BRIEF SUMMARY of PRESCRIBING INFORMATION

INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
episodes associated with bipolar | 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 | patients initially hospitalized for up to 7 days for acute mania. Effectiveness for
more than 3 weeks fias not been systematically evaluated in clinical trials. Therefore, the physician who elects to use
SEROQUEL for extended periods Should periodically re-evaluate the fong-term risks and benefits of the drug for
the individual patient. Schizophrania: SEROQUEL is indicated for the treatment of schizophrenla. The efficacy of
SEROQUEL i schizaghrenia was estabished in shart-term $6Aweek) controfied trials ot schizaphrenic inpatients.
The effectiveness of SEROQUEL in long-term use, that s, 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  known hypersensitvity to this medica-
tion or any of its ingredients.
WARNINGS: Neurcleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes referred fo
as Neuroleptic Matignant Syndrome (NMS) has been reported in association with administration of antipsychotic
drugs, including SEROQUEL. Rare cases of NMS have been reported with SERGQUEL. Clinical manifestations of
NMS are hyperpyrexia, muscle rigidity, atered mental status, and evidence of autonomic instabilty (ieqular pulse
or bload pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated crea-
tine phosphokinasg, myoglobinuria (thabdomyolysis) and acute renal fallure. The diagnostic evaluation of patients
with this syndrome is comlicated. In arriving at a diagnoss, it s impartant to exclude cases where the ciinical pre-
sentation includes both serious medica illness (8.g., pneumonia, systemic infection, etc.) and untreated or inade-
quately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential diag-
nosis ncluds centrat anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (G
pathology. The of NMS should include; 1) immediate discontinuation of antipsychotic drugs and ather
drugs not essential to concurrent therapy; 2) intensive ic treatment and medical monitoring; and 3) treat-
ment of any cangomitant serious medical problems for which specific treatments are avallable. There is o general
agresment about spegific pharmacological treatment regimens for NMS, If a patient requires antipsychotic drug
treatment after recovery from NMS, the potential reintreduction of drug therapy should be carefully considered. The
patient should be carefuly manitored since recurrences of NMS have been reported. Tardive Dyskinasla: A syn-
drome of potentially imeversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chatic drugs. Athaligh the prevalence of the syndrome appears to be highest among the eldery, especially elderly
women, it IS impossible to rely upon prevalence estimates 1o predict, af the inception of antipsychotic treatment,
which patients are likely to develop the syndrame. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the fikelihood that it will become
irreversible are belisved to increase as the duration of treatment and the total cumulative dose of antipsychtic drugs
administered to the patient increase. However, the syndrome can develop, although much less commonly, afier rel-
atively brief treatment periods at fow doses. There s o known treatment for established cases of tardive dyshkinesia,
although the syndrome may remit, partally 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-
Yy may passibly mask the underlying process. The effect that symptomatic Suppression has upon the long-term
course of the syndrome i unknown. Given these considerations, SERCQUEL should be prescribed in a manner that
Is miost likely to minimize the accurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be
reserved for patients who appear to suffer from a chronic llness that (1) is known to respond to antipsychutic 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-
adically. If signs and symptoms of tardive dyskinesia appear n a patient on SEROQUEL, drug discontinuation should
be considered. However, some patients may require treatment with SEROQUEL despite the presence of the syn-
drome. Hyperglycemia and Diabetes MeNus: Hyperglycemiz, in some cases extreme and associated with ketoal-
dosis or hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics, ingluding
SEROQUEL. Assessment of the relationship betwesn atypical antipsychotic use and glucose abnormaltis is com-
plicated by the passibility of an increased background risk of diabetes melitus 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, epidemiologica) studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the atypical antipsyehatics. Precise isk estimates for hyperglycemia-related adverse
events in pafients treated with atypical anfipsychotics are not available. Pafients with an established diagnosis of dia-
betes melitus who are started on atypical amipsrchutics should be monitored regularly for worsening of glucase
control. Patients with risk factors for diabetes mellitus {eg, obesity, famly history of diabetes) who are starting treat-
ment with atypical antipsychotics should underga fasting blocd glucose testing at the beginning of treatment and
periodically during treatment. Any patient treated with atypical antipsychotics should be monitored for symotoms of
