BRIEF SUMMARY of PRESCRIBING INFORMATION

INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
episades associated with bipoiar { diserder, 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 has not been systematicaly evaluated in clinical trials. Therefore, the physician who elects to use
SEROQUEL for extended periods should genod‘cal Iy re-evaluate the long-term risks and benefits of the drug for
the individual patient. Schizophrenia: SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizaphrenia was estabiished in short-term (6-week) controfled triais of schizophrenic inpatients.
The effectiveness of SEROQUEL in long-term use, that is, for more than 6 weeks, has not been systematically
evaluated in cantrolled 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: SERGQUEL is contraindicated in individuals with a known fiypersensitivity to this medica-
tion or any of its ingredients.

WARNINGS: Neurofeptic Malignant Syndrome (NMS): A potentially fatal sympiom complex somenr'nes referred to
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in cardiac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SERGQUEL. Orihostatic Hypotension: Patients should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day period of inftial dose titration, and also
at times of re-inifiating treatment or increases in dose. Interference with Cognitive and Motor Performance: Since
somnalence 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 inttial dose titrafion. Patients should be
cautioned about performing any activity requiring mental alertness, such as operating a motor vehicle (including
automobiles) or operating hazardous machinery, until they are reasonably certain that SEROGUEL therapy does not
affect them adversely. Pregnancy: Patients shouid be advised to notify their physician if they become pregnant or
intend ta become pregnant during therapy. Nursing: Patients should be advised not to breast feed f they are taking
SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or pian to take, any prescription or over-the-counter drugs. Alcohol: Patients should be
advised to avoid consuming alcoholic beverages while taking SEROQUEL. Heat Expasure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydraticn. Laboratory Tests: No spe-
testsare Drug lateractions: The risks of using SEROQUEL in combination with other

s Neuroleptic Mah% nant Syndrome (NMS) has been reported in association with administration
uru s, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
are hyperpyrexia, musche rigidity, aftered mental status, and evidence of autonomic instability (irregular pulse
ov blaod pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated crea-
tine phasphakinase, myoglobinuria (habdomyalysis) and acute renal failure. The diagnostic evaluation of patients
with this syndrome is complicated. In arriving at a diagnosis. it is important to exclude cases where the clinica pre-
sentation includes both serious medical iness (e.g.. Eneumoma, systemic infection, efc.) and untreated or inade-
Quately treated extrapyramidal signs and symptoms (EPS). Cther important considerations i the difierentia diag-
nosis include central anticholinergic 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 ather
drugs not essential ta cancurrent therapy; 2) intensive freatment and and 3) treat-

drugs have not been extensively evaluated in Systematic studies. Given the primary CNS effects of SEROQUEL, cau-
tion shoukd be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcahol in a clinical trial in Subjects with selected psychotic disorders, and aicoholic
beverages should be avoided while taking SEROQUEL. Because of its potential for inducing hypotensian, SEROQUEL
may enhance the effects of certain antitypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Effect of Other Drugs on Guetiapine: Phenytoin: Coadministration of quetiaping (250 mg
1) and Ehenytom {100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of

SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.q., carbamazepine, barbiturates, rfampin, glucocortcaids). Caution
should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.9., valproate). Divalproex:

‘ment of any concomitant serious medical probiems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires antipsychotic drug
treatment after recovery from NMS, the potential reintroduction of drug therapy shoutd be carefully considered. The
patient shoukd be carefully monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of potentialy ireversiole, involuntary, dyskineic movements may develop in patients treated with antipsy-
chotic drugs. Atthough the prevalence of the Syndrome appears to be highest among the elderty, especially elderty
women, itis impossibie 1o fely upon prevalence estimates to predict, af the inception of antipsychotic reatment,
which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia is unknown. The fisk of developing tardive dyskinesia and the likelihood that it will become
irreversibie are believed to increase as the duration oftreatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, athough much less commonly, after rel-
atively brief treatment periods at low doses. There is ng known treatment for established cases of tardive dyskinesia,
afthough the syndrome may remit, partially or completely, it antipsychaic treatment is vmhdrawn Antipsychofic
reatment, tself, however, may Supprass {or pamally aupwm. the signs and symp there-
by may possibly mask the underlyln% pracess. The effect that symptomatic suppression has upon the long-term
course of the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a manner that
is most ikely to minimize the occurrence of tardive dyskinesia, Chronic antipsychotic reatment should generally be
reserved for patients who appear to sutfer from a chronic iliness that (1) is known to respand to antipsychofic drugs,
and (2) for whom alemative, equally effective, but potentially less harmful treatments are not available o apprapri-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc-
0‘? a satisfactory clinical response should be saught, The need for confinued treatment should be reassessed peri-
ically. if signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
e considered. However, some patients may require treatment with SEROQUEL despite the presence of the syn-
drome. Hyperglycamia and Diabetes Mellitus: Hyperglycemia, in Some cases extreme and associated with ketoaci-

