BRIEF SUMMARY of PRESCRIBING IKFORMATION
INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
m associated with bipolar ! disorder, as ether monotterapy or adjunct therapy to fthium or divalproex. The
of SEROQUEL in acute bipolar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy tal of bipolar | patents initialy hospialized for up to 7 days for acute mania. Eflectiveniess for
morg than 3 wagks has not bean systematically evaluated in clinical trals. Therefore, the physician who elects to use
'SEROQUEL for extendad periods should periodically re-evaluate the long-term risks and benefits of the drug for
the indwidual patient. Sehizophwenia: SEROQUEL is indicated for the treatment of schizophrenia, The efficacy of
SEROQUEL in schizophrenia was established in short-term $6Jweek) controlled trials of schizophrenic inpatients.
The effectivensss of SEROQUEL in long-term use, that is, for more than  weeks, has not been systematically
evaluated in controlled trials. Therefore, the physmlan who elects o use SEROQUEL for extended penods should
periodically re-gvaiuate the long-term usefulness of the drug for the individual patiert.

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

WARNINGS: Neurolaptic Malignant s“ndmme (NMS}): A potentially fatal symptom complex somet(l)r1nes refermed to

SERQQUEL® (quetiapine fumnarate) Tablets

SEROGUEL® fumarate) Tablets

in cardiac patients (see Qrihostatic Hypotension). Information for Patients: Physwlans are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotenslon: Patients should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day period of inifial dose tivation, and alsa
attimes of re-initating treatment or increases in dose. Interferénce with Cognitive and Motor Performance: Since
somnolence was a commonty reported adverse event associated with SEROQUEL treatment, patients shouid be
advised of the risk of somnolence espacially during the 3-5 day period of iniialdose tiration. Patignts should be
cautioned about performing any activity requiring mental alertness, such as operanng a motor vehicle {including
automobiles) or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not
affect them adversety. Pregnancy: Patients shauld be advised to notify their physician i they become pregnant or
intend ta become pregnant during therapy. Nureing: Patients shouid b2 advised nat to breast feed i they are
SEROQUEL. Concomitant Medication: As with ottier medications, patients should be advised to notify thelr pt
clans nthey are taking, or plan o take, any prescripton or over -the-counter drugs. Aleohol: Patients shoul be
ROQUEL. Haat Exposure and Debydration: Patients
should be advised regarding anpmpnatencare in avoiding overneatmg and dehydration. Laboratory Tests:

No spe-

2 Neuroleptic Malignant Syndrome (NMS) has been reparted in association with
drugs, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
MS are hyperpyrexiz, muscle rigidity, atered mental status, and evidence of autonomic instability (imreguiar pulse
or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythr r:aa? Additional signs may inciude elevated crea-
tine phosphokinase, myoglobinuria (thabdomyolysis) and acute renal failure. The diagnastic evaluation of patients
with this syndrome s complicated. n arrving at & diagnasis, it is imparant to exclude cases where the clinical pre-
sertation mcludes both serious medical finess {e.g., peumonia, systemic irfection, ei.) and untreated or inade-
Quately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the dfferential dlag
iosis include central anticholinergic toxicity, heat stroke, drug Yever and primary central nervous system (CN
pathology. The management of NMS should include: 1) mmeciatediscontinuation o antipsychotic drugs and mher
drugs not essential to concurrent therapy; 2) intensive Symptomatic treatment and medical monitoring; and 3) treat
ment of any concomitant serious medical problems for which specific treatments are available. There is no genera)
agreement about specific pharmacalogical treatment regimens for NMS. If a patient requires antipsychot drug
freatment after recuveer#mm NMS, the potential reintroduction of drug therapy should be carsfull corsidered. The
patient should be carefuly monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syr-
drome of potentilly ireversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
choic drugs. Athough the prevalence of the syndrome appears to be highest among the elderl, especially elderly
women, i Is impossible to rely upor prevalence estimates to predict, at the |neep1|en of antipsychotic treatmen,
which patients are likly 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 likelihoad that it will become
imeversible are believed to increase s the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. Howeve, the syndrame can develap, although much less commonly, after rel-
afively brieftreatment periods af low doses. Thereis no known treatment for established cases of tardive dyskinesia,
afthough the syndrome may remit, partally or completely, if antipsychatic treatment is withdrawn. Antips amhonc
treatment, itself, however, may suppress {or namally U wess) the signs and symptoms of the syndrome and the
by may possibly mask the uneertymgnraeess that symptomatic Suppression ias upor: the (ong-term
course of the syndrome is unknown, Given these onnslneranens SEROOUEL should be prescribed in a manner that
is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic reatment should generally be
reserved for patients who appear to suffer from a chronic iiness that (1) i known to respond to antipsychatic drugs,
and (2) for whom attemative, equally effective, but R:lennalry Iess hasmfut treatments are nat available or appropri-
ate, In patients who do require ¢hronic treatment, the smallest dose and the shortest duration of treatment produc-
ing a satisfactory clinical response should be sough, The need for continued treatment should be reassessed peri-
odically. If signs and symptoms of tardive dyskinesia appear in a patlent an SERUOUEL dru I%dlsenrmnuanon should
De considered. However, some patients may require freatment with (] presence of the syn-
drome. Hypergtycomia and Diabetes Maliitus: Hyperglycemia, in seme cases extremea associated with ketoaci-
dosis or yperosmalar coma or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Assessment of the relamnshlp betwesn atypical antipsychatic use and glucose abnormalites is com-
picated by the passihillty of an increased background risk of diabetes melftus in patients with schizophrenia and
the increasing incidence of diabetes mefitus in the general pepulation. Given these confounders, the relanm
between atypical antipsychotic uSe and hyperglycemia-related adverse events is not comnletely under
However, epidemiclogical studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients reated with the atynical antipsychotics. Precise risk estimates for nypemn{cernla related adverse
events in patients treated with atypical anursymoncs are not available. Patients with an established diagnosis of dia-
betes mellitus who are started on atypical annns{ehoncs should be monitored regularly for worsening of giucose  ant
control, Patients with isk factors for diabetes melfitus (eg, abesity, family histary of diabetes) who are starting treat-
ment with atypical antipsychatics should under M?o fasting blood glucose testing at the beginning of treatment and
periodically during treatment. Ay patient treat alyplw antipsychotics shoule be monitored for symptoms of