h(perqucemia including polydipsia, polyuria, polyphagia, and weakness, Patients who develap symptoms of hyper-
glycemia during treatment with atypical antipsychotics should undergo fasting bload glucose testing. In some cases,
hyperghycemia has resoived when the atypical antipsychatic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated
with diziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration period, prob-
ably reflecting its o, -adrenergic antagonist properties. Syncope was reported in 1% (23/2567) of the patients
treated with SEROQUEL, compared with 0% (0/607) on placebe 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
myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease
or conditions which would predispose patients to hypotension (dehydration, hypovolgmia and treatment with anti-
nyFenens‘rve medications). The risk of arthostatic ypetension anc syncope may be minimized by limiting the ini-
tial dose to 25 mg bid. If hypotension oocurs during titration to the target tose, a return to the previous dose in the
titration schedule is appropriate. Cataracts: The development ol cataracis was observed in association with que-
tiapine treatment In chronic dog studies (see Animal Toxicology In Prescribing information}. Lens changes have
als0 baen observed in Eﬂlnnu during long-term SEROQUEL treatment, but a causal relationship to SERCQUEL
use has nol been established. Nevertheless, the possibility of lenticular changes cannot be excluded at this
time. Therefore, examination of the tens by methods adequate to detect cataract formation, such as slit iamp
exam or gther Iprmprlulel sanstiive methods, is recommended at initiation of treatment or shortly thersater,
and at 6 month Intervals um thronlg treatment. Seizures: During clinical trials, seizures ocourred in 0.6%
(1872752 of patients treated with SEROQUEL compared to 0.2% (i I/GO?J on placebo and 0.7% (4/527} on active
control drugs. As with other antipsychotics SEROQUEL shauld be used cautiously in patients with a history of
seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that
Tower the seizure threshold may be mare prevalent in a population of 65 years or older. Hypothyroidism: Clinical tr-
als with SERCQUEL demonstrated a dose-related decrease in total and free thyroxine (T4) of approximately 20% at
the higher end of the therapeutic dose range and was maximal in the first two to four weeks of treatment and main-
tained without adaptation or progression during more chronic therapy. Generally, these changes were of no clinical
signiicance and TSH was unchanged in most patients, and levels of TBG were unchanged. In nearly al cases, ces-
sation of SEROQUEL treatment was associated with a reversal of the effects on fotal and free T4, irrespective of the
duration of treatment. About 0.4% g2/2791) of SEROQUEL patients did experience TSH increases in monothera-
py studies. Six of the patients with TSH increases neaded replacement thyroid treatment. in the mania adjunct stud-
ies, where SEROQUEL was added to lthium or divalproats, 12% (24/196) of SEROQUEL treated patients compared
10 7% (15/203) of placebo treated patients had elevated TSH levels. Of the SEROQUEL treated patients with elevat-
ed TSH levels, 3 had simultaneous low free T4 levels. Cholestarol and Triglycaride Etevations: In schizophrenia tri-
als, SEROQUEL-treated patients had increases from baseline in cholesteroi and trighyceride of 11% and 17%,
Tespectively, compared to slight decreases for placebo patients. These changes were only weakly related to the
increzses in weight observed in SEROQUEL-treated patients. Hyperpralactinemta: Athough an elevation of pro-
lactin levels was not demonstrated i clinical trials with SEROQUEL, increased prolactin levels were abserved in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue culture expsriments indicate that approximately ene-third of human breast cancers are pro-
lactin dependent in vitro, a factor of patential importance if the prescription of these drugs is contemplated in @
patient with previously detected breast cancer. Althaugh disturbances such as galactorrhea, amenarrhea, gyneco-
mastia, and impotence have been raported with prolactin-elevating compounds, the clinical significance of elevated
serum prolactin levls is unknown for most patients. Neither clinical studies nor epidemiologic studies conducted
to date have shown an association between chronic administration of this class of drugs and tumorigenesis in
fumans, the available evidence is considerad too fimited ta be conclusive at this time. ase Elevations:
mptomatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reported. In
schizophrenia trials, the propartians of patients with transaminase glevations of > 3 times the upper limits of the
normal reference range in a pool of 3- to 6-week placebo-controlled trials were approximately 8% for SEROQUEL
compared to 1% for placebo. In acute bipolar mania trial, the proportions of patients with transaminase elevations
of > 3 times the upper limits of the normal reference range in a pool of 3- te 12-week placebo-controfled trials were
approximately 1% for bath SEROQUEL and placebo. These hepatic enzyme elevations Lsually occurred within the
first 3 weeks of drug treatment and promptly retumed to pre-study levels with angoing treatment with SEROQUEL.
