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Tlie effeoivniess ofSEROaUEL in long-term use. ttiat is. b r mare ttian 6 weeks, has not been systematically

ILiscontraindlcated
tionor any of its ingredwits.
WARNINBS: Neumsptlc Mallgaaiil Syndrame (NMS): A potentiilly fatal symptom complex sometimes referred to
as Neuroleptic Malignant Syndrome (NMS) has been reported in assocaton with administration of antipsychotic
drugs, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical maniestalons ol
NMS are hyperpyrexa, muscle ripjdity, altered mental status, and evidence of autonomic instability (irregular pulse
or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythma). Additional signs may include elevated crea-
tine phosphoknase, myoglobinuria {rhabdomyolysis) and acute renal failure. The diagnostic evaluation of patients
wih this syndrome is complicated. In arriving at a diagnosis, it is importarrl to exclude cases where the clinical pre-
sentation includes bom serious medical illness (e.g., pneumona, systems infection, etc.) and untreated or inade-
quately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential diag-
nosis include central antichoiinergic toxidy, heat stroke, drug fever and primary central nervous system (CNS)
pathology. The management of NUS should include: 1) immediate discontknuation of antipsychotic drugs and other
drugs not essential tot concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires anlipsychotic drug
treatment after recovery from NMS, the potential reintroduction of drug therapy shoukl be carefully considered. The
patient shoukl be carefully monitored since recurrences of NMS have been reported. Tardive Dydineiia: A syn-
drome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antjpsy-
chotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, h is impossible to rely upon prevalence estimates to predict, at the inception of antipsycholic treatment,
which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood that it will become
irreversible are believed[to increase as the duration of treatment and the total cumulative dose of antipsychoticdrugs
administered to tne patient increase. However, the syndrome can develop, although much toss commonly, after ref-
ativek brief treatment periods at low doses. There is no known treatment tor established cases of tardhre dyskinesia,
although the syndrome may remit, partially or completely, If antipsychotic treatment is withdrawn. Antipsychotic
treatment, itself, however, may suppress (or partially suppress) the agns 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 ol the syndrome is unknown. Given these consideriitlons, SEROQUEL should be prescribed in a manner that
is most likely to minimize the occurrence of tardive dyskkiesa. Chranlc antipsycholic treatment shoukl generally be
reserved for pateits '*tio affljear to suffer from a dironic illrass tfat i l l is known lo rBstMnd to antipsvchotic drugs,
and (2) lor whom alternative, equally effective, but potentJalty less harmlul treatments are not available or appmpn-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc-
ing a satisfactory clinical response should be sought. The need for continued treatment should be reassessed peri-
odically. H signs and symptoms of tardive dyskkiesa appear in a patient on SEROQUEL, drug discontinuation should
be considered. However, some patients may require treatment with SEROQUEL despite the presence of the syn-
drome. Hyperglycemia and DialHln Mallrbn: rlypergfycemia, in some cases extreme and associated wih ketoaci-
dosis or hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Assessment of the relationship between atypical antipsycholic use and glucose abnormalities is com-
plicated by the possibiliiv of an increased background risk of diabetes mellitus in patients wih schizophrenia and
the increasing incidence of diabetes mellitus in the general population Given these contounders, the relationship
between atypical antipsycholic use and hyperglycema-reated adverse events B not completely understood.
However, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the atypical antipsychotics. Precise risk estimates for Irypergfycemia-reiated adverse
events in patients treated with atypical antipsychollcs are not available. Patients with an established diagnosis of dia-
betes mellitus who are started on atypical anb'psychotics should be monitored regularly for worsening of glucose
control. Patients with risk factors lor diabetes meUitus (eg, obeshty. famih/ history of diabetes) who are starting treat-
ment with atypical antipsychotcs should undergo fasting blood glucose testing at the beginning of treatment and

' " lily during treatment Any patient treated with atypical arrtipsycfiotics should be monilored lor symptoms of
,>cemia Including polydipsia. poh/uria, pofypliagia, and weakness. Patients who develop symptoms of hyper-

lia during treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
jtycema has resolved when the atypical antipsyctiotic was discontinued; however, some patients required

continuation ot anti-diabetic treatment despite discontnuaiion of the suspect drug.

