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 monatherapy or adjunct therapy to thium 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 has not been systematically evaluated in clinical trias. Therefore, the physician who elects to use
SEROQUEL for extended periods Should periodicaly re-gvaluate the long-term risks and benefits of the drug for
the individual patient. Schizophrenia: SEROBUEL s indicated for the treatment of schizaphrenia. The efficacy of
SEROQUEL in schizophrenia was established in short-term (6-week) controlled trials of schizophrenic inpatients.
The effectiveness of SEROGLEL 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-gvaluate the long-term usefulness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivty to this medica-
tion or any of its ingredients.

WARNINGS: Neurolsptic Malignant Sﬁndmmn (NMS}: A potentially fatal symptqn(: complex somelir'nes referred to
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in cardiac patients {see Orthostatic Hypotension). Infarmation for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypolension: Patients should be
advised of the risk of orthostatic hypatension, especially during the 3-5 day period of initia} dose fitraticn, and also
attimes of re-initiating treatment or increases in dose. interlerence 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 inital dos titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operating a motor vehicle (including
automabiles) or aperating hazardous machingry, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant o
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Conzomitant 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. Alcohol; Patients should be
advised to avoid consuming alcoholic beverages while taking SEROGUEL. Heat Expasure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Labaratory Tests: No spe-

as Neuroleptic Matignant Syndrome (NMS) has been reported in assaciation wi o Y
drugs, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
NMS are hyperpyrexia, muscle rigidity, attered mental status, and evidence of autonamic instability (irregular pulse
or biood pressure, tachycardia, diaphoresis, and cardiac dysrnythmia? Additional signs may include elevated crea-
ine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure, The diagnostic evaluation of patients
with tis syndrome is complicated. In arrving at 2 diagnosis, it is important to exclude cases where the clinical pre-
sentation Includes both Serious medical iliness (8., pneumonia, systemic infection, etc.) and yntreated or inade-
quately treated extrapyramidal signs and symptoms (EPS). Other imporant considerations in the differential diag-
nosis include central antichalinergic toxicity, heat stroke, drug fever and primary central nervous system (CN

pathology. The management of NMS should include: 1} immediate discontinuation of antipsychotic drugs and other
drugs not essentialto concurrent therapy; 2) intensive Symptomatic treatment and medical monfioring; and 3) treat-
ment of any concomtant 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 reintroguction of drug sherapy should be carefully considered. The
patient should be carefully monitored since recurrences of NMS have been reroned Tardiv Dyskinesia: A syn-
drome of potentially irreversible, invofuntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. Although the prevalence of the syndrome appears to be bighest amang the elderly, especially elderty
women, it is impossibie to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment,
which patients are fikely to devefop the syndrome. Whether antipsychotic drug products differ in their potential to
causs tardive dyskinesia is unknown. The fisk of developing tardive dyskinesia and the likelihood that it wil become
irreversible are believed to increase as the duration of treatment and the total cumlative dose of antipsychafic drugs
administered o the patient increase, However, the syndrome can develop, although much Jess commonly, after rel-
atively brigf treatment periods at low doses. Thre is no known treatment for established cases of tardive dyskinesia,
although the syndrome may remi, partialy or completely, it antipsychatic treatment is withdrawn. Antipsychotic
treatment, itseif, however, may suppress (or partialy 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 ina manner that  The

6 most likely to minimize the occurence of tardive dyskinesia. Chronic antipsychotic treatment should generally be
veserved for patients who appear to suffer from a chronic liness that (1) is known to respond to antipsychotic drugs,
and (2) for whom alternative, equally effective, but potentially less harmiul treatments are not available or appropri-
ae.ln s who do require chranic treatment, the smallest dose and the shortest duration of treatment produc-
ing a satistactory clinical respanse should be Sought. The need for continued treatment shouid be reassessed peri-
odically. f signs and symptoms of tardive dyskinesia appear in a patient on SERCQUEL, drug discontinuation should
be considered. However, Some patients may require treatment with SEROQUEL despite the presence of the syn-
drome. tycemia and Diabetes Mellltus: Hyperglycemia, in some cases extreme and associated with ketoaci-
Gosis or h{pemsmoiar coma or death, has been reported in patients treated with atypical antipsychatics, including
SEROQUEL. Assessment of the relationship hetween atypical antipsychatic use and glucose abnormalities is com-
plicatad by the passibility of an increased hackground risk of diabetes melfitus in patients with schizophrenia and
the increasing incidence of diabetes mefitus in the general population. Given these confounders, the relationship
between atypical antipsychotic use and hyperglycemia-related acverse events is not completely understood.