Potantlal for Cognitive and Molor Impairment: Somnolence was a commonly reported adverse event reported in
patients treated with SEROQUEL especially during the 3-5 day pericd of initial dose-titraion. In schizophrenia trials,
somnolence was reparted in 18% of patients on SERGQUEL compared to 11% of placebo patients. In acute bipo-
far mania trials using SEROQUEL as monatherapy, somnolence was reported in 16% of patients on SEROQUEL
compared to 4% of placebo patients. In acute bipolar mania trals using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients on SEROQUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skils, patients should be cautioned about performing activities
requiring mental alertness, such as operating a motor vehicle (including autemobiles) 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 SERQQUEL has not been established, other drugs with alpha-adrenergic blocking effects have
been reported to induce priapism, and itis possible that SEROQUEL may share this capacity. Severe gnaoism may
require surgical intervention. Body Temperature Regulation: Althaugh not reported with SEROQUEL, disruption
af the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropriate
care i advised when prescribing SEROQUEL for patients who will be experincing conditions which may con-
tribute to an elevation in core body temperature, e.0., exercising strenucusly, exposure o extreme heat, receiv-
ing concomitant medication with anticholinergic activity, or being Subject to dehydration. Dysphagia: Esophageal
dysmotilty and aspiration have
cause of momld"%and mortaly in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs Should be used cautiously in patients t risk for aspiration pneumonia,
Bulclds: The possivifty of a Suicide atiemat i inhierent in bipolar disorder and schizn?hrenia: close supervision of
high risk patients shouid accomgany drug therapy. Prescriptions for SEROQUEL shauld be written for the smallest
quantty of tableds consistent wit ?m patent managemam in order to reduce the risk of overdose. Use in Patients
with Concomitant Uiness: Ciinical experience with SEROQUEL in patients with certain concomitant systemmic i
iesses 13 kmited. SERGQUEL has not been evaluated or used to any appreciable extent n patients with a recent his-
m of myocardlal Infarction or unstabe heart disease. Patients with these diagnoses were excluded from premar-
ing cliical studies. Bacause of the risk of arthostatic hypotension with SEROQUEL, caution should be observed
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in cardiac patients {see Orthostatic Hypotension). Information for Patients: Physicians are advised 1o discuss the
following issues with patients for whom they prescribe SERCQUEL. Orthestatic Hypotension: Patients should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day pericd of inifial dose titration, and also
at times of re-initiating treatment or increases in dose. Interference with Cognitive and Motor Parformance: Since
samnolence 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 nitial dose titration. Patients shoutd be
cautioned about performing any activity requiring mental aleriness, such as opesating a motor vehicle (incluing
automobiles) or operating hazardous machinery, untit they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to noify their physician if they beceme pregnant or
intend to hecome pregnant during therapy. Nursing: Patients should be acvised not to breasf feed if they are taking
SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or plan to take, any prescription or over-the-counter drugs. Aleohal: Patients should be
advised to avoid censuming alcaholic heverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Laboratery 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-
fion should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjests 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 cerain anlihygenensive agents. SERCQUEL may antagonize the effects of levodapa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenyioin: Goadministration of quetiapine (250 mg
ﬁ(? and phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be required to maintain contre! of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or ofher hepatic enzyme inducers (e.g., carbamazepine, barbiturates, rifampin, glucocorticoids). Gaution
should be taken if phenytoin is withdrawn and replaced with a non-inducer {e.g., valproate). Divalpraex:
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.
Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 my bid) by 65%.
