a mg/m2 basis
(rats). There were statistically significant increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m2 basis and in male rats at a dose of 250
mg/kg or 3.0 times the maximum human dose on a mg/m? basis, Mammary gland adenocarcinomas were statisti-
cally significantly increased in female rats at all doses tested (25,75. and 250 mg/kg or 0.3,0.9, and 3.0 times the
maximum recommended human dose on a mg/m! basis). Thyroid follicular cell adenomas may have resulted from
chronic stimulation of the thyroid gland by thyroid stimulating hormone (TSH) resulting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were observed in subchronic toxicity studies in rat and mouse and in a 1-year toxicity study in rat; how-
ever, the results of these studies were not definitive. The relevance of the increases in thyroid follicular cell adeno-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically
elevate prolactin levels in rodents, Serum measurements in a 1-yr toxicity study showed that quetiapine increased
median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively. Increases in
mammary neoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
gland tumors in rats to human risk i:

3- to 12-Week Placebo-Controlled Clinical Trials' for the Treatment of Schizophrenia and Acute Bipolar Mania
{monotherapy); Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain. Back Pain. Fever; Cardiovascular:
tachycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation. Vomiting, Dyspepsia. Gastroenteritis,
Gamma Glutamyl, Transpeptidase Increased; Metabolic and Nutritional: Weight Gain, SGPT Increased, SGOT
Increased; Nervous: Agitation, Somnolence. Dizziness, Anxiety; Respiratory: Pharyngitis, Rhinitis; Skin and
Appendages: Rash: Special Senses: Amblyopia1 Events 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. In these studies, the most commonly observed adverse events associated with
the use of SEROOUEL (incidence of 5% or greater) and observed at a rate on SEROOUEL at least twice that of
placebo were somnolence (18%), dizziness 111%), dry mouth (9%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia (5%), The following treatment-emergent adverse experiences occurred during
therapy (up to 3-weete) 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
SEROOUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinical Trials1 for the Treatment of Acute Bipolar Mania (Adjunct Therapy):
Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hypotension:
Digestive: Dry Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nervous: Somnolence, Dizziness.
Tremor, Agitation; Respiratory: Pharyngitis.' Events 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 events 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%). Explorations for interactions on the basis of gender, age, and race did not reveal arti clinically
meaningful differences in the adverse event occurrence on the basis of these demographic factors. Oose
Dependency ol Adverse Events in Short-Term, Placebo-Controllad Trials: Dose-related Adverse Events:
Spontaneously elicited adverse event data from a study of schizophrenia comparing five fixed doses of SEROOUEL
(75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day) to placebo were explored for dose-relatedness of adverse
events. Logistic regression analyses revealed a positive dose response (p<0.05) for the following adverse events;
dyspepsia, abdominal pain, and weight gain. Extrapyramidal Symptoms: Data from one 6-week clinical trial of schiz-
ophrenia 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 SEROOUEL
treatment. Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change from base-
line) which evaluates parkinsonism and akathisia, (2) incidence of spontaneous complaints of EPS (akathisia, aki-
nesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and tremor), and (3) use
of anticholinergic medications to treat emergent EPS. In six additional placebo-controlled clinical trials trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROOUEL. there were no differences between the
SEROOUEL 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. Vital Signs
and Laboratory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotension (see PRE-
CAUTIONS). 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 statisti-
cally 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 2 1 % 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. Laboratory Changes: An assessment of the premarketing experience for
SEROOUEL suggested that it is associated with asymptomatic increases in SGPT and increases in both total cho-
lesterol and triglycerides (see PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-
controlled trials revealed no clinically important differences between SEROOUEL and placebo, 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 tachy-
cardia were compared in four 3- to 6-week placebo-controlled clinical trials for the treatment of schizophrenia
revealing a 1 % (4/399) incidence for SEROOUEL 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
proportions of patients meeting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0% (0/171) inci-
dence for placebo. 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 tachy-
cardia may be related to SEROOUEL's potential for inducing orthostatic changes (see PRECAUTIONS). Other
Adverse Events Observed During the Pre-Hartehng Evaluation of SEflOQUEL: Following is a list of COSTART
terms that reflect treatment-emergent adverse events as defined in the introduction to the ADVERSE REACTIONS
section reported by patients treated with SEROOUEL at multiple doses > 75 mg/day during any phase of a trial with-
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ed except those already listed in Table 1 Or elsewhere in labeling, those events for Which a drug cause was remote,
* « » » e v e n t t e r m s which were so general as to be uninformative. It is important*) emphasize that, although the
events reported occurred during treatment wih SEROOUEL, they were not necessarily caused by it. Events are fur-
ta atW"*1"»w» W™ m lisM in »'*'»'*™n» lr»»™»»c™*8'»*'*«« « ' * n s :