dosis or hyperosmolar coma or death, has been reported i patiens treated with atypical antipsychotics, including ~ and 2

SEROQUEL. Assessment of the relationship between atypical antipsychotic use and glucose abnormalties is com-
plcated by the possibilty of an increased background risk of diabefes meltus in patients with schizophrenia and
the increasing incklence of diabetes melitus in the general population. Given these confounders, the relationship
between atypical antipsychatic use and hyperglycemia-related adverse events is not completely understood.
However, epidemioiogical studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse
events in patients treated with atypical antipsychotics are not available. Patients with an established diagnosis of dia-
betes mellitus who are started on atypical antipsychotics should be monitored regularty for worsening of giucose
cantrol. Patients with risk factors for diabetes mellitus (eg, obesfty, family history of diabetes) wha are starting treat-
ment with atypical antipsychotics should underg fasting blood glucose testing at the beginning of treaiment and
penodlcally during treatment. Any patient treated with atypw antipsychotics should be monitored for symptoms of
glycemia including polydipsia, polyuria, polyphagia, and weakness. Patients wha develop symptoms of hyper-
mm during treatment with atypical antipsychotics should underge fasting blood glucose testing. In some cases,
hyperglycemia has resalved when the atypical antipsychotic was discontinued; however, some patients requireg
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: General: Orthostatic Hypolension: SEROQUEL may induce orthostatic hypatension associated
wvth dizziness, tachycardia and, in some patients, syncape, especially during the initial dose-titration period, prob-
abl reﬂecnnsv its or,-adrenergic antagonist praperties. Syncope was reported in 1% (23/2567) of the patients
treated with SEROQUEL, compared with 0% (04607) on placebo and atiout 0.4% (2/527) on active controf drugs.
SEROQUEL shauld be used with particular caution in patients with known cardiovascular disease (history of
myocardial infarction or ischemic heart disease, heart failure or conduction abnormalties), cerebrovascular disease
or conditions which would predispose patients to hypotension (dehydration, fypovolemia and treatment with anti-
hypertensive medications). The risk of orthostatic hypotension and Syncope may be minimized by fimiting the ini-
tial dose to 25 mg bid. If hypotension occurs dunnﬂ itration to the target dose,  retum to the previous dose in the
titration schedule i appropriate. Cataracts: The ment of 1cts was obsarved i in association with que-
tiapine ireatmi
also besn obsarved in patients durl
usa has not been esta mrﬂnlm the possibility of |onticular changes cannot be excluded at this
Hm Therstors, axamination ol the lens By methods adequate et formation, uch as siit tamp
of other mmvo methods, is rmmmmlod 4l inftiation of treatment or shartly thereafer,

lnl a 6 modth inty w:g ic treatmant. Seizures: During clinical trials, seizures occurred in 0.6%
(18/2792) of panents tveated SERUDUEL compared to 0.2% {1/607) on placebo and 0.7% (4/527) on active
cantrol drugs. As with othier antipsychotics SERGQUEL should be used cautiously in patients with a history of
seizures of with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that
lower the seizure threshold may be more prevalent in a population of 85 years or oider. Hypothyroidism: Clinical tr-
als with SEROQUEL demonstrated a dose-related decrease in total and free thyroxine (T4) of approximately 20% at
lhe hlaher end of the therapeutic dose range and was maximal in the first two to four weeks of treatment and main-

ined without a n or progression during more chronic therapy. Generally, these changes were of no clinical
smnmcanoe and TSH was unchanged in most patients, and levels of TBG were unchanged. In nearty all cases, ces-
sation of SERDOUEL reatment was associated with a reversal of the effects on total and free T4, imespective afthe