nrpevqucemua including potydipsia, potyuria, polyphagia, and weakness. Patients who develop symptoms of hyper-
glycemia during treatment with atypical antipsychotics shoukd undergo fasting blood glucase testing. lnsome cases,
hyperglycemia howeer, some patients required

sesobied when okl was discantinued;
contimuation of anti-diabetic treatment despite discomtnuation of the suspect dru

PRECAUTIONS: Genoral: Orthostatic Hynotension: SEROQUEL may induce arthastatic hypotension associated
with dizziness, tachycardia and, in some patients, syncope espeelally during the initial dose-titration period, pron
ably reﬂacnnu s ou,-adrenergic antagonist pl moape was reparted in 1% (23/2567) of the patients
treated with SEROQUEL, comparen with 0% ( 7) o placeba and about 0.4% (2/527) on active control drugs.
SEROQUEL should be used with particular caution in patients with known cardiovascular disease (history of
myccardial infarction or ischemic nean disaase, heart failure o conduction abnormalities), cerebravascular disease
or condtiens which would nremspow patients to hypotension (uehydranon fypovolemia and treatment with anti-
Mrenenswe medicatians). The risk of orthostatic hypstansian and Syncape may b¢ minimized by limiting the in-
dase to 25 mg bid. f rypotension occurs dunna thration to the target dose, a return to the previous dosé in the
tration schedule |s anpronna1e l:mm The d mlqpmm of cataracts was bserved In assoctation with que-
1 Toxicology In Prescribing information). Lens changes have
als0 boen Mmmd in patients during lnnw SEROQUEL treatmant, bit a causal relationship fo SEROGUEL
use has not bean established. Nevertheless, the nmlhlllly of Ilnﬂmlar mmt cannot be excluded at this
time. Therefors, examination of the lons by methods adequate to detect
€xam or ather aprmpnmix nsitive methods, is rmmmemll a InIIMIm of raatmen or shortly thereaftar,
and al 6 month Intarvals during chronic treatment, Setzures: Dunn clinical trials, seizures occurred in 0.6%
{18/2792) of patients treated with SEROQUEL com ared 10 0.2% (1 useJ on plaeebﬂ and 0.7% (4/527) on active
control drugs. As with other antipsychotics SER JUEL should be used cautiously in patients with a history of
seizures or with condifions that Eg!enna"y lower the seizure threshold, e.., Alzheimer's dementia. Conditions that
lower the seizure threshaid may b more prevalent in a population of 65 years or okler. igm: Clinical tn-
als with SEROQUEL demonstrated a dose-related decrease in total and fres thyroxine (T4) of approximately 20% at
the higher end of the therapeutic dose range and was maximal in the first twa to four weeks of treatment and main-
tained without adaptation or progression during more chronic m%genemlly‘ these changes were of no clinical
significance and TSH was unchanged in most patients, and Ievelsn were unchanged. In nearty al cases, ces-
sation of SEROQUEL treatment was associated with a reversal of the effects an fotal an free T4, irrespective of the
duration of treatment, About 0.4% 92/2791] of SERUOUEL panems did exnenence TSH increases in monothera-
py studies. Six ofthe patients with TSH increases needed replaceme reatment. In the mania adjunct stud-
1es, where SEROQUEL was added to lithium or divatproate, 12% (24/196?0[ SEROQUEL treated patients compared
1o 7% (1 5/203%01 placebo treated raﬂems had elevated TSH levels. Of the SEROQUEL treated ranems with elevat-
ed TSH levels, 3 had simulaneous low frée T4 levels. Cholesterol and Trlnlmrllll Elcminns In schizophrenia tri-
as, SEROQUEL-teated patients had increases from basatine in chotesterol and of 11% and 17%,
resnecnvely‘ comg:red fo shgm decreases for placebo patients. These changes were olly weakly related to the
- Increases in weigit observed in SEROQUEL-treated panerns mprofactinemla: Atthough an elevation of pro-
Jactn lpvels was not demanstrated in clinical trials with SEROQUEL, increased prolactn levels were observed in rat
studies with this compound, and were associated with an increase in mafnlna?r gland neoplasia in rats {see
Carcinogenesis). Tissue culture expenments indicate that approximately one-third of human breast cancers are pro-
lactin dependent in vitro, a factor of potential importance i 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 reporied with prolactin-elevating compounds, the clinical smnrﬁcance of elevated
serum prolactin levels is unknown for most patients. Neither clinical studies nor epidemiolagic studies conducted
to date have shown an association between chronic administration of this ciass of drugs and tumorigenesis |n
nnmem the avaliabie evidence is considered too fimited to b conclusive at this time. Transaminase
plernane fransient and reversible elevations in serum transaminases (primarily ALT) have been reported. In
|zo renia trials, the proportions of patients with transaminase elevations of > 3 times the upper lmits of the
normal reference range in a pool of 3- to -week placebo-contralled trials were approximately 6% for SEROQUEL
compared to 1% for placebo. n acute bipolar mania trials, the proportions of patients with transaminase elevations
of > 3 times the EZW limits of the normal reference ranae ina pool of 3- to 12-week placebo-contralled trials were
agprovimataly 1% for both SEROQUEL and placebo. These hepatic enzrme slevations usually occurred within the
first 3 weeks of drug treatment and promptly eumed to pre-study levels with ongoing treatment with SERGQUEL.
Potsntia! for Cognitive and Motor Impaimant: Somnolence was a commanty reported adverse event reported in
patients treated with SEROQUEL especially during the 3-5 day period of nital dose-ttration. In schlzolnhrenla trals,
somnolence was raparted in 18% of patients on SEROQUEL compared to 11% of placebo patients. In acute bipo-
Tar mania trials using SERCQUEL a5 monather