frequent adverse eventsare those occurring in at least 1/100 pat ents (only hose not already listed in the tabulated
r e s V from placebo-controlled trials appear in this listing); infrequent adverse events are those occurring in 1/100
to 1/1000 patients: rare events are those cccuiring in fewer than 1/1000 patients. NanrousSystem: Fntfiiafif:tiyper-
' ™ * * * /»*"«»•*abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, invilun-

control drugs. As with other antipsychotics SEROQUEL should b« used cautiously in patients with a history of
seizures or wih conditions that potentially lower the secure threshold, e.g., Alzheimer's dementia. Conditions that
lower the seizure threshold may be more prevalent in a population ol 65 years or older. Hyp<rHlyn>i<lisiii: Clinical tri-
als with SEROQUEL demonstrated a dose-related decrease in total ana free thyrDxine (T4) of approximately 20% at
the higher end of ttie HMfapeiitic dose range and was maximal in the first two to four weeks of treatment and main-
tained without adaptaMn or prooression during more chronic therapy. Generally, ttiese changes were of no clinical
significance and TSH was unchanged in most patients, and l e v * of TBG were unchanged. In nearly all cases, ces-
sation of SEROQUEL Seatment was associated with a reversal of the effects on totel and free T4, irrespective of the
duraton of treatment. About 0.4% 11272791) of SEROOUEL patents did experience TSH increases in monothera-
py studies Six of aw patients wrtti T^H increases needed replacement thyroid treatment. In the mania adjunct stud-
ies, where SEROOUEL was added to lithium or divalproate. 12% (24/196) of SEROQUEL treated patients compared
to 7% (15V203) of placebo treated patients had elevated TSH levels. Of the SEROQUEL treated patients with elevat-
ed TSH M s , 3 had simuianeous low free T4 levels. Cholesterol and Trhjlyceiidi Elevations: In schizoptirenia tri-
als, SEROOUEL-treated patients had increases from baseline in cholesterol and trigfyceride of 11% and 17%.
respectively, compared to slight decreases for placebo patients. These changes were only weakly related to the
increases in weight observed in SEROOUEL-treated patients. Hyperprolactlnemia: Aitiough an elevation of pro-
lactin levels was not demonstrated in clinical trials with SEROQUEL increased prolactin levels were observed in rat
studies with « I B compound, and were associated with an increase in mammary gland neoptasia in rats (see
Carcinogenesis). Tissue culture experiments indicate that approximately one-third of human breast cancers are pro-
lactin dependent in i n , a factor of potential importance if the prescription of these drugs B contemplated in a
pahent with previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco-
mastia, and impotence have been reported with prottfn-elevating compounds, the clinical significance of elevated
serum prolactin kveki B unknown for most patients. Neither clinical studies nor epidemiologic studies conducted
to date have shown an assooaton between chronic administration ol thS class of drugs and tumorioenesis in
humans: the available evidence Is considered too limited to be conclusive at this time. Transaminase Elnatiaitii:
Asymptomatic, transwnt and reversible elevations in serum transaminases (primarily ALT) have been reported, in
schizophrena t n * , the pportions of patients will transaminase elevations of > 3 limes the upper limte of the
normal reference range in a pool ol 3- to 6-week placebo-controlled trials were approximately 6% for SEROOUEL
compared to 1 % lor placebo. In acute bipolar mano 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 f fweek p t a t o O T t r o l e d trials were
approximate^ 1% for b«h SEROOUEL and placebo. These hepatic enzyme elevations usually occurred within the
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Putmfial far Gognilfii ml HMor taipaHmant Somnolence was a commonly reported adverse event reported in
patents treated with SEROOUEL especially during the 3-5 day period of initial dose-titration. In schizophrenia trials,
somnokra was reported n I f » of patients on SEROQUEL compared to 1 1 % of placebo patients. In acute bipo-
iar mano t n * using SEROQUEL as monotherapy, somnolence was reported in 16% of patients on SEROOUEL
compared lo 4% ol placebo patients. In acute d i p * mania trials using SEROOUEL as adjunct therapy, somnolence
was reported in 34% of patients on SEROOUEL compared to 9% of placebo patients. Since SEROOUEL has the
potential 10 impair judgment, thinkino. 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 fnat SEROQUEL therapy does not affect them adversely. Priapion: One
case of priapism in a patient receiving SEROOUEL has been reported prior to martlet introduction. While a causal
relationship to use of SEROOUEL has not been established, other drugs wih alpha-adrenergk: blocking effects have
been reported to induce priapism, and it is possible mat SEROQUEL may share this capacity. Severe priapism may