‘Howeves, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
‘events # patients treated with the atypical antipsychatics. Precise risk estimates for hyperglycemia-elated adverse
events in patients treated with atypical antipsychotics are not available. Patients with an established diagnosis of dia-
betes melitus whe are started on atypical anlxpsrchotics should be monitored reFularly for worsening of glucose
control. Patiens with isk factors fg;'giabms meltus {eg, abestty, famiy history of diabetes) who are starting treat-
af

ent with o uld underga fasting blaod glucase testing at the beginning of treatment and
‘periodicaly during treatmient, Any patient treated with atypical antipsychotics should be menitored for symptoms of
rglycémia iocluaing polydipsia, potyuria, polyphiagia, and weakness. Patients who develop symptoms of hyper-

MW treatment with atypical antipsychotics should undergo fasting blood glucose testing, In some cases,
hypengtycemia has resoived when the atypical antipSychotic was discontinued; however, some patients required
contimsation of anti-diabetic treatment despite discentinuation of the suspect drug.

PRECAUTIONS: Ganeral: Orthostatic Hypotension: SEROQUEL may induce orthostatic fypotension associated
with diziness, tachycasdia and, in some patients, syncape, especially during the initial dose-titration period, prob-
ably mm.&us o-adrenergic antagonist properties, Syncope was reported in 1% (23/2567) of the patients
‘treated with SEROQUEL, compared with 0% (0/607) on placebo and abatit 0.4% (2/527) on active contrel drugs,
SEROQUEL shoukd be used with particular caution in patients with known cardiovascular disease (history of
myocardial infarction of ischemic heart disease, heartfailure or conduction abnormalities), cerebrovascular disase
or conditions which would predispose patients to hypotension (dehydration, hiypovolemia and treatment with anti-
nypertensive medications). The risk of orthostatic hypotension and syncope may be minimized by limiting the ini-
il dose to 25 g bid. If hypotension occurs during tration to the target dose, a return to the previous dose in the
itration schedue 1S appropriate. Cataracts: The development of cataracts was observed in association with que-
freaiment Ia chronic dog studies (see Animai Toxicology in Prescribing Information). Lans changes have
%0 boan obsarved in patients during long-term SERQQUEL treatment, but a causat relationship to SERDQUEL
s has et beon established. Nevertheless, the possibility of lenticular changes cannot b exciuded at this
tima. Therpfore, sxamination of the lens by methods adequata 1o detect cataract formation, such as slit lamp
X 2 ather lnrmarlm sansitive methods, is recommended at initiation of treatment or shortly thereatter,
aud of § mook (nlrvals during chronic treatment, Selzures: During clinical tials, seizures occurred in 0.6%
{14/2792) of patiands treated with SEROQUEL compared to 0.2% (1/507J on placebo and 0.7% (4/527) an active
control drugs. As with other antipsychaties SEROQUEL should be used cautiously in patients with a history of
seizures or with conditions that potentially lower the seizure threshold, e.0., Alzheimer's dementia. Conditions that
lower the seizure threshokd may be more prevalent in 2 population of 65 years o older. Hypothyroidism: Clinical tri-
als with SEROQUEL demonstrated a dose-related decrease in total and free thyroxine (T4) of approximately 20% at
the higher end of the therapewtic dose range and was maximal in the first two to four weeks of treatment and main-
tained without adaptation or progression duving more chronic theran1y. Generally, these changes were of no Clinical
significance and TSH was unchanged in most patients, and levels of TBG were unchanged. [n nearly all cases, ces-
sation of SEROQUEL treatment was associated with a reversal of the effects on total anl free T4, iespective of the
duration of treatment. About 0.4% é12/2791) of SERDQUEL patients did experience TSH increases in monothera-
py studies. Six of the patients with TSH increases needed replacement thyroid treatment. In the mania adjunct stud-
185, where SEROGUEL was added to (tium or divalproate, 12% {24/196) of SEROQUEL treated patienis compared
10 7% (15/203) of placetro treated patients had elevated TSH levels. Of the SEROQUEL treated patients with elevat-
20 TSH levels, 3 had simutianeous low free T4 evels. Cholsterol and Triglyceride Elevations: In Schizophrenia ri-
als, SEROQUIEL-treated patients had increases from baseling in cholesterol and triglyceride of 11% and 17%,
respectively. compared o slight decreases for placsbo patients. These changes were anly weaky related to the
increases in weight observed in SEROQUEL-treated patients. Hyperprolactinemia: Afthough an elevation of pro-
lactin levels was not demonstrated in chnical trials with SEROQUEL, increased prolactin lgvels were observed in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (se¢
Garcinogenesis), Tissue cufture experiments indicate that approximately one-hird of human breast cancers are pro-
lactin dependent i vitro, a factor of potential importanc if the prescription of these drugs is contemplated in a
patient with previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco-
mastia, and impotence have been reported with prolactin-elevating compounds, the clinical significance of elevated
senum prolacti levels 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
humans; the available evidence is considered too limiteg to be conclusive at this time. Bleyations:
Asytoptomatic, ransient and reversible elevations in serum transaminases (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- 1o 6-week placebo-controlled trizls were approximately 6% for SEROQUEL
compared o 1% for placebo. In acute bipolar mania trials, the proportions of patients with transaminase elevations
of > 3 times the upper limits of the narmal reference range in 2 poal of 3- to 12-week placebo-controfled 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 retumed to pre-study levels with ongaing treatment with SEROQUEL.