automobites) or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pragnancy: Patterns should be advised to notify their physnan if they become pregnant or
intend to become pregnant during therapy. NuniiHi: Patients should be advised nottobreastteedlftheyare takbirj
SEROQUEL Concomitant Medication: As w«ti other medtalims patients should be advised to notify tlieir phKi-
cans i they are taking, or pan to take, any prescription or over-the-counter drugs. Alcohol: Patients shoukl be
advised to avoid consuming atcoliolic beverages while taking SEROQUEL H u t E i p u a n and Dehydration: Patents
should be advised regarding appropriate care in avoiding overheating and dehydration, laboratory T«sts:Nospe-
cinc laboratory tests are recommended. Drug brUractions: The risks ol using SEROQUEL in combination wrlh other
Jtugs te not toi eaensr.'* M l u a W io sriteoialt studes G » the pnoiary CNS e t l e * ol SEROOUEL, tao-
ton should be used when n is taken in combination wih other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL Because oi ls potential tor inducing hypotension, SEROOUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of evodopa and
dOfBrnine agonists The Elf set of u*or Drugs on Otistiapins: PtM^toin: CoadmirHslratim of qoctaoine (250 mg
tidiand phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be requirerl to maintain control ol symptoms of schizophrenia in pabents recehring queUapine and
phenytoin. or other hepatic enzyme inducers (e.g., carbamazepine, barbiturates, rifampin, ojucocorticokls). Caution
shoukl be taken i phenytoin 6 withdrawn and replaced wih a norvinducer (e.g, valproate). DrrHumi:
Coadministration of quetiapine (ISO mg bid) and drvaiproex (500 mg bid) increased the mean maximum pasma
concentration of quetapine al steady state by 17% without affecting Ihe extent of absorption or mean oral rjlearance.
Taioridazlie: ThMdazine (200 mg did) increased the oral clearance of quetiapine (300 mg bid) by 65%.
CiiMtiiine: Administration of multiple daily doses cf dmetidme (400 mg id tor 4 days) resulted in a 20% decrease
in the mean oral deannce of quetiapine (150 ing tjd). Dosage adjustment for quetapine is not required when It is
given with cimetidine. P450 3 * InMNIon: Coadmlnistratirjn of ketoconazole (2O0 mg oncedaily Ior4 days), a potent
inhibitoi of cylochrome P450 3«\, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in max-
imum plasma concentration of quebapine. Caution is indkated when SEROQUEL is administered with ketoconazole
and dttier inhibitors of cylochrome P45TJ 3A (e.g., iraconazoh, luconazole, and erymromycin). nnonooo,
ImipraoriM, Kaloperidjl, aid Risjeridone: Coadministration of luoxetine (60 mg oncedaiy); imipramine (75 mg
bid), haloperidol (7.5 mg bid), or risperidone (3 mg bkl) wih quetapine (300 mg did) did not alter the steady-state
pharmacoxnlcs ol quetiapine. Effect of Ooefaplne on Other Ortgs: LorarepaDi: The mean oral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the p r e s e t of quetiapine administered as 250 mg tad dos-
ing. Dtralproex: The mean maximum concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when drvaiproex (500 mg bid) was administered wih quetiapine (150 mg bid).
The mean oral clearance of total valproic acid (administered as divalproex 500 mg bid) was increased by 11% in the
presence of quetapine (150 mgbid). The changes were not significant. Lithiiini: Concomitantadministralion of que-
tiapine (250 mg tid) wih lithium had no effect on any of the steady-state nharmacokinetic parameters of H u m .
Antipyrine: Administration of multiple daily doses up to 750 mryday (on a tid schedule) ol querJapine to subjects
with selected psychotic disorders had no clmjcally relevant effect on the clearance of antipyrine or urinary recovery
of antipyrine metabciies. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytcchrome P450 mediated metaoofem of antipyrine. Cardnogemsis, Hntaoeneiii, ImpalrrneH
ol Fertilihr. CarcinogennS: CarcinogenMy studies weie cooduded in C57BL mice and W a r rats. Quetiapine was
administered in the diet to mie at doses of 20,75,250, and 750 mg/kg and to rats by gavage at doses of 25,75,
»nd 250 m»ki lor two jeats Toese doses are eguralent In 0 1 , 0 5 1 5 , and 4 5 Bmes fc nuamurn tanun dost
(803 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
(rats). Ttiere were statistically significant increases in tiiyroid glanrj lollicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 anrj 4.5 times the maxlmurn human dose on a mg/m2 basis and in male rats at a dose of 250
mg/kg or 3.0 bmes U maximum human dose on a mo/m2 basis. Mammary gland adenocarcinomas were statisti-
cally signftantiy increased in female rats at all doses tested (25,75, and 250 mg/kg or 0.3,0.9. and 3.0 times the
maximum recommended human dose on a mg/m* baste). Thyroid follicular cell adenomas may have resulted from
chronic stimulatnn of the ttiyioirt gland by thyroid stimulating hormone (TSH) resulting from enhanced metabolism
and clearance of ttryroxine by rodent IKrer. Changes in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were observed m subchronk: toxiciy studies in rat and mouse and inat-yeartoxicity study in rat how-
ever, the results of these studies were not definitive. The relevance of the increases in thynwd folliculaf ceH adeno-