Cimetidine: Administration of muttiple dally doses of cimetidine (400 mg tid 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 ftis
given with cimetidine. P450 3A Inhibitors: Coadministration of ketoconazole (200 mg ance daily for 4 days), a potent
Inhibitor of oy P45D 34, reduced ora) cl f quetiapine by 84%, resulting in a 335% increase in may-
imum plzsma concentration of quetiapine. Gaution is indicated when SEROQUEL is administered with ketoconazole
and other inhibitars of cytochrome P450 3A {e.g., itraconazole, fluconazole, and erythromycin). Fluoxeting,
Imipramine, Haloperidal, and Risperidane: Coadministration of fluoxeting (60 mg once daily); imipramine (75 mg
i), haloperidol {7.5 mg bid), or risperidone (3 mg hid) with quetiapine (300 mg bid) did not atter the steady-state
pharmacokinetics of quetiapine. Effact of 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 otal and free valproic acid at steady
state ware 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 fithium had no effect on any of the steady-state pharmacokinetic parameters of litiium.
Aatipyrine: Administration of multiple daily doses up to 750 mg/day {on & 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 dogs not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, impainment
of Fetility: Carcinagenesis: Carcinagenicity studies were conducted in C57BL. mice and Wistar rats. Quetiapine was
administered in the diet o mice at doses of 20, 75, 250, and 750 ma/kg and to rats by gavage at doses of 25, 75,
and 250 miykg for two years. These doses are equivalent to 0.1, 0.5, 15, 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 my/m? basls
rats). There were statistically significant increases in thyroid gland foliicular adenomas in male mic at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m? basis and in male rats at a dosg 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 huran dose on a mg/m? basis). Thyroid follicular cel adenomas may have resulled from
chronic stimuiafion o the thyroic 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
echanism were observed in subchronic toxicity studies in rat and mouse and in 2 1-year toicity study in rat; how-
ever, the results of these studies werg ot definitive. The relevance of the increases in thyroid follicular cell adenc-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically
elevate profactin fevels in rodents. Serum measurements in a 1-yr toxiclty 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 nieoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are
cansidered to e prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
gland tumors in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis:
‘The mulagenic potential of quetiapine was tested in Six i vitro bacterial gene mutation assays and in an in vitro
mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficientiy high concentrations of que-
tiapine may not have been used for alltester strains. Quetiapine did produce a reproducible increase in mutations in
one Saimonefla typhimurium tester strain in the presence of metabolic activation. No evidence of clastogenic poten-
ial was obtained in an i vitro chromosomal aberration assay in cultured human lymphocytes or in the in vivo
micronucleus assay in rats. mpainment of Fertlity: Quetiapine decreased mating and fertity in male Sprague-
Davdey rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the Maximum human dose on & mg/m? basis.
Orug-refated effects included increases in Interval to mate and in the number of matings required for successful
impregnation. These effects continued to be observed at 150 mg/kg even after a two-week period without treatment.
The no-¢ffect dose for impaired mating and fertility in male rats was 25 mg/kg, or 0.3 times the maximum human
dose on amg/m? basis. Quetiapine adversely affected mating and fertilty in fernale Sprague-Dawley rats at an orai
dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m? basis. Drug-related effects included decreas-
es in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in irregu-
lar estrus cycles was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on a
mg/m? basis. The no-effect dose in female rats was 1 mg/kg, or 0.01 times the maximum human dose on a mg/m?
basis. Pupnaucg: Pregnancy Category O: The teratogenic potential of quetiapine was studied in Wistar rats ang
Dutch Betted rabhits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in
rats at doses of 25 to 200 mgzkg or 0.3 to 2.4 times the maximum human dose on a mg/m?basis or in rabbits at
25 to 100 mgrkg or 0.6 to 2.4 times the maximum human dose on a mg/m2 basis. There was, however, evidence of
embryo/fetal toxicity. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and 200 mg/kg
(0.6 and 2.4 times the maximum human dose on a mg/m2 basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4
times the maximum human dos¢ on a m/m? basis). Fetal boy weight was reduced in rat fetuses at 200 mykg
and rabbit fetuses at 100 mglk$ (2.4 times the maximum human dose an a mg/m? basis for both species). There
was an increased incidence of a minor soft tissue anomaly ({carpalftarsal fiexure) in rabbit fetuses at a dose
of 100 m/kg (2.4 times the maximum human dose on a mg/m? basis). Evidence of maternal toxicity (ie., decreases
in body weight gain and/or death) was observed at the high dose in the rat study and at al doses in the rabbit study.