ﬂuramn of treatment. About 04% 92/2791) of SERUOUEL patients did experience TSH increases in monathera-
studies. Six of the patients with TSK increases needed replacement thyroid treatment. In the mania adjunct stud-
|es where SEROQUEL was added to lithium or divalproate, 12% (24/196) of SEROQUEL treated patients compared
to 7% (15/209) of placebo treated patients had elevated TSH levels. Of the SERCQUEL treated patients with elevat-
ed TSH levels, 3 had simultanecus (ow free T4 leveds. Chotesterol and Trigiycaride Eievations: In schizophrenia tri-
als, SEROQUEL-treated patients had increases from baseline in cholesterol and trigtyceride of 11% and 17%,
respectively, compared to Sight decreases for placebo patients, These changes were only weakly related to the
increases in weight observed in SEROQUEL-treated patients. mmlacﬂnlmla Although an elevation of pro-
{actin Jevels was not demanstrated in clinical trials with SEROGUEL, increased prolactin levels were observed in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue cuture experiments indicate that approximately one-third of human breast cancers are gro-
factin dependent in vitrg, a factor of potential importance if the prescription of these drugs is cntemplated in a
patient with previously detected breast cancer. Although disturbances such as galactorthea, amenorrhes, gynecc-
mastia, and impotence have been reported with prolactin-elevating compounds, the clinical significance of elevated
‘serum prolactin levels is unknown for most patients. Neither clinical studies nor epidemiologic Studies candu
to date have shown an association between chronic administration of this class of drugs and tumorigenesis in
humans; the available evidence is considered too imited 10 be conclusive at this time. Transaminase Elevations:
mptomatic, transient and reversible elevations in serum transaminases (primarity ALT) have been reported. in
schizaphrenia trias, the proportions of patients wilh transaminase elevations of > 3 times the upper fimis of the
normal reference range in a pool of 3- to 6-week placebo-controled triaks were approximately 6% for SEROQUEL
compared to 1% for placebo. In acute bipolar mania trials, the propartians of patients with transaminase elevations
of> 3 fimes the upper limits of the normal reference range ina pool of 3- to 12-week placebo-cantrolled trials were
approximately 1% for both SEROQUEL and placebo, These hepatic enzyme elevations usually occurred within the
first 3 weeks of drug treatment and EL.
Potential for Cognitivs and Molor impairment: Somnolence was a commonly reported adverse event reported in
patients treated with SERODUEL especially dunnq the 35 day period of initial dose-titration. In schizophrenia frials,
somnolence was regorted in 18% of patients on SEROQUEL compared to 11% of placebo patients. In acute bipo-
lar mania triaks using SEROQUEL as momtwa  somalence was reported in 16% of patients on SEROQUEL
campared to 4% of placebo patients. In acute big ¥ Mania il using SEROQRIEL as adjunct therapy, somnolence
was reported in 34% of paties on SERDOUEL compared to 9% 01 laceho patients. Since SERGQUEL has the
potential to impair judgment, thinking, or motor skifs, patients cautioned about pertorming activities
Tequiring mental alertness, such as operating a mator vehicle |mclumnq automoblles) of operanm‘hmrdous
machinery unti they are reasonably certain that SEROGUEL thesapy does ot
case of priapism in a patient recening SEROCUEL has been reparted prior to rnanwt |mmducnan wmle 2 causal
relationship o use of SEROGUEL has not been established, other drugs with alpha-adrenergic Nocklnq eﬂects have
been reported fo induce priapism, and itis DDSSINE hat SEROQUEL may share this capacity. Severe pr may
require surgical intervention. Body T re Regulation: Atthough ot reported with SERUOUEL dlsruntlon
of the body's ability 1o reduce core body temparature has been attmbuted to antipsychatic agents. Appropriate
care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may con-
tribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiv-
ing concomnitant medication with anncnohmrw actmty of being subwcl to dehydration. Dysphagia: Esophageal
dysmotifity and aspiration have been associated with rug use. Aspiration peumonia is a common
cause of morbidity and mortaiity in elderly pmm |n pamcular mose with advanced Alzheimer's dementia.
SERCQUEL and other ampsycmm drugs shoul be used cautiously in patients at risk for aspiration pneumonia.
Suicide: The possibility of a suicide attempt is inherent in bipotar disorder and schrzopnrema close supervsion of
high risk patients shoukd awompany nmq therapy. Prescriptions for SEROQUEL shouid be writen for the smallest
quantity of tablets consistent with ment in order ta reduce the risk of overdose. Use in Patients
‘with Concomitant llfsess: Clumcal experme EROQUEL in patients with certain concomitant systemic ill-
niesses is limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent his-
fory of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
keting clinical studies. Because of the risk of orthostatic hypotensian with SEROGUEL, caution shouid be cbserved