masto human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chrtHiically
elevate proactin levels in rodents. Serum measurefnents in a 1-yr toxlcity study showed that quetiapine increased
medan serum proactin levels a maximum of 32- and 13-fold in mate and female rats, respectively. Increases in
mammary neopasms have been found hi rodents afterchronic administration of other anttpsychobc drugs and are
considered to be proison-mediaM The relevance of this increased incidence of prolactm-mediated mammary
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the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
pacebo were somnolence (18%), dizziness 111%), dry mouth (9%), constipation (8%), SGPT increased (5%),
weigfigain(5%),and dyspepsia (5%). The loHowhig treatment-emergent adverse experiences occurred during
therapy [up to 3-weeks) of acute mania in 5% or mrjre ol patents treated with SEROQUEL (doses ranging from
100 to 800 mg/day) used as adjunct therapy to lithium and drvaiproex 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 Trials1 forthe Treatment of Acute Bipolar Mana (AdiunctTherapy):
Body is a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cirdlovnctlan Postural Hypotension;
Dlontfre: Dry Mouth, Constipation; Metabolic and HuWtioul: Weight Gin; Henna: Somnolence, Dizziness.
Tremor, Agitation; Respiratory: Pharyiiqils.' Events for which the SEROOUEL Incidence was equal to or less than
placebo are not isted in the table, but included the following: akatMsa, dlantn, insomna, and nausea. In these
studies, me most commonly observed adverse events associated with the use of SEROQUEL (incidence of 5% or
greater) and observed at a rate on SEROQUEL at toast twice that of pacebo were somnolence (34%), dry mouth
(19%), asthenia [10%) constipation (10%), abdominal pain (7%), postural hypotension 17%), pharyngitis (6%),
and weight gain (6%). Explorations for interactions on the basis of gender, age, and race dkf not reveal any clinicalijr
meanmgful differences in the adverse event occurrence on the basis of these demographic factors. Dose
Dependency ol Afrerte EnoH to Short-Tew, PlMbc-Cootrollid Wal l : Dote-rHartd Advene Evert:
Spontaneously elicited adverse event data from a study ol schizoplirenia comparing live fixed doses of SEROOUEL
(75 mg, 150 mg, 300 mg, tOO mg, and 750 mg/day) to ptabo were explored for dose-reatedness of adverse
events. Logistic regression analyses revealed a posibve dose response (rxo.05) tor the following adverse events:
dyspepsia, abdominal pain, and wekjht gain. Eibipwimidil Symptoms: Data from one 6-week clinical trial of schiz-
ophrenia comparing five fixed doses of SEROQUEL (75,150,300,600,750 mg/dav) provided evidence tor the lack
of treatment-emergent extrapyramidal symptoms (EPS) and drjse-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 akathisa, (2) incidence of spontaneous complaints of EPS [aterhisa, aH-
nesa, cogwheel rigidity, extrapyramidal syndrome, hypertona, hypokinesia, neck rigidity, and tremor), and (3) use
ol annctotaerpc medications to treat emergent EPS. In six additional placebo-coritrolleid clinical trials trials (3 in
acute mana and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences between the
SEROQUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson-Angus total scores,
spontaneous complaints of EPS and the use of concomitant antichoiinergic medications to treat EPS. Vital Signs
and Laboratory Sdete : Vhal Sign C lan j i i : SEROQLIEL is associated with orihostatic hypotension (see PRE-
CAUTIONS). Vwtght Gala: In schizophrenia Iriils the proportions of patients meeting a weight gain criterion of 27%
of booy weight were compared in a pool of four 3- to 6-week [laceoMtrtolkd clinical trials, revealing a statisti-
cally stnicarity greater incidence ol weight gain tor SEROOUEL (23%) compared to placebo (6%). In mana
monotherapy trials the proportions of patients meeting the same weight gain criterion ware 21% compared to 7%
for placebo and in mama adjunct therapy trials the proportion of patients meeting thesameweightcriterionwere
13% compared to 4% for placebo. Laboratory Oaiajos: An assessment of the pmmanietlng experience lot
SEROQUEL suggested that«is associated with asymptomatic increases in SGPT and Increases hi both total chc-
ksterol and trkjycerides (see PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-
controlled trials revealed no clinically important differences between SEROOUEL and placebo. ECO C k u g K
Between group comparisons for pooled placebo-controlled Mais revealed no statistically significant
SEROQUEL/pacebo differences in the proportions ol patients experiencing potentially imponanl changes in ECG
parameters, including QT, OTc, and PR Intervals. However, the proportions of patents meeting the criteria for tachy-
cardia were compared in four 3- to 6-week placebo-controlled clinical trials for the treatment of schiophrena
revealmg a 1 % ta) incidence tor SEROQUEL compared to 0.6% (1/156) incidence lor placebo. In acute
monotherapy) bipolar mania trials the propodions of patients meeting the criteria tor tachycardia was 0.5%
1/192) for SEROQUEL compared to 0% (0/171) incidence for placebo. In acute bipolar mania (adkinct) trials the