I & peri/postnatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg
or 0,01, 0.12, and 0.24 times the maximum human dose on a mg/m? basis, However, in a preliminary perifpostna-
£al study, there were increases in fefal and pup death, and decreases in mean fitter weight at 150 mg/kg, or 3.0 times
the maximum human dose on a mg/m? basis. There are no adequate and well-controlied studies in pregnant women
and quetiapine should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Labor and Delivery: The effect of SEROGUEL on labor and delivery in humans is unknown. Nursing Mothars:
SEROQUEL was excreted in mitk of treated animals during lactation. It is not known if SEROQUEL is excreted in
human milk. It is recommended that women receiving SEROQUEL should not breast fee. Padiatrlc Use: The safe-
1y and effectiveness of SEROQUEL in pediatric patients have not beer established. Geriairic Use: Of the a?pmxi-
mately 3400 patients in clinical studies with SEROQUEL, 7% (232) were 65 years of age or over. In general, there
was no indication of any different tolerabifty of SEROQUEL in the elderly compared to younger adults. Nevertheless,
the presence of factors that might decrease pharmacokinetic clearance, increase the pharmacodynamic response to
SEROQUEL, or cause poorer tolerance or orthostasis, should fead to consideration of a lower starting dose, slower
fitration, and careful manitering during the initia} dosing period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderiy patients when compared fo younge patients.

ADVERSE REACTIONS: The information below is derived from a cinical trial database for SEROQUEL consisting of
over 3000 patients. This databese includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania {monatherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
maore doses of SEROQUEL for the treatment of schizophrenia. Of thes approximately 3000 subjects, approximate-
Iy 2700 {2300 in schizophrenia and 405 in acute bipolar maniz) were patients who participated in multipls dose
effectiveness trials, and their experience corresponded to approximately 914.3 patient-years. The conditions and
duration of treatment with SERCQUEL variec greatly and included (in overlapping categories) 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. Agverse reactions were assessed by collecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and resuits of aphthalmologic examinations. Adverse events
during exposure wers obtained by general inquiry and recorded by clinical investigators using terminolagy of their
own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals
experiencing adverse events without first grouping similar types of events into a smaller number of standardized
event categories. In the tables and tabulations that folow, standard COSTART terminology has been used to classi-
fy reported adverse events. The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, a reatment-emergent adverse event of the type fisted. An event was considered treat-
ment emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.
Adverss Findings Obssrved In Short-Term, Controlled Trials: Adversa Events Associated with Discontinuation of
Treatment in Short-Term, Placebo-Controlled Trials: Acute Bipolar Mania: Overall, discontinuations due to
adverse events were 5.7 % for SERCQUEL vs. 5.1% for placebo in monotherapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. Schizaphrenia: Overall, there was little differencs in the incidence of discontinuation
due to adverse events 4% for SEROCUEL vs. 3% for placebo) In a pool of controlled trials. However, discontinua-
tions due to somnalence and hypotension were considered to be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypatension 0.4% vs 0% for placebo. Adversa Events Occunring at an Incidence of

or Mors Among SEROQUEL Treated Patients in Short-Term, Placebo-G ials: T prescriber should
be aware that the figures in the tables and tabulations cannot be used to predict the incidance 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. Similary, the cited frequencies cannot be compared with figures obtained from other clinical inves-
tigations invalving different treatments, uses, and investigators. The cited figures, however, do provide the pre-
stribing physician with some basis for 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 schizophrenia (up to 6 wesks) and bipolar mania (up to 12 weeks) in 1% or more of patients treat-
e 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. Treatment-Emergent Adverse Experience incidence in
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3- o 12-Week Placebo-Controfled Clinical Trials? for the Treatment of Schizophrenia and Acute Bipolar Mania
%mnnutherapy&: Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cargiovascular:
achycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, Vnmitm%. Dysg)e sia, Gastroenterits,
Gamma Giutamyl, Transpeptidase Increased; Metshelic and Nutrtional: Weight Gain, SGPT increased, SGOT
Increased; Nervaus: Agilation, Somnolence, Dizziness, Anxiety, Resplratory: Pharyngitis, Rhinitis; Skin and