require surgical intervention. Body T M i i n t u n Rigilation: Although not reported wih SEROQUEL, disruption
0! the body's ability to reduce core body temperature has been athibuted to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL for patients who will be experiencing condnnns which may con-
tribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat receiv-
ing concomitant medkahon with antichoNnergic activity, or being subject to dehydration. Dyqihagia: Esophageal
dysmotility and aspiration have been associated with antipsychotic drag use. Aspiration pneumonia is a common
cause of morbidity and mortality in eMerty patents, in particular those with advanced Alzheimer's dementia,
SEROOUEL and other antipsychc* drugs shoukf be used cautiously«patients at risk for aspiration pneumonia,
Sniclll: TDe possibility ot a suicide attempt is inherent in bipotar disorder and schtmphfenia: close supervision ot
high risk patients should accompany drug therapy Prescriptions lor SEROQUEL should be written for the smallest
quantity of tablets conSBtent with good patient management in order Id reduce the risk of overdose Use in Patients
with C M C M l i M IINnss: Clinical experience with SEROQUEL in patients wih certain concomitant systemic ill-
nesses is limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients wih a recent his-
tory of myocardial infarction or unstahk heart disease. Patients wnh ttiese dagnoses were excluded from premar-
keting clinical studies. Because of the risk of orthostatic hypotension with SEROOUEL, caution should be observed
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SEROQUEL was reduced by 30% to 50% m elderly patients when compared to younger patients.
ADI/ERSE REACTIONS: The information below B derived from a clinical trial database for SEROOUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mana (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEMOUEL lor the treatment of schizophrenia. Of these approximately 3000 subjects, approximate-
ty 2700 (2300 in schizophrenia and 405 in acute bipolar mana) were patients who participated in multiple dose
ef fec t less trials, and their experience corresponded to approximately 914,3 patientyear? The conditions and
"uration of treatment with S E R o W varied greatly and Muded (in overlapping cateao'ries) open-label and dou-
ble-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 examina-
Sons, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse events
during exposure were obtained by general inquiry and recorded by clinical investigators using terminology ol their
own choosing. Consequently, it is not possible to p r o * a meaningful estimate of the proportion of individuals
experiencing adverse events wihout first grouping similar types of events into a smaller number ol standardized
event categories. In the tables and tabulations that follow, standard COSTART terminology has been used to class!-
fy reported adverse events. The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event ol the type listed. An event was considered treat-
ment emergent if i occurred lor the first f me or worsened while receiving therapy following baseline evaluation.
Advene Finding! Observe! in Shoit-Ierm, Controlled Trials: Adverse Events Associated with Discontinuation of
Treat™.! in Siort-Term, Placebo-Cantrolled Trials: Acute Bipolar Mania: Overall, discontinuations due to
adverse events were 5.7 % tor SEROQUEL vs. 5.1% for placebo in monotherapy and 3.6% for SEROOUEL vs. 5,9%
for placebo in adjunct therapy. Schizophrenia: Overall, there was W e difference in the incidence of discontinuation
due to adverse events (4% for SEROQUEL vs. 3% for placebo) in a pool ol controlled trials. However, discontinua-
tons due to somnolence and hypotension were considered to be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% lor placebo and Hypotension 0.4% vs 0% for placebo. Adverse Events Occamno at an Incidence ol
1» .o , More Among SEROOOEL Treated Patients loShort-Term.piatelo-Controlled Tnals: T i , » , K , : - l * ? i o u d
be aware thatthe figures in the tables and tabulations cannot be used to predict the incidence ol side effects in the
course of usual medial practice where patent characteristics and other factors dflfer from those that prevailed in
the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from Dthercfinicat inves-
tigations involving different treatments, uses, and investigators. The cited Sgures, however, do provide the pre-
scribing physician wih some baSB tor estimating the relative contribution of drug and nondrug factors to the side
effect incidence in the population studied. The following treatment-emergent adverse experiences occurred during
acute therapy of schizophienia (up to 6 weeks) and bipolar mana (up to 12 weeks) in 1 % or more of patients treat-
ed wih SEROQUEL (doses ranging from 75 to 800 mg/day) where tie incidence in patients treated wih SEROOUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in