proportions of patients meeting the same criteria was 0.6% (1/166) tor SEROQUEL compared to 0% (0/171) nci-
dence for placebo. SEROOUEL use was associated with a mean increase m heart rate, assess

1 beat per minute among placebo patients. T l * sll
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ts compared

r , . iwithelevat-
ed TSH levels, 3 had simultaneous low free T4 levels. CholMarol and TrUtycertde Elevation* In schizophrenia Di-
als. SEROOUEL-treated patients had increases from baseline in cholesterol and trigtyceride of 11% and 17%,

actin levels was not demonstrated in clinical trials with SEROQUEL, increased prolactin levels were observed in rat
studies with this compound, and were assocated with an increase in mammary gand neopasia in rats (see
Carcinogenesis). Tissue culture experiments indicate that approximately one-third of human breastcancersare prrj-
lactin dependent in film, a factor of potential importance I the prescription of these drugs ts contemplated in a
patient with previously detected breast cancer. Although disturbances such as gaactorrhea, amenorrhea, gyneco-
maste. and impotence have been reporied with proactMevatino compounds, the cNnral signJcance of elevated
serum pnxadn levels is unknown for most patients. Neither clinical studies nor epidemMgic studies conducted
to dale have shown an association between chronic administration of this class of drugs and tumorigenesis in
humans; the available evidence Is consktererj too limiterf to be conclusive at this time. TrarsatnlBU Elevations:
Asymptomatic, bansient and revereitxe elevations in serum transaminases (primarily ALT) have been reported. In
schizophrenia trials, the proportions of patients with transaminase elevations ol > 3 times the upper limits of the
normal reference range In a pool of 3- to t4«ek placebo-controlled trials were approximately 6% tor SEROQUEL
compared to 1 % for pacebo. In acute bipolar mania tfials. the proportions of pabents with transaminase elevations
of > 3 times me upper limits of the normal reference range i i a pool of 3- to 12-week pacebc-controled trials were
approximately 1 % for born SEROQUEL and placebo. These hepatic enzyme elevators usually occurred within the
first 3 weeks of drug treatmern and promptly returned to pre-study M s with ongoing treatment with SEROQUEL
Potential for Cognrove m l Motor Impairment Somnolence was a commonry reported adverse event repoited in
patients treated wih SEROOUEL especially during the 3-5 day period of initial dose-ntraion. In schizophrenia trials,
somnOBhce was reported m 16% ot patients on SEROQUEL compared to 11% ot pacebo patients. In acute bipo-
lar mana trials using SEROOUEL as monotherapy, somnolence was reported in 16% of patients on SEROQUEL
compared to 4% of pacebo patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence
was reported hi 34% ol patients on SEROOUEL compared to » o f pacebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skills, pabents should be cautioned about performing activities
requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating hazardous
machinery untn they are reasonably certain that SEROOUEL therapy does not affect them adversely. Prtaplsm: One
case of priapism in a patient receiving SEROQUEL has been reported prior to market introriuclion. While a causal
relationship to use ol SEROQUEL has not been established, other dmgs whti alpha-adrenergk: blocking effects have
been reported to induce priapism, and it is possible that SEAOQUEL may share this capacity. Severe priapism may
require surgical intervention. Bory Temperature Regulation Ahhough not repoited wih SEROQUEL, disruption
of the body's abilrly to reduce core body temperature has been attritHited to anrjpsychotic agents. Appropriate
care fc 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 concomiant mediation aim antichoiinergic activity, or being subject to dehydration. Dyspbagja: Esoptageal
dysmotility and aspiration have been assccated wih antipsychotic drug use. Aspiration pneurnona is a common
cause of morbidhy and mortally in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROOUELandother antipsychotic drugs should tie used cautiously in patients al risk for aspiration pneumona.
Solcldt: The possibility o( a suicide attempt is inhererrt in bipolar disorder and schizophrenia: close supervision of
high risk patients shoukl accompany drug therapy. Prescriptions lot SEROOUEL should be written for the smallest
quantity ol tablets conslsteiit with good patient management in order to reduce the risk of overdose. U u in Pariantt
with Concmnltaiil l l f n a : Clinical experience with SEROQUEL in patients with certain concomitant systemic ill-
nesses Is limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients wtti a recent his-