Appendages: Rash; Special Senses: Amblyopia ! Events for which the SEROQUEL incidence was equal to or fess
than placeba are nof listed in the table, but included the following: aceidental 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, tremar, and weight loss. In these studies, the mest commonly observed adverse events associated with
the use of SEROQUEL (incidence of 5% or greater) and observed af a rate on SEROQUEL at least twice that of
placebo were somnolerice (18%), dizzingss (11%), dry mouth (9%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia {5%). The following treatment-emergent adverse experiences occurred during
therapy SJD 10 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from
100 10 800 mo/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with
SERQQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience
ncidence in 3-Week Placebo-Controlled Clinical Trials! for the Treatment of Acute Bipolar Mania (Adjunct Therapy):
Body as 2 Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardlovascular: Postural Hypotension;
Digestive: Dry Mouth, Constipation; Metabalic and Mutritional: Weight Gain, Nervous: Somnolence, Dizziness,
Tremar, Agitation: Respiratory: Pharyngitis. 1 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 cate on SEROQUEL at least twice that of placebo were somnalence (34%), dry mouth
19%), asthenia {10%), constipation (10%), abdominal pain (7%), postural hypotension é?%y pharyngitis (6%),
and weight gain (6%). Explorations for interactions on the basis of gender, age, ang race did not reveal any chnically
meaningful differences in the adverse event occurrence on the basis of these demographic factors. Dose
ependency of Adverse Evnis n Short-Term, Placebo-Controlled Trials: Dose-rolatad Adverss Evenls:
Spontaneously elicited adverse event data from a study of schizophrenia cnmparin? five fixed doses of SERCQUEL
(75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day{ 1o 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 clinicaitrial of schiz-
ophrenia comparing five fixed doses of SERGOUEL (75, 150, 300, 600, 750 mn/daggrowded evidence for the lack
of treatment-emergent extrapyramidal symptoms gPSi and dose-relatedness for EPS associated with SEROQUEL
treatment. Three methods were used to measure cPS; (1[) Simpsan-Angus total score {mean change from base-
ling) which evaluates parkinsonism and akathisia, (2) incidence of s;anwneuus complaints of EPS {akatisia, aki-
nesia, cogwheel rgidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigiity, and tremor), and (3) use
of anticholinergic medications to treat emergent EPS. In six addtional Eiacebo-ccntmlled clinical trials trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences between the
SEROQUEL and placebo reatment dgmups in the incicence of EPS, as assessed by S\mnson-AnEus total scores,
spontaneous complaints of EPS and the use of concomitant antinholinergic medications to treat EPS. Viial SI&ns
and Lahoratory Studies: Vital Sign Changes: SEROQUEL s associated with orthostatic hypotension (see PRE-
CAUTIONS). Weight Gain: In schizophrenia trials the propartions of Eanems meetin? aweight gain criterion of >7%
of body weight were compared in a pool of four 3- to 8-week placebo-controlled cinical trial, reveling a statisti-
cally significantly greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania
monotherapy trals the proportions of patients meeting the same weight gain criterion were 21% compared to 7%
for placebo and in mania adjunct therap‘ trials the proportion of patients meeting the same waight criterien were
13% comfared 1o 4% for placebo. Laboratory Changes: An assessment of the premarketing experience for
SERDQUEL suggested that it is assoclated with asymptomatic increases in SGPT and increases in bath total cho-
Jesterol and triglycerides {see PRECAUTIONS). An assessment of hematological Barameters in short-term, placebo-
controlled trials revealed no clinically important differences between SEROQUEL and placebo. ECG Changas:
Between group comparisons for pooled placebo-ontrolied trials revealed no statistically significant
SEROQUEL/placebo diferences in the propartions of patients experiencing potentially impertant changes in ECG
parameters, including QT, QTc, and PR intervals. However, the proportions of patients meeting the criteria for tachy-
cardia were comgared in four 3- to 6-week placebo-controlied 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
monotheragé) 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 {Jlaoebo. In acute bipolar mania lad!una) trials the
proportions of patients meeting the same criteria was 0.6% {1/166) for SEROQUEL compared to 0% 8011 71) inci-
dence for placebo. SEROQUEL use was associated with 2 mean increase in hart rate, assessed by ECG, of 7 beats
per minute compared to a mean increase of 1 beat per minute amang placebo patients. This s\igm tendency to tachy-
cardia may be related to SEROQUEL'S potential for inducing orthostatic changes (see PRECAUTIONS). Other