ial nolence was & commonly r8ported adverse event reponed 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 acite bioo-
Jar mania trials using SEROQUEL as monotherapy, somnolence was reported in 16% of patients on SERGQUEL
compared to 4% of placebo patients. In acute bipolar mania trials using SEROQUEL as acjunct therapy, Somnolence
was reported in 34% of patients cn SEROQUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skills, patients should be cautioned about performing activities
requiring mental aleriness, such as opevating a motor vehicle (including avtomabiles} or aperating hazardous
machinery unti they are reasonably certain that SEROQUEL therapy does nat affect them advarsely. Priapism: One
case of priapism in 2 patient receiving SEROQUEL has been reported prior to market introduction. While a causal
elationship to use of SEROQUEL has not been established, ather drugs with alpha-adrenergic blocking effects have
been raported to induce priapism, and it is possible that SEROQUEL may share this capacity. Severe priapism may
require surgical intervention, Body Temperature Requlation: Although not reported with SEROQUEL, disruption
of the body's abilty 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 con-
fribiste to an elevation in core body temperature, €.q., exercising strenuausly, exposure to extreme heat, receiv-
ing concomitant medication with anticholinergic actvty, or ject to i ja: Esaphagea
gdysmatlity and aspiration have been assaciated with antipsychotic drug use. Aspiration preumania is a comman
cause of morbigity and mortaity in elderty patients, in particular those with advanced Alzheimer's dementia
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration preumonla.
Suicide; The possibility of a suicide attempt is inherent in bipolar disorder and schizo?nrenia: Clase supervision of
iigh risk patients should accompany drug therapy. Prescriptions for SEROQUEL should be written for the Smallest
‘quantity of tablets cansistent with good patient mana%emem in order to reduce the risk of overdose. Use in Patiens
with Concomitant Iliness: Clinical experience with SEROQUEL in patients with certain concomitant systemic ifl-
nesses is fimited. SEROQUEL has niot been evaluated or used to any appreciable extent in patients with a recent his-
tory of myacardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
heting clinical studies. Bacause of the risk of orthostatic hypotension with SEROQUEL, caution sheld be observed

i

cific faboratory 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 SEROGUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROQUEL patentiated the
cognitive and mtor effects of alcohol in a clinical tria 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 ma% antagonize the effects of levodopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Pheuytaln: Coadministration of quetiapine (250 mg
tid) and phenytoin (100 mg tid) increased the mean oral clearance of quetiaping by 5-fold. Increased doses of
SEROQUEL may be required to maintain control of symptoms of schizophrenia in pafients recetving quetiapine and
phenytain, or other hepatic enzyme inducers (6., carbamazepine, barbiturates, rifampin, glucocorticoids). Caution
should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.., 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 ahsorption or mean oral clearance.
Thioridazine: Thioridazine (200 mg bid) ncreased the oral clearance of quetiapine (300 mg bid} by 65%.