tory of myocardlal infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
keing clinical studies. Because of the risk of orihostatic hypotension wih SEROOUEL, caution should be observed
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SEROQUEL was reduced by 30% to 50% in eUeriypaoerfc when compared to younger patients.
ADVERSE REACTIONS: Tne information below is derived from a clinical trial database for SEROQUEL consisting of
overSOOO patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and appronrtiately 2600 pan'ents and/or normal subjects exposed to 1 or
more doses of SEROO JEL for the treatment of scfuzophrenn. Of these approximately 3000 subjects, approximate-
ly 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in mulfiple dose
effectiveness trials, and their experience corresponded to approximately 914.3 patent-years. The conditions and
duration of treatment wih SEROQUEL varied greatly and included (in owtappingcategories) open-label and dot-
bMlind phases of studies, .patients and outpatients, hxed-dosi and dr^trtlationsiudies, and short-term or
longer-term exposure. Adverse reactions were assessed by c o W n g adverse events, results of physical examira-
tons, vial signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse events
during exposure were obtained by gene Jinquiry and recorded by clinical investigators using terminology of their
own choosing, rjonsequentty. it Is not possible to provide a meaningful eshrnate of the proportion of iridMuats
experiencing adverse events without first grouping similar types of events into a smaller number of standards
event categories. In the rabies 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
eVperienced, at least once, a treatment-emergent aoverse event ol tlie type listed. ArVevent was considered treat-
ment emergent if i occurred tor the first time or worsened while receiving therapy following baseline evaluation.
Advene findings Observe! in Sborl-Term, Corrtrrjlled Trials: Arrverte E««rbj Associated with Dltcoitlmiation of
Treatment in Start-Tim, Planhc-CoKralled Trials: Acute Bipolar Mania: Overall, discontinuations due to
adverse events were 5.7 % tor SEROQUEL vs. 5.1% tor pacebo in monotherapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. Sctiiznphnnia: Overall, there was little difference in the incidence ot discontnuation
due to adverse events (4% lor SEROQUEl vs. 3% for placebo) in a pool of controlled trials. However, discontinua-
Sons due to somnolence and hypotension were considered to be drug retted (see PRECAUTIONS): Somnotnce
0.8% vsO% tor placebo and ttvpotension 0.4% vsOX torplacebo. Uve™Event.Oc<om»Jatanlnciden..Dl
1 % or More Amoig SEROOUBLTreated PaUenti la S h n t - t n ; , Pbcebo-Canlnlaid IHalr The prescriber shoukl
be aware that the figures in the tables and tabulalons cannot be used to predict the incidence ot side effects in the
course of usual medial practice where patient characteristics and other factors dier from those that prevailed in
the clinical trials. Similarly, the cited frequencies cannot be compared wih tares obtained from other clinical inves-
tigations involving different treatments, uses, and investigators. The cite? tares, however, do provide the pre-
scribing physician wih some basis tor estimating the reahve contribution of drug and nondrug factors to the side
effect incBence in me population studied. The lollowing treatment-emergent adverse experiences occurred during
acute therapy of schizophrenia (up to 5 weeks) and bipolar mania (up to 12 weeks) in 1 % or more of patients treat-
ed with SEROQUEL (doses ranging from 75 to 300 mg/day) where the incidence in patients treated withSEROOUEL
was greater Bian the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
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Exparlancs: Adverse events reporied since market introduction which were temporally related to SEROQUEL ther-
apyinclude: kukopaia/neutropena. If a patient develops a low white cell c o u i l c c 3 e r discontinuation of thera-
py Possible r l s k & r s for K p e n i a A t r o p m B Include nnwdsUng low white eel count and history of drug
induced leukopenia/neutropenia. Other adverse events reported S i m market introduction, whth were temporally
related to SERr^UEL therapV. but not necessarily causalyrelated, include the following: agranulocytosis. anapfr/
„„ „ l m i ^ J ^ ^ ^ D, iBlp'prapr i i |, ^ , „ „ * hormone Secretion(SIAOHTaril
Steven Johnson syndrome (SJS).
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0HHD0SAGE Humio i iperiHce: Experience with SEROQUEl (quetiapine fomarate) in acute overdosage
l l l t J I th l i l t i l d t b (6 t ) ith t i t d d i tram 1200 mg to 96O0 mg and