Adverse Events Obsarved During the Pra-Markeling Evaluation of SEROQUEL: Foliowing is a list of COSTART
terms that reflect treatment-emergent adverse events as defined in the infroduction te the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at muttiple doses > 75 mg/day during any phase of a trial with-
in the premarketing database of approximately 2200 patients treated for shizephrenia. All reparted events are includ-
ed except those already listed in Table 1 or elsswhers in labeling, those events for which a drug cause was remote,
and those event terms which were so general as to be uninformative. It is important to emphasize that, aithough the
events reported occurred during treatment with SEROQUEL, they were nat necessarily caused by . Events are fur-
ther categorized by body system and listed in arder of decreasing fraquency according to the following definitions:
frequent adverse events are those accurring in at least 1/100 patients {only those not already listed in the tabulated
resLilts from placebo-controlled trials appear in this listing); infrequent adverse evants are those occurring in 1/100
t01/1000 patients; rare events are those occurring in fewer than 1/1000 patiants. Nervous System: Fraquent: hyper-
tonia, dysarthria; fnfrequant; abnormal dreams, gysk‘mesia, thinking abnormal, tardive dyskinesia, vertigo, involun-
tary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary retention,
incoordination, paranoid reaction, abnormal gait, mruclonus, delusions, manic reaction, apathy, ataxia, depersonal-
izaion, stupor, bruxism, catatonic reaction, hemiplegia; Rare: arhasia, hucgoglossal syndrome, choregathetosis,
delirium, emoticnal lability, eupharia, fibido decreased®, neuralgia, stuttering, subdural hematoma. Bady as a
Whole: Fraquent: flu syndrome; /nfrequent: neck pain, Eelvic gain*, suicide attempt, malaise, photosensitivity reac-
tion, chills, face edema, moniliasis; Rars: abdomen enlarged. Digestive System: Fi : anorexia, nt
increased saiivation, increased appetite, gamma glutamy transpeptidase increased, gingivitis, dysphagia, flatulence,
(astroenteriis, gastritis, hemorrhoids, stomatits, thirst, toath caries, fecal incontinence, gastroesophageal reflux,
qum hemarrhage, mouth ulceration, rectal hemarrhage, tongue edema; Rare; glossitis, hematemesis, intestinal
obstruction, mefena, pancreatitis. Cardiovassular System: Fraquent palpitation; infrequent: vasodilatation, (T
interval prolonged, migraing, bradycardia, cerebral ischemia, irtegular pulse, T wave abnormality, bunde branch
block, cerebrovascutar accident, deep thrombophiabitis, T wave inversion; Aare: angina pectoris, atrial fbrilation,
AV block first degree, congestive heart failure, ST elevated, thrombaphlebitis, T wave flattening, ST abnormality,
increased QRS duration. Respiratory Systsm: Frequent: pharyngitis, rhinitis, cough increased, dyspnea;
Infrequent: pneumonia, epistaxis, asthma; Rare: hiccup, hyperventilation. Matsboilc and Nulritional m:
Froquant: peripheral edema; Infrequent: weight loss, alkaline phosphatase increased, hyperiipernia, alcohol intoler-
ance, dehydration, hyperplycemia, creatinine increased, hypoglycamia; Rare: ghycosuria, gout, hand edema,
fypokalemia, water intoxication. Skin and Ap‘:unmss System: Frequenl: sweating; Infraquent: pruriis, acne,
ec7ema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer, Rare: extoliative dermatits, psoriasis, skin
discoloration. Urogenilal System: /nfraquent; dysmenarrhea”, vaginits®, urinary incontinence, metrorrhagia®,
impotence*, dysuria, vaginal moniiasis”, abnormal ejaculation*, cystts, urinary frequency, amenorthea*, female
lactation”, leukorrhea®, vaginal hemorrhage®, vulvovaginitis* orchiis*; Rare: gynecomastia”, nacturia, polyuria,
acute kidney failure. Speclal Senses: /nfrequent: conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perver-
sion, blepharitis, eye pain; Rare: abnormality of accommodation, daafness, glaucoma. Musculoskelotal System:
jent: pathological fracture, myasthenia, twitching, anhralgia, arthrits, log cramps, bong pain. Hemic and
Lymphatic Systam: Frequent leukopenia; infrequant: leukocytosis, anemia, ecchymosis, sosinophilia,
hypochromic anemiz; lymphadenopathy, Cyanosis; Rare: hemolysis, thrombocytopenia, Endocrine System:
Infrequent: R{fothymidlsm, diabetes melitus; Rare: hyperthyroidism. “adjusted for gender Post Marketing
; Adverse events reported since market introduction which were tsmparally elated to SEROUEL ther-
apy include: leukopenia/eutropenia. If 2 patient develops  low white cell count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutropenia include pre-existing low whits cell count and history of drug
induced leukopenia/neutropenia. Other adverse events reported since market introduction, which were temporally
related to SERGQUEL therapy, but not necessarily causall related, include the following: agranulocytosis, anaphy-
laxis, hyponatremia, thabdomyolysis, syndrome of inappropriate antiditretic hormone secretion (SIADH), and
Stewven Jatnson syndrome (S45).