Cimetidine: Administration of multiple daily doses of cimetiding {400 mg tid for 4 days) resutted ina 20% decrease
in the mean oral clearance of quetiapine (150 my tid). Dosage adjustment for quetiapine is not required when itis
given with cimetidine, PAS0 3A Inhibitors: ini 200 mg once daily for 4 days), a potent
inhibitor of cytochrome P450 34, recuced oral Clearance of quetiapine bz 84%, resultingina 335% increase n 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, fluconazole, and erythramycin). Fluoxetine,
Imipramine, Haloperidal, and Risperidone: Coadministration of fluoxetine %Sﬁ mg once daily); imipramine {75 mg
bid), haloperidol (7.5 my bid), or risperidone (3 mg bid) with quetiaping (300 mg bid) did not atter the steady-state
pharmacokinetics of quetiapine. Effect of Quetiapine on Other Drugs: Lorazepam: The mean oral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiaping administered as 250 mg tid dos-
ing. Divalproex: The mean maximum cancentration and extent of absorption of total and free valproic acid at steady
state wera decreased by 10 to 12% when divalprex (500 mg bid) was administered with quetiapine {150 mg bid).
h s f total valproic acid (administered as divalproex 500 mg bid) was increased by 11% inthe
presence of quetiapine {150 mg bid). The changes were not significant. Lithium: Concomitant adminisiration of que-
tiapine (250 mg tid) with lithium had no effect on any of the steady-state pharmacokinetic parameters of lithium.
Antipyrine: Administration of muttple dally doses up 1o 750 mg/day {on 2 tig scheduls) of quetiaping 1o subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery
of antipyring metabolites. These results indicate that quetiapine does ot significantly induce hepatic enzymes
responsibie for cytochrome P450 mediated metabolism of antipyrine. Cartinogenesis, Mutagenesis, (mpairment
of Fertility: Carclnogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiaping was
administered in the dist to mice at doses of 20, 75, 250, and 750 mg/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, 1.5, and 4.5 times the maximum human dose
800 mg/day} on a mg/m2 basis (mice) or 0.3, 0.9, and 3.0 times the maximum human dose on a mo/m? basis
(rats;. There were statistically significant increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mgAkg or 1.5 and 4.5 times the maximurm human dose on a mg/m? basis and in male rais at a dosg of 250
mg/kg or 3.0 times the maximum human dose on a mg/m basls. Mammary gland adenocarcinomas were statisti-
cally significantly increased in female rats at all doses tested (25, 75, and 250 mgvkg or 0.3, 0.9, and 3.0 times the
maximym recommended human dose on a mg/m2 basis). Thyroid follicular cell adenomas may have resulted from
chranic stimulation of the thyroid gland by thyroid stimulating hormane {TSH) resutting from enhanced metabolism
and clearance of thyroxine by rodent fiver. Changes in TSH, thyroxine, and thyraxine clearance consistent with this
mechanism were observed in subchronic toxicty studies in rat and mouse and in a 1-year toxicity study In rat; how-
ever, the results of these studies were nat definitive. The re of the increases in thyroid follicular cel
mas to human risk, through whatever mechanism, is unknown. Antipsychoic drugs have been shown to chronically
elevate profactin levels in rodents. Serum measurements in a 1-yr toxicity study showed that quetiaping increased
median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respactively, Increases in
mammary neaptasriis have been found in rodents after chronic administration of ather 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 is unknown (see Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis:
‘The mutagenic potential of quetiapine was tested in Six in vitro bacterial gene mutation assays and in an in vitro
mammalian gene mutation assay in Chinese Hamster Ovary cells. Rowever, sufficiently high cancentrations of que-
fiapine may not have been used for al tester strains. Qutiapine did produce a reproducible increase in mutations in
one Saimonefta typhimuriam tester strain in the presence of metabolic activation. No evidence of clastogenic poten-
Yl was obtained in an i vitro chromosomal aberration assay in cultured human lymphocytes o in the in vivo
micronucleus assay in rats. Impairment of Fertilty: Quefiapine decreased mating and fertiity in male Sprague-
Dawley 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.
Drug-related effects inluded increases in interval to mate and in the number of matings required for successful
impregnation. These effects continued to be ohserved at 150 kg even after a two-week period without treatment.