* " • pharmacological etlects, i.e, drowsiness and sedation, tachycardia and hypotension. One case, Involving
an estimated overdose of 96O0 mg. was associated with hypokalentI and first degree heart block. In post-mar-
M m experience, there have been very rare reports of overdose of SEBOQUEL atone resulting In death, coma or
QTc prolongatJon. Manuaminit M Ownioum: In case of acute ovrerdosage establish and maintain an airway
« * < m m adequate orygenatlon and ventilation. Gastnc lavage (alter Intubation, il patient Is unconscious) and
administration of activated charcoal together with a totive should be considered. The possibility ol obtunda-
<">"• s ™ ' » « ¥'mc " M m » ' < " • h t a d and nKi M ° ™ 0 overdose may create a nsk ol aspiration w o
• « " « ™ » Cardiovascular monltonngshou« commence immediatily anJshould include continuous elec-
trocardiographlc monrtoring to dated possible arrtwthmias. II arrtiarrhynimic therapy is administered, dtsopyra-
mide procanamide and qulnldlne cam-a theoretical hazard o additive OT-prokmging ejects when administered
" I * " * "" acute overdosage of SEROQUEL. Similarly i s reasonable to expect that the alpha-adrenerpic-

UEL Therelore appropriate supportive measures should be instttuteil. The
S l I ? ^ ^ ? i ?nUil^ t ™ " 1 ' p e n s i o n and dmatoiycolapse should be

p p p measures such as Intravenous fluids and/or sympathomimetlc agents (epmephnne and

l n , d u t 8 J * -
t a . f l ™ : k * l 5 ' " . " f sm,rI extrapyramjM symptoms, anhcholinergic medication shoukl be

administered. Close medical supervision and momtonng should conhnue until the patient recovers.
SEROQUEL is a trademark ol the AstraZeneca group of companies.
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar I 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 hyperglycennia-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.

AstraZeneca
AstraZeneca Pharmaceuticals LP

Seroquel
quetiapine fumarate

25 mg, 100 mg, 200 mg S 300 mg tablets

Redefine Success
To prevent medication errors, write "SEROQUEL " clearly ^ ^ S E R O Q U E L com

on your Rx pad. Spell "SEROQUEL " Clearly over the phone. Please see Brief Summary of Prescribing Information on following page.
D 2004 AstraZeneca Pharmaceuticals LP. All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies.
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