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is nota contrailed substance. Physlcal
and Psychologlc depandence: SEROQUEL has not been systematically studied, in animals or humans, forits poten-
tial for abuse, tolerance or physical dependsnce. Whil the clinical trials did not reveal any tendency for any drug-
seeking behavior, these observations were not systematic and it is not possible to predict on the basis of this limit-
ed experience the extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed.
Consequently, patients should be evaluated careful\g for a history of dru abuse, and such patients should be
observed clossly for signs of misuse or abuse of SEROQUEL, e.q., development of talerance, increases in dose,
drug-seeking behavior

OVERDOSAGE: Human experiance: Experiance with SERCQUEL (quetiapine fumarate) in acute overdosage
was limited in the clinical trial database (6 reports) with estimated doses ran?inq from 1200 mg to 9600 mg and
no fatalities. (n genaral, reported signs and symptoms were those resulting from an exaggeraticn of the drug's
known pharmacological effects, i.e., drowsiness and sedation, tachycardia and hgpotensiun One case, invalving
an estimated overdose of 3600 mg, was associated with hypokalemia and first degree heart block. {n post-mar-
keting experience, there have been very rare reports of verdose of SEROQUEL alone resulting in death, coma or
Qe prolongation. Management of Qverdosage: In case of acuts ovardosage, establish and maintain an airway
and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if patisnt is uncanscious) and
administration of activated charcoal together with a taxative should be considarsd. The possibility of obtunda-
tion, seizure or dzstonic reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis. Cardiovascular monitoring should commence immediately and should include cantinuous elec-
rocardiographic monitoring to dtect possible arrhythmias. If antiarrhythmic therapy is administered, disopyra-
mide, procainamide and quinidine carry a theorstical hazard of additive QT-prolonging effects when administered
in patients with acute overdosage of SEROAUEL. Simlarly it is reasonable to expect that the aipha-adrenergic-
blocking properties of bretylium might be additive to those of quetiapine, resulting in problematic hypotensn)n
There is no spacific antidote to SEROQUEL. Theretore appropriate supportive measires should be insbiuted. The
possibillty of multipie drug involvement should be considered. Hypatension and circulatory collapse shouid be
reated with appropriate measures Such as intravenous fluids and/or sympathomimetic agents (epinephrine and
dopamine should not be used, since beta stimulation may worsen hypotension in the setting of quetiapine-
induced alpha hlockadeJ, in cases of severe extrapyramidal symptoms, anticholinergic medication should be
administered. Close medical supervision and monitoring should continue until the patient recavers.

SEROQUEL is a trademark of the AstraZeneca group of companies.
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- Effective so patients improve*:
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The safety and efficacy of SEROQUEL in pediatric patients have not been established.
Patients should be periodically reassessed to determine the need for continued treatment.

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

There have been reports of diabetes mellitus and hyperglycemia-related adverse events associated with the use of atypical
antipsychotics, including SEROQUEL.

The most common adverse events associated with the use of SEROQUEL were somnolence, dry mouth, dizziness,
constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

In bipolar mania trials, withdrawal rates due to adverse events were similar to placebo for SEROQUEL as monotherapy
(SEROQUEL 5.7%, placebo 5.1%) and adjunct therapy (SEROQUEL plus

lithium or divalproex 3.6%, lithium or divalproex alone 5.9%). ®
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<‘ To prevent medication errors, write “ SEROQUEL ” clearly : =

AstraZeneca® o your Rx pad. Spell “SEROQUEL” clearly over the phone. |:II‘ St'l ine tl‘ Eallll e Ilt
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