The no-effect dose for impaired mating and fertitity in male rats was 25 mg/kg, or 0.3 times the maximunt fruman
dose on a mg/m? basis. Quetiaping adversely affected mating and fertilty in female Sprague-Dawley rats at an oral
dose of 50 mgkg, or 0.6 times the maximum human dose on amg/m? basis, Drug-related effects included decreas-
&S 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/k, or 0.1 and 0.6 times the maximum human dose on a
mi/m? basis. The no-gffect dose in female rats was 1 mg/kg, or 0.01 times the maximum human dase on a mg/m?
basis. Pregnancy: Pragnancy Category C: The teratogenic ootential of qustiaping was studied in Wistar rats and
Butch Befted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in
afs at doses 0f 25 to 200 mg/ky or 0.3 to 24 tmes the maximum humar dose on a mg/m? tiasis or i rabbis at
250100 mgrkg or 0.6 to 2.4 times the maximum human dose on a my/m? basis. There was, however, evidence of
embryoffetal 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 maxmum human dose on a my/m? basis) and in rabbits at 50 and 100 m/kg (1.2 and 24
times the maximum hyman dose on @ mg/m? basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg
and rabbit fetuses at 100 mykg {24 times the maximum human dose on a mg/m? basis for both species). There
was an increased incidence of a minor soft tissue anomaly {carpalfarsal flexure) in rabbit fetuses at a dose
of 100 mg/kg (2.4 times the maximum human dose on a mg/m? basis). Evidence of materal toxicly (1., decreases
in body weight gain and/or death} was observed at the high dose in the rat study and af afl doses in the rabbit study.
n a perifpostnatal 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? hasis. However, in a preliminary peri/postna-
tal study, there were ingreases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 fimes
the maximum human dose on a mg/m2 basis. There are no adequate and well-controlled studies in pregnant women
and quetiapine should be used during pregnancy only ifthe potential benefit justiies the potential risk to the fetus.
Labor and Delivery: The effect of SEROQUEL on Iabor and delivery in humans is unknown. Nursing Mothers:
SEROQUEL was excreted in mitk of treated animals during lactation. It is not known if SEROQUEL is excreted in
fuman milk, £ is recommended that women receiving SEROQUEL should not breast feed. Pediatric Use: The safe-
ty and effectiveness of SERGQUEL in pediatric patients ave not been established. Gerlatrie Use: Of the approxi-
mately 3400 patients in clinical studies with SERCQUEL, 7% (232) were 65 years of age or over. In general, there
was no indication of any different tolerabilty of SEROQUEL in the elderly compared to younger adults. Nevertheless,
the presence of factars that might decrease pharmacokinetic clearance, increase the pharmacedynamic response to
SEROQUEL, or cause paorer tolerance or orthostasis, shoutd lead ta consideration of a lawer starting dose, slower
fitration, and carefu! monitoring during the initial dosing period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderty patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database inchudes 405 patients expesed to SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 patients and/or norma subjects exposed to 1 or
mare doses of SEROQUEL for the treatment of schizephrenia. OF these approximately 3000 subjects, approximate-
y 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in multiple dose
effectiveness trials, and their experence corresponded to approximately 814.3 patient-years. The conditions and
duration of treatment with SERGOUEL varied qreatly and included (in overiapping categories) open-label and dou-
ble-blind phases of studies, inpatients and outpatients, fixed-dose and dose-ttration studies, and short-tem or
longer-term exposure. Adverse reactions were assessed by collecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and results of aphthaimologic examinations. Adverse events
during expasure were obtained by general inquiry and recorded by clinical investigators using terminology of their
own choosing. Consequently, it is niot possible fo provide a meaningful estimate of the proportion of individuals
experiencing adverse events without first grouping similar types of events into a smalier number of standardized
event categories. i the tables and tabulations that follow, standard COSTART terminelogy has been used to classi-
fy reported adverse events. The stated frequencies of adverss events represent the propartion of individuals who
experienced, at least ance, a treatment-emergent adverse event of the type listed. An event was considered freat-
ment emesgent if it occurred for the first time or worsenied while recetving therapy following baseline evaluation.