of quetiapine {150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma
concentraticn 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 mg bid) by 65%.
CImtidine: Administration of muttiple daily doses of cimetiding (400 mg tid for 4 days) resuited in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiaping is not required when it is
given with cimetiding. P450 3A InhibHors: Coadministration of ketoconazole (200 mg once dallg for 4 days), a potent
inhibitor of cytochrome P450 34, reduced oral clearance of quetiapine bg %, resulting in a 335% increase in max-
imum plasma concentration of quetiapine, Caution is indicated when SEROQUEL s administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e, itraconazole, fluconazole, and erythromycin). Fluoxefine,
Imipramine, Haloperidol, and Risparidone; Coadministration of fluoxetine 860 mg ance daily); imipramiog (75 mg
bid), halaperidol (7.5 mg hid), or risperidane (3 mg bid) with quetiapine (300 mg bio) did not altr the steady-state
pharmacokinetics of quetiapine. Effect of uuellaplne on Other Drugs: Lorazepam: The mean oral clearance of
lorazepam (2 mg, single dose) was raduced by 20% in the presence of quetiaping administered as 250 mg tid dos-
ing. Divalproex; The mean maximum concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 my bid) was administered with quetiapine (150 mg bid).
‘The mean ora} 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 nat significant. Lithium: Concomitant administration of que-
tiapine (250 mg tid) with lithium had no effect on any of the steady-state pharmacokineic parameters of lithium.
Antipyrine: Administration of multiple daily doses up to 750 mg/day {on a tid schedule} of quetiapine to subjects
with selected psychotic disarders had no clinically relevant effect on the clearance of antipyrine or urinary recavery
of antipyrine metaboites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabalism of antipyrine. Carcinagenesis, Mutagenesis, impairment
of Feriilty: Carcinogenesis: Carcinogenicity studies were canducted in C57BL mice and Wistar rats. Quetiapine was
adm|n|s1ered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75,
50 mi/kg for two years. These doses are eqmva\em 100.1, 0.5, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mg/m? basis (mice} or 0.3, 0.9, and 3.0 times the maximum human dose on a mg/m? basis
mts; There were smlstlcally significant increases in thyraid gland follicular adenomas in male mice at doses of 250
and 750 mg/kg or1.5.and 45 times the maximum human dose on a mg/m? basis and in male rats at a dose of 250
mg/kg or 3.0 times the maximum human dose on a mg/m? basis, Mammary gland adenccarcinomas were statisti-
cally significantly increased in female rats at al doses tested (25, 75, and 250 my/kg or 0.3, 0.9, and 3.0 times the
maximum recommended human dose on @ mg/m? basis). Thyroid follicular cell adenomas may have resuited from
chronic stimulation of the thyraid gland by thyroid stimulating hormone (TSH) resulting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH, thyroxing, and thyroxing clearance consistent with this
mechanism were observed in subchronic toxicity studies in rat and mouse and in  1-year toxicity Study in ral, how-
ever, the results of these studies were not definitive. The relevance of the increases in thyroid follicular cell adeno-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically
elevate prolactin levels in rodents. Serum measurements i a 1- -yr toicity 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 neaplasms have been found in rodents after chronic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
%I;nd tumors in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis:
e mutagenic potential of quetiaping was tested in six in viro bacterial gene mutation assays and in an n vitro
mammalian gene mutation assay in Chiness Hamster Ovary cefls. However, sufficiently high concentrations of que-
tiapine may not have been used for all tester strains. Quetiapine did produce a reproducible ingrease in mutations in
one Saimonedia typhimurium tester strain in the presence of metabolic activation. No evidence of clastogenic poten-
tial was obtained in an in vitro chromosomal aberration assay in cuftured human lymphacytes or in the in vivo
micronucleus assay in rats. impairment of Ferliity: Quetiaping decreased mating and fertlty 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 a mg/m? basis.
Drug-related effects included increases in interval to mate and in the number of matings required for successful
wmnreonamn These effects continued to be observed at 150 mg/kg even after a two-week period without treatment.
The no-gfiect dose for impaired mating and fertifty in male rats was 25 mg/kg, or 0.3 times the maximu human
dose on a mg/m? besis. Quetiapine adversely affected mating and fertiity in female Sprague-Dawtey rats at an oral
dose of 50 mg/kg, or 0.6 times the maximum human dose on a mgim? basis. Drug-related effects included decreas-
es in matings and in matings resuiting in pregnancy, and an increase in the interval to mate. An increase in irregu-
{ar 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/m2 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. Pregnancy: Pregnancy Category C: The teratogenic potenfial of quetiapine was studied in Wistar ats and
Dutch Betted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in
rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/m? basis or in rabbits at
2510 100 mg/kg or 0.6 to 2.4 times the maximum human dose on a mg/m2 basis. There was, however, evidence of
embryo/tetal toxicity. Delays in skeletal ossification were etected in rat fetuses at doses of 50 and 200 mgkg
{0.6.and 2.4 times the maximum himan dose on a mg/m? basis) and in rabbits at 50 and 100 mgkg (3.2 and 24
times the maximum human dose on a mg/m2 basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg
and rabbit fetuses at 100 mg/kg (2.4 times the maximum human dose on @ mg/m? basis for both species). There
was an increased incidence of a minor soft tissue anomaly (carpalftarsal flexure) in rabbit fetuses at a dose
of 100 mokg (2.4 times the maximurn human dose on a mg/m? hasis). Evidence of matemal toxicity (i, decreases
in bady weight gain and/or death) was observed at the high dose in the rat study and at all doses in the rabbit study.
Ina 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? basis. However, in 2 preliminary peri/postna-
tal study, there were increases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times
the maximum human dose on a mg/m? hasis. There are no adequate and well-controlied studies in pregnant women
and quetiapine should be used during pregnancy only if the potentiat benefit justifies the potential risk to the fefus.
Labor and Delivery: The effect of SERODUEL on Iabor and delivery in humans is unkngwn. Nursing Mothers:
SEROQUEL was excreted in milk 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 feed. Pediatric Use: The safe-
ty and effectiveness of SEROQUEL in pediatric 'ganems have not been established. Geriatric Uss: Of the approxi-
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 tolerability of SEROQUEL in me elderly compared to younger adults. Nevertheless,
the presence of factors that might decrease pharmacokinetic clearance, increase the pharmacodynamic responsg to