* « ' P'*n«* m » * to** ™ t a l « "»1 " » * * T « « * " * 6 y«* tan*
» » * cerebrovascularaccident, deep thrombophlebitis, T wave inversion; Km: angina pectoris, atrial fibrillation.
« " » * " degree, congestive heart failure ST elevated, thrombophlebitis, T wave Battening, ST abnormality,
intrastd 0BS duration. Respiratory Syslem: F m n m t pharyngitis, rhinitis, cough increased, dvspne;
» * « * P » ™ » » - « ! * * * asthma / t o . : hiccup, hyperventiMion. Metabolic and Nutritional System:
fVB<?<«rof.petipheral edema; /irfrarjwntweight loss, alkaline phosphatase increased, hypertipemia, alcohol intoler-
ance, dehydration, hyperglycemia, creatinine increased, hypogN/cemia; flan: glycosura, gout, hand edema,
* » * « « * ' * « ' » " • " • ' » " " W 1 * ! " Svfim" W k sweating; * * , U pruritis, acne,
< ™ > contact dermatitis, maculopapular rash, seborrhea skin ukwWextoliata dermatitis, psoriasis, skin
* " * ' * " toSmil11 System: »«t«»lf: dysmenorrtiea-, vaginiis", urinary incontinence, metrorrhagia',
imp() tence-, dysuna, vaginal moniliasis" abnormal ejaculation', cystitis, urinary frequency, amenorrhea". female
lacation', leukorrhea', vaginal hemorrhage-, vulvovaginitis- orchftis": ftm: gynecomastia", nocturia. polyuria.