Adversa Findings Obsarved in Short-Term, Controlled Trials: Adverse Events Associated with Discontinuation of
Treatment In Short-Term, Placeho-Controlled Trials: Acule Bipolar Mania: Overall, discontinuations due to
adverse events 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: Overal, there was lite difference in the incidence of discontinuation
due to adverse events 4% for SEROQUEL vs. 3% for placebo) in a pool of controlled trials. However, discontinua-
tions due to somnofence 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. Adverss Events at an Ineidgnee of
1% or More Amang SEROQUEL Treated Patients in Short-Term, Placebo-Cantralled Trials: The prescriber should
e 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 linical inves-
tigations involving different treatments, uses, and investigators. The cited figures, however, do provide the pre-
scribing 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 tremantfmer?em adverse experiences occurred during
acute meragy of schizaphrenia (up ta 6 weeks) and bipolar mamia {up o 12 waeks} in 1% or mare of patients treat-
ed with SEROQUEL (doses ranging from 75 to 800 mey/day) where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experfence incidence in
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3- to 12-Week Placebo-Controlled Clinical Trials! for the Treatment of Scmmghtenia and Acute Bipolar Mania
%monomer_apyg: Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cardiovascular:
achycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, Vomiting, Dysgegsia, Gastroenteritis,
Gamima Glutamyl, Transpeptidase increased; Metabolic and Nulrtiional: Weight Gain, SGPT Ingreased, SGOT
Increased; Nervous: Agitation, Somnolence, Dizziness, Amxiety; ﬂaxplmog: Pharyngitis, Rhinitis, Skin and
Appendages: Rash; Spacial Senses: Ambiyopia ' Events for which the SEROQUEL incidence was equal to or less
than placebo are not fisted in the table, but included the foflowing: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension, hypertonia, hypotension,
increased appefite, infection, insomnia, leukopenia, malaise, nausea, nervousnass, paresthesia, peripheral edema,
sweating, iremor, and weight foss. n these studies, the most commaonly observed adverse events associated with
the use of SEROQUEL (incidence of 5% or greater) and chserved at a rate on SEROQUEL at least twice that of
placeho were somnalence (18%), dizziness {11%), dry mouth (%), consigation (8%), SGPT increased (%),
weight gain (5%}, and dyspepsia (5%). The following treatment-emergent adverse experiences occurred during
therapy (up to 3-weeks) of acute mania in 5% or mare of patients treated with SEROQUEL {doses ranging from
100 to 800 mg/day) used as adjunct therapy to ithium and divalaroex where the incidence in patients treated with
SEROQUEL was greater than the incidence in placebo-treated patients, Treatment-Emergent Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinical Trials" for the Treatment of Acute Bipolar Mania {Adjunct Therapy):
Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular. Postural Hypoteasion;
Digestive: Dry Mouth, Constipation, Metabolic and Nutritional: Weight Gain; Nervous: Somnoiencs, Dizziness,
Tremor, Agtation; Resiratory: 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, diarea, insomnia, and nausea. In these
studies, the most commaonly cbserved 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 %m% , constipation (10%), abdominal pain (7%), postural hypotension (7%}, pharyngtis (6%),
and weight gain (6%). Explorations for interactions on the basis of gender, age, and race did not reveal any clinically
meaningful differences in the adverse event occurrence on tha basis of these demographic factors, Dese
Dependency of Adverse Events in Short-Term, Placebo-Controlled Trials: Dose-related Adverss Events:
Spontaneously elicited adverse event data from a study of schizophrenia comparing five fixed doses of SEROQUEL
(75 mg, 150 mg, 300 mg, 00 mg, and 750 mg/day) to placebo were explored for dose-relatedness of adverse
events. Logistic regression analyses revealed a positive dose response %adlUS) for the following adverse events:
dyspepsia, abdominal pain, and weight gain, Exirapyramidal Symptoms: Data from ane 6-week clinicaltial of Schiz-
ophrenia comparing five fixed doses of SEROQUEL (75, 150, 300, 800, 750 mg/da@provxded evidence for the lack
of treatment-emergent extrapyramidal syrnplnms%E S) and dose-relatedness for EPS associated with SEROQUEL
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 Spontaneots complaints of EPS (akathisia, aki-
nesia, cogwhee! rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and tremor), and (3) use
of anticholinergic medications to reat emergent EPS. In six addiional placebo-controled clinical trials trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences between the
SERDQUEL and placebio treatment ‘?mups 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. Yital Signs
and Lahoratory Studies: Vital Sign Changes: SEROQUEL is assaciated with orthostatic hypatension {see PRE-