cted SEROGUEL, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dosg, slower

titratian, and careful monitoring during the initial dosing period in the elderty. The mean plasma clearane of
SEROQUEL was reduced by 30% te 50% in elderly patients when compared o younger patients.

ADVERSE REACTIONS: The information befow is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania {monothera Eand adjunct therapy) and approvimately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of schizophrena. Of these approximately 3000 subjects, approximate-
Iy 2700 {2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in multiple dose
effectiveness trials, and their experience correspanded to approximately 914.3 patient-years, The conditions and

. Quration of freatment with SEROQUEL varied greatly and included (in overlapping categories) open-iabel and dou-

ble-hiind phases of Studies, inpatients and outpatients, fixed-dose and dose-ttration Studies, and short-term 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 ophthalmologic examinations. Adverse events
during exposure were eatained by general inquiry and recorded by clinical investigators using terminalogy of their
own ¢hoosing. Consequenty, # is not pessible fo provide @ meaningful estimate of the proportion of individuais
experiencing adverse events without irst grouping Similar types of events into a smaller number of standardized
event categories. In the tabies and tabulations that follow, 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 treatment-emergent adverse event of the ype listed. An event was considered treat-

ment emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.

Adverss Findings Observed in Short-Term, Controlled Trials: Adverse Events Associated with Discontinuation of
Treatment in Short-Term, Placeho-Controlled Trials: Acute Bipotar Mania: Overall, discontinuations due 1o
adverse events were 5.7 % for SEROGUEL vs. 5.1% for placebo in monatherapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. Schizophrenia: Overall, there was litte difference in the incidence of discontinuation
due to adverse events (4% for SEROQUEL vs. 3% for placebe) in a pocl of controlled trials. However, discontinua-