si b, ha'r|i • J flare:abnormal^of accommodafon, deafness, glaucoma. Musculoskeletal System:
m ^. t t l 0 |J 5 , « , „ myasthenia. twitching, arthralgia, arthritis leg cramps, bone pain. Hemic and
L h!lic W l m . f t tuk Mi j ^ , , , , , . | e u t e v t o s i s , anemia, ecchymosis, eosinophilia,
nypochromic anemia; lymphadenopath. cyanosis; ton: hemolysis, Ihtombocytopenia Endocrine System:
M i p u t hypothyroidism, diabetes mellitus; to: hyperthyroidism. 'adjusted for gender Post Marteling
& P l r t » ™ : ™ « ™ « * " P » * d ance market introduction which were temporally related to SEROOUEL the"
W include: leukopenia/neutropenia If a patient develops a low white cell count consider discontinuation of thera-
» P o s s i b l e risk mm'«leukopenia/neutropenia include pre-existing low whle cell count and history ot drug
induced bkopenia/neutropenia Other adverse events reported since rSarket introduction, which were temporally
ma t0 SEro0UEL Mm but not necessarily causally related, include the following: agranulocytosis, anaphy-
! » hyponatremia, rhabdomyolysis, syndrome of inappropriate antidiuretic hormone secretion (SIADH). and
Steven Johnson syndrome (SJS)
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O V T O M j E : Human experience: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage
™ I n * ' • *cl ln l ra l lnl1 u t e [ ( 6 " P * ) » * ! s l ™ M * > s t s « m l r ™ ' ™ m l to 9600 mg and
™ l a l l l l l l 8 s - l n 9 « ™ l <W<M signs and symptoms were those resulting torn an exaggeration of the drug s
taw» pharmacological effects, i,e., drowsiness and sedation, tachycardia and hypotension. One case, involving
? » ® « « f « ' » " * » 0 9600 mg, was associated wih hypoUemia and first degree heart block. In post-mar-
™ ! experience, there have been very rare reports of overdose of SEROOUEL alone resulting, in death, coma or
° T t prolongation. Management ol Dverdosage: In case of acute overdosage, establish and maintain an airway
™ ensure adequatBoxygenalon and ventilation Gastric lavage (after intubation, it patient is unconscious) and
administration of activated charcoal together with a laxative should be considered. The possibility of obtunda-
tion, seizure or dystonic reaction ol the head an neck following overdose may create a ns of aspiration with
"*c811 ™ e s l s Cardiovascular monitoring should commence immediately and should include continuous elec-
trocardiographic monitorino to detect possible arrhythmias. I anlarmythmic therapy is administered disopyra-
mide procainamide and quimdme cam a tiieoretical hazard of addihve QT-prolongmg effects when administered
5 f ™ 8 n t s « th acute overdosage ot SEROtML Similarly it is reasonable to expect that the alpha-adrenergic-

Theresno specific an dote to SEROQUEL Therefore appropriate supportive measures should be instituted The
possibility of muiiple drug involvement should be cons dered. Hypotension and circulatory co lapse should be
treated « th appropriate measures such as intravenous fluids and/or sympatnomimetic agents (epinephnne and
d ° f ™ n V h 5 1 „ f ! 'Slra. * may worsen hypotension in the setting ot quetiapine-
induced alpha blockade). In cases ot severe extrapyramidal symptoms, antichollnergic medication should be
"ministered. Close medical supervision and monitoring should continue until the patient recovers
SEROQUEL is a trademark of the AstraZeneca group of companies.
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mention re I

never thought I could be myself again

indicated for the treatment of acute manic episodes associated with bipolar I disorder and the treatment of
Patients should be periodically reassessed to determine the need for continued treatment.

he consistent with the need to minimize the risk of tardive dyskinesia, seizures, and orthostatic hypotension. A rare
o as neuroleptic malignant syndrome (NMS) has been reported with this class of medications, including SEROQUEL.

ports of diabetes mellitus and hyperglycemia-related adverse events associated with the use of atypical
nding SEROQUEL.

ly obseived adverse events associated with the use of SEROQUEL in clinical trials were somnolence, dry mouth.
lion, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

Seroquel
AstraZeneca^

25 mg, 100 mg, 200 mg & 300 mg tablets

Redefine Success
To prevent medication errors, write "SEROQUEL " clearly www SEROQUEL com

on your Rx pad. Spell "SEROQUEL " Clearly over the phone. Please see Brief Summary of Prescribing Information on following page.
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