CAUTIONS). Waight Gain: I schizophrenia tials the proportions of patients mee\inf awelght gain criterion of >7%
of body weight were compared in a pool of four 3- 1o 6-week placebo-controlled clinical Irials, revealing a statisti-
cally significantly greater incidence of weight gain for SEROQUEL {23%) compared to placebo (6%). In mania
manotherapy trials the propartions 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. Lahoratory Changes: An assessment of the premarketing experience for
SEROQUEL suggested that t is associated with asymptomatic increases in SGPT and increases in bath total cho-
lesterol and triglycerides (se¢ PRECAUTIONS). An assessment of hematalogical parameters in short-term, placebo-
controlled trials revealed no clinically important differences between SEROQUEL and placebo. ECG Changes:
Between group comparisons for pooled placebo-controlled trials revealed no statistically significant
SERGQUEL/placebo differences in the proportions of patients experiencing potentially important changes in ECG
parameters, including QT, QTc, and PR intervals, However, the propartions of patients mesting the criteria for tachy-
cardia were compared in four 3- to B-week placebo-controlled clinical trials for the treatment of schizaphrenia
cevedling 2 1% gi/agg) incidence for SEROGUEL compared to 0.6% (1/156) incidence for placebo. In acute
mcnmherapg) ipolar mania trials the proportions of patients mesting the criteria for tachycardia was 0.5%
1/192) for SEROGUEL compared to 0% (0/478) incidence for placebo. In acute bipolar mania (adjunct) tials the
proportions of Eahems meeting the same criteria was 0.6% (1/166) for SEROQUEL compared 10 0% éa/m) nck-
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 nght tendency to tachy-
cardia may be related to SEROQUEL'S potential for inducing orthostatic changes (see PRECAUTIONS). Other
Adverse Events Obssrved During the Pre-Marketing Evaluation of SEROQUEL: 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 SEROQUEL at multiple doses > 75 mpyday during any phase of a trial with-
inthe premarketing database of approximately 2200 patients treated for shizophrena. All reported events are includ-
ad except those already fsted in Table 1 or elsewhere in labeling, those events for which & drug cause was remote,
and those event terms which were o general as to be uninformative. It is important to emphasize that, afthough the
events reported occurred during treatment with SEROQUEL, they were not necessarily caused h{ it. Events are fur-
ther categorized by body system and listed in order of decreasing frequency accarding to the foliowing definitions:
frequent adverse events are those occurring in at least 1/100 patients {only those not already listed in the tabulated
results from placebo-controlled trials apear in this listing}; infrequent adverse events are thase ogcurring in 1/100
10 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients. Nervous System: Frequent:| hyrer-
tonia, dysarthria; infrequent: abnarmal dreams, dyskinesia, thinking abnormal,tardive dyskinesia, vertigo, involun-
tary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesta, libido increased*, urinarg tetention,
incoordination, paranoid reactien, abnormal gait, myaclonus, deusions, manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxjsm, catatonic reaction, hemiplegia; Rare: aphasia, buccoglossal syndrome, chorecathetosis,
delirium, emational labilty, euphoria, hido decreased”, neuralgia, stuttering, subdurai hematoma, Body as &
Whole: Froquant: flu syndrome; fnfrequaat; neck pain, pelvic pain*, Suicide attempt, malaise, photosensitivly reac-
tion, chills, face edema, moniliasis; Rare; abdomen enlarged. Digesiive System: Fraquent: anorexia; nfraquent:
increased salivation, increased appetie, gamma glutamy ranspepidase increased, gingivits, Gysphapia, fiatulence,
gastroentertis, gastritis, hemaorrhoids, stomatits, thirst, tooth caries, fecal incontinence, gastroesaphageal reflu,
gum hemorthage, mouth ulceration, rectal hemorrhage, tongue edema; Rare: glossitis, hematemesis, intestinal
abstruction, melena, pancretits. Cardiovascuiar System: Fraquent: palpitation; Infrequent: vasodilatation, QT
intesval prolonged, migraine, bradycasda, cesebral ischemia, irregular pulse, T wave abnormality, bundle branch
block, cerebrovascular accident, degp thrombaphiebitis, T wave inversion; : angina pectoris, atrial fibrillation,
AV block first degree, congestive heart failure, ST elevated, thrombophiet wave flattening, ST abnormality,
increased QRS duration. Respiratory System: Frequant: pharyn?ltis, rhinitis, cough increased, dyspnea;
Infrequent: pneumonia, epistaxis, asthma; Rare: hiccup, hyperventilation. Metabolic and Nutritlonal
Froquent; perigheral edema; fnfraguent weight loss, alkaling phosphatase increased, hyperlipemia, alcohol intoler-
ance, dehydration, hypergiycemia, creatining increased, hypoglycemia; Rare: glycosuria, gout, hand edema,