tians due to somnolence and hypotension were considered to he dr:gvr'elaled (see PRECAUTIONS}: Somnotence
0.8% vs 0% for placeho and {pulensmn 0.4% vs 0% for placeho. Adverse Events Occurring at an Incldence of
1% or Mors Among SERCAIUEL Treated Patlents In Short-Term, Pfaceho-Controlted Trials: The prescriber should
be aware that the figures in the tables and tabulations cannat 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 compareg with figures obtained from other clinical inves-
figations involving different treatments, uses, and investigators. The cited figures, however, do provide the pre-
scribing physician with some basis for estimating the refative contribution of drug and nendrug factors to the side
effect incidence in the population studied. The following treatment-emergent adverse experiences occurred during
acute mm% of schizophrenia (up fo 6 weeks) and bipolar mania {up to 12 weeks) in 1% or mere of patients treat-
ed 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- to 12-Week Placebo-Controlled Clinical Trials' for the Treatment of Schizophrenia and Acute Bipolar Mania
%monotherapyg Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain. Back Pain. Fever, Cardiovascular:
lachycardia, Postural Hypotension; Digestive; Dry Mouth, Constipation, Vnmmn% Dyspepsia, Gastroenterits,
Gamma Glutamyl, Transpeptidase Increased; Metabolic and Nutrifional: Weight Gain, SGPT Increased, SGi o7
Increased; Nervous: Agiation, Somnolence, Dizziness, Anxiety; Resy |nlng Pharyngtis, Rhinits; Skin and
Appendages: Rash: Special Senses: Amblyopia 1 Evants for which the SEROQUEL incdence was qual to or less
than placebo are not listed in the table, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension, hypertonia, hypotension.
increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema.
sweating, tremor, and weight loss. In these studies, the most commonly observed adverse events associated with
the use of SEROQUEL {incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence {18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT increased (%),
weight gain (5%), and dyspepsia (5%). The following treatment-emergent adverse experiences accurred during
iherapy (up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from
100 10 800 mgy/day) used as adjunct therapy to lithium and divalproex where the incidence i 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 Hypotension:
Digestive: Dry Mouth, Constipation; Metabolic and Nutritianal: Weight Gain; Mervous: Somnalence, Dizziness,
Tremor, Agitation; Rospmlary Pharyngits. ! Events for which the SEROQUEL incidence was equal to or less than
placebo are not listed in the tabie, but included the following: akathisia, diarrhea. insomnia, and nausea. In these
studies, the most commonly observed adverse events assocated with the use of SEADOUEL incidence of % or
greater) and observed at a rate on SERQQUEL at feast twice that of placebo were somnolence (34%), dry mouth
(19%), asthenia (10%), constipation (10%), abdominal pain (7%). postural ypotension {7%), pharyngitis (%),
and weight gain (6%). Explarations for interactions on the basis of gender, age, and race did not reveal an -inically
meaningfut differences in the adverse event occurrence on the basis of these demographic factors, Dosc
Dependency of Adverse Events in Short-Temm, Placsbo-Controlled Trials: Dose-related Adverse Events:
Spontaneously elicited adverse event data from a study of schizophirenia comparing five fixed doses of SEROQUEL
(75 mg, 150 mg, 300 mg, 600 mg, and 75 mg/day) to placebo were explored for dose-relatedness of adverse
events. Log\st\c regresswcn analyses revealed a positive dose response (p<0.05) for the following adverse events:
dyspepsia, abdominal pain, and weight gain. Extrapyramidal Symploms: Data from one 6-week clinical trial of schiz-
ophrenia comparing five fixed doses of SERCQUEL (75, 150, 300, 600, 750 rng/da\g)pmvmed evidence for the lack
of treatment-emergent extrapyramidal symptoms &EPS) and dose-telatedness for EPS associated with SEROGUEL
treatment. Three methods were used 1o measure EPS: (1[) Simpson-Angus total score (mean change from base-
ling) which evaluates parkinsonism and akathisia, (Z) incidence of spontaneous complaints of EPS {akathisia, aki-
iesia, cogwheel rigidity, extrapyramidal syndrome, hyperionia, hypokingsia, neck rigidity, and tremor), and (3) use
of antichalinergic medications to treat emergent EPS. In six addmonal placebo-controlled clinical trials trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were ne diferences between the
SEROQUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson-Angus total scores,
spontaneous complaints of EPS and the use of concomitant anticholinergic medications te treat EPS Vital Slgns
and Laboratory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotension (see PRE-
CAUTIONS). Waight Gain: In schizophrenia trials the propartians of patients memimi aweight gain criterion of 27%
of body weight were compared in a pool of four 3~ to 6-week placebo-controlled clinical trials, revealing a stafisti-
cally significantly greater incidence of weight gain for SEROQUEL {23%) compared to placebo (6%). In mania
monotherapy trials the proportions of patients megting the same weight gain criterion were 21% compared 10 7%
for placebo and in mania adjunct therapy trials the proportion of patients meeting the same weight criterion were
13% compared to 4% for placebo. Laboratory Changes: An assessment of the premarketing experience for
SEROQUEL suggested that it is associated with asymptomatic increases in SGPT and increases in both total cho-
lesterol and triglycerides (see PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-
controlled trials revealed no clinically important differences between SERGQUEL and placebo. ECG Changes:
Between group comparisons for pooled placebo-controlled trials reveaied no statistically significant
SEROQUEL/placebao differences in the proportions of patients experiencing potentially imporiant changes in ECG
‘parameters, including QT, QTc. and PR intervals. However, the proportions of patients meeting the criteria for tachy-
cardia were compared in four 3- to 6-week placebo-controlled clinical trials for the treatment of schizaphrenia
revealing a 1% (4/399) incidence for SEROQUEL compared to 0.6% (1/156) incidence for placebo. In acute
{monotherapy) bipolar mania trials the proportions of patients meeting the criteria for tachycardia was 0.5%
(1/192) for SEROQUEL compared to 0% 0/178) incidence for placebe. In acute bipolar mania (adjunct) trials the
proportions of patients meeting the same criteria was 0.8% (1/166) for SEROQUEL compared to 0% é0/1 71} inci-
dence for placebo. SEROGUEL 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 sham fendency to tachy-
cardia may be related to SEROQUEL' potential for inducing crthostatic changes (see PRECAUTIONS). Oiher
Adverse Events Observed Duriny the Pre-Marketing Evaluation of SEROQUEL: Following is a list of COSTART
terms that reflect treatment-emergent adverse events as defined in the introguction to the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase of a trial with-
in the premarketing database of a?pmximately 2200 patients treated for shizopfrenia. All reported events are includ-
ed except those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was remate,
and those event terms which were So general as to be uninformative. Itis important to emphasize that, aithough the
events reported occurmed 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 according to the following definitions:
frequent adverse events are those occurring in at least /100 patients (only those not already fisted in the tabulated
results from placebo-controlied trials appear in this listing); infrequent adverse events are those occurring in 1/100
t0 11000 patients; rare events are those occurring in fewer than 1/1000 patients. Nervous System: Frequent: hyper-
tonia, dysartfria; Jnfraguent: abnormal dreams, dyskingsia, thinking abnormal, tardive dyskinesia, vertigo, involun-
fary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, ibido increasea”, urinary retention,
incoordination. paranoid reaction, abrormal gait, m?«oclonus delusions, manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxism, catatonic reaction, hemipiegia; Rare: aphasia, buccoglossal syndrome, choregathetosis,
delirium, emeotional labilty, euphoria, fibido decreased®, neura}gla stuttering, subdural hematoma. Budy as a
Whole; quuam fiu syndrome; Infrequsnt: neck pain, petvw pain”, suicide aftempt, malaise, photosensitiviy reac-
fion, chills, face edema, moniliasis; Rare: abdomen enlarged. mulxtlvl System: Fraquent: ancrexia, infrequent:
increased salivation, increased appetite, gamma glutamy transpeptidase increased, gingivits, dysphag\a flatulence,
gastrognteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal refiux,
um hemorrhage, mouth uiceration, rectal hemarrhage, mngue edema; Rare: glossitis, hematemesis, intestinal
obstruction, melena, pancreatits. Cardiovascular System: Frequent: palpitation; /nfrequent: vasodilatation, 0T
interval protonged, migraine, bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundle branch
block, cergbrovascular accident, deep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fitrilation,
AV block first degres, congestive heart fafure, ST elevated, thrombophlebitis, T wave flattening, ST abnormality,
increased QRS duration. Respiratory System: Frequeat: pharyngitis, rhinitis, cough ingreased, dyspneg;
Inirequent: pneumonia, epistaxis, asthma; Rare: hiccup, hyperventlation. Metabolic and Natritional ystam:
Frequent; peripheral edema; infrequant: weight loss, alkaline phosphatase increased, hyperlipemia, aicohol intoler-
ance, dehydration, hyperglycemia, creatinine increased, hypoglycemia; Rare: glycosuria, gout, hand edema,
hypokalemia, water intoxication. Skin and Appendages m: Frequent: sweating; Infraquent: pruritis, acne,
eczema, contact dermatitis, maculapapular rash, seborrhea, skin ulcer; Rave: exfoliative dermatits, psoriasis, skin
discoloration. Urogenital m: Infrequent: dysmenorrhea*, vaginitis*, urinary incontinence, metrorrhagia®,
impotence*, dysuria, vaginal moniliasis*, abnormal ejaculation*, cystms urinary frequency, amenorhea®, female
\actzt\un {eukorrhea*, vaginal hemormaoe vulvovaginitis* orchms Rare: gynecomastia’, nocturia, pn{yuna
acute ktdney failure. Sw;lnl Senses; lnlmum conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perver-
sion, blepharitis, eye pain; Rare: abnormality of accommodatian, deafness, g\aucnma. Musculoskelstal System:
Infrequent: pathological fracture, myasthenia, twitching, arthraigia, arthritis, leg cramps, bone pain. Hemic and
Lymphatic System: Frequeni: leukopenia; Infrequent: leukocytosis, anemia, ecchymosis, eosinophilia,
hypachromic anemia; lymphadenopathy, cyanosis; Rare: hemolys's, thrombocytopenia. Endocrine System:
Infrequent: hypothyroidism, diabetes mellitus; Aare: hyperthyroidism. *adjusted for gender Post Marketing
Experience: Adverse events reported since market introduction which were temporall related to SEROQUEL ther-
apy include: leukopenia/neutropenia. If & patient develops a low white cell count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutropenia include pre-existing low white calf count and history of drug
induced leukepenia/neutropenia. Other adverse events reported since market introduction, which were temparally
related to SEROQUEL therapy, but not necessarily causally related, include the following: agranulocytnsm anaphy-
laxs, hyponatremia, thabdomyolysis, syndrome of inappropriate antidiuretic hormone secretion (SIADH), and
Steven Johnson syndrome {SJS).