hypokalemia, water intoxication. Skin and Appendages System: Fraqusnt: sweating; Infrequent: pruritis, acne,
eczema, contac) dermatitis, maculopapular rash, seborrhea, skin uicer, Rare: exfoliative dermatitis, psoriasis, skin
discoloration, Urogenital System: fnfrequent: dysmenorrhea®, vaginitis*, urinary incontinence, metrorrhagia”,
impotence”, dysuria, vaginal moniliasis*, abnormal eiaculation”, cystitis, urinary frequency, amenarrhea®, female
lactation”, leukorrhea*, vaginal hemorrhage*, vuivovaginitis® orchitis*; Aare: gynecomastia®, nocturia, polyuria,
acute kidney failure. Special Senses: /irfrequent: conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perver-
sion, blepharitis, eye pain; Rare: abnormality of accommodation, deafness, glaucoma. Musculoskeletal System:
Infrequent: pathological fracture, myasthenia, twitching, anhralgia, arthritis, leg cramps, bone pain. Hemic and
Lymphatic System: Frequent: leukopenia; Infraquent: leukocytosis, anemia, ecchymosis, eosinophilia,
hypochromic anemia; lymphadenopathy, cyanosis; Rars: hemolysis, thrombocylopenia. Endocrine Sysem:
Infrequent: hypothyroidism, dizbetes melitus; Rare: hyperthyroidism. *adjusted for gender Post Marketing
Experisnce: Adverse events reported since market introduction which were temporally refated to SEROQUEL ther-
apy include: lsukopenia/neutropenia. If & patient develops a low white cell count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutropenia include pre-existing fow white cell count and history of drug
induced leukopenianeutropania. ther adverse events reported since market infroduction, which were temporally
velated to SEROQUEL therapy, but not necessarily causally related, include the following: agranulocytosis, anaghy-
laxis, [ is, syndrome of i antidluretic hormane secretion (SIADH), and
Steven Johnson syndrome {SJS).

DRUG ABUSE AND DEPENDENCE: Controlied Substance Class: SEROQUEL is not a controlled substance. Physlcal
and Psychologiz dependence: SEROQUEL has not been systematically studied, in animals or humans, for its poten-
tial for abus, tolerance or physical dependence. Whil the clinical trials did not reveal any tendency for any drug-
segking behavior, these observations were not systematic and it is not possibie to predict on the basis of this fimit-
ed experience the extent to which a CNS-active drug will be misused, diverted, and/or abused ance marketed.
Consequently, patients should be evaluated nareluwg for a histery of drug abuse, and such patients should be
abserved closely for signs of misuse or abuse of SEROQUEL, e.g., development of tolerance, increases in dose,
drug-seeking behavior.

OVERDOSAGE: Human experience: Experience withh SEROQUEL (uetiapine fumarate) in acute overdosage
was limited in the clinical trial database (6 reports} with estimated doses ranging from 1200 mg to 9600 mg and
no fatalities. In general, reported signs and symptoms were those resulting from an exaggeration of the drug's
known pharmacological effects, 1.¢., drowsiness and sedation, tachycardia and hypotension. One case, invalving
an estimated overdose of 9600 mg, was associated with hypokalemia and first dsgree heart block. In post-mar-
keting experience, there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or
Qe protongation. Management of Overdasage: In case of acute cverdosage, establish and maintain an airway
and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, f patient is unconscious) and
administration of activated charcoal fogether with a laxative should be considered. The possibility of obtunda-
tion, seizurs or déstnnin reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis. Gardiovascular monitoring should commence immediately and should include continuous elec-
trocardiographic monitoring to detect possible arrhythmias. If antiarrhythic therapy is administered, disopyra-
mide, procainamide and quinidine carry a theorefical hazard of additive QT-prolonging effects when administered
in patients with acute overdosage of SEROQUEL. Simitarly it is reasonable to expect that the alpha-acrenergic-
blocking propertigs of bretylium mlghl be additive to those of quetiapine, resulting in problematic hypotension.
There is no specifc antidote to SEROQUEL. Therefors appropriate Supportive measures should be instituted, The
possitility of mutiple drug involvement should be considered. Hypotension and circulatory collapse shouid be
{reated with appropriate measures Such as infravenous fluids and/or sympathomimetic agents (spinephrine and
dopamine should not be used, since beta stimulation may worsen hypatension in the sstting of quetiapine-
induced alpha blockade). In cases of severs extrapyramidal symptoms, anticholinergic medication should be
administered. 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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- Effective so patients improve*:
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so patients can stay
on treatment'**

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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