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled substance. Physlcal
and Psychologic dependance: SEROQUEL has not been Systematicaly studied, in animals or humans, for its poten-
fial for abuse, tolerance or physical dependence. While the clinical trials did not reveal any tendency for any drug-
seeking hehavior, these observations were not Systematic and t 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, paients should be evaluated carslullg for a history of drug abuse, and such patients should be
observed closely for signs of misuse or abuse of SEROQUEL, e.g., development of tolerance, increases in dose,
drug-seeking behavior.

OVERDOSAGE: Human experience: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage
was limited in the cinical trial database (6 reports) with estimated doses ran?ing from 1200 mg to 9600 mg and
no fatalities. In general, reparted signs and symptoms were those resulting from an exaggeration of the drug's
known pharmacalogical effects, i.¢., drowsiness and sedation, tachycardia and hypotension. One case, invalving
an estimated overdose of 8600 mg, was associated with hygokalemla and first degreg heart block, In pos1 mar-
keting experience, there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or
QTe profongation. Management of Overdosage: In case of acute overdosage, establish and maintain an airway
and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and
administration of activated charcoal together with a laxative should be cansidered. The possibility of abtunda-
tion, seizure or ﬂgslomc reaction of the head and neck following overdase may create a risk of aspiration with
induced emesis. Cardiovascular monitoring should commence immediately and should include continuous elec-
trocardiographic monitoring to detect possible arrhythmias. If antiarrtythmic therapy is administered, disopyra-
mide, procainamide and quiniding carry a theoretical hazard of additive QT-prolenging effects when administered
in patients with acute overdosage of SEROQUEL. Similarty it is reasonable to expect that the alpha-adrenergic-
hfocklnu properties of bretylium mlght be additive to those of quefiapine, resulting in problematic hypotension
‘There is no specific antidote to SEROQUEL. Therefore appropriate suppartive measures should be instituted. The
possibility of multiple drug involvement should be considered. Hypotension and circulatory collapse shouid be
treated with appropriate measures such as intravenous ffuids and/or sympathomimetic agents (gpinephring and
dopamine should not be used, since beta stimulation may worsen hypotensicn in the setting of quetiapine-
induced alpha bmckau?. In cases of severe extrapyramidal symptoms, anticholinergic medication should be
administered. Close medical supervision and menitering should continue unfil the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder and the treatment of
schizophrenia. 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 commonly observed adverse events associated with the use of SEROQUEL in clinical trials were somnolence, dry mouth,
dizziness, constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.
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quetiapine fumarate

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