somnolence was reported in 16% of patients on SEROQUEL
compared to 4% of piacebo patients. In acute m?%

i mania trals using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients an SEROQUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skifs, patients should be cautioned about performing actvities
requiring mental aleriness, such as operating a motor vehicle (including automobiles) or aperating hazardous
machingry untitthey are reasoniably certain that SEROQUEL therapy does not affect them adversely. Priapism: One
case of priapism in @ ganent receiving SEROQUEL has been reported prior to market intraduction, While a causal
relationship to use of SERGQUEL has not been established, other druigs with alpha adrenergic blacking effects have
been reparted to induce priapism, and it is possible that SEROQUEL may share this capacity. Severe priapism may
require Surgicai intervention, Body Temperature Regulation: Athough ot reported with SEROQUEL, disruption
of the bady's abilty to reduce core body temperature has been atinbuted to antipsychotic agents. Anpmpnate
care s advisad when prescribing SEROQUEL for patiants who will be experiencing conditions which may con-
tribute to an elevation in core body femperature, e.q., exemlsmq strenwousty, expasure 1o extreme heat, receiv-
ing concomitant medication with antichalinergic activity, o being subject to dehydration. Dysphagia: Esophageal
dysmotiity and aspiration have been associated with antipsychotic drug use. Aspiration preumonia is & common
cause of morbidity and mortalty in elderty patients, in particular those with advanced Alzheimer's dementia.
SERGQUEL and other antipsychotic drugs should be used cautiously in patients at isk for aspiration pneumonia.
Suicids: The possitilty of a Suicide attempt is inherent in bipolar disorder and schizophrenia: close Supervision of
high risk patients should acenmpany drug therapy. Prescriptions for SEROQUEL shauld be writen for the smalest
quantity of tablets consistent with good patient managefnem in order to reduce the risk of overdose, Use in Patients
with Concomitan flinass: Clinical experience with SEROQUEL in patients with certain concomitant systemic il
nesses is imited. SEROQUEL has not besn evaluated or used to any appreciable extent n patients with a recent his-
tory of myocardialinfarction o unstable heart disease. Patients with these diagnoses were excluded from premar-
keting clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution Shouid be observed

@

¢ formation, such as it lamp o st

offic laboratory g : The risks of using SEROQUEL in combination with other
drugs have nat been extensively evaluated in systematic studies. Given the pnma? ONS effects of SERGOUEL, cau-
tion should be used when it is taken in combination with other eentralry aennq rugs. SEROQUEL potentiated the
cognitive and motor effects of alcahol in a clinical tialin subfects with selected psychoic disorders, and alcohotic
beverages should be avoided while taking SERDQUEL. Because of ts potential far inducing hypotensian, SEROQUEL
may enhance the etfecu of certain antihy nenslve auents SEROQUE ma%amagonlzeme effects of levodopa and
et of Othor catministration of uetiaping ézse my
m&and nhenytoln (100 my tid) increased me mean oral clearance of queliapine by 5-fold. Increased doses of
EROQUEL may be required to maintain contre! of symptoms of schizaphrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers {e.g. carbamazeping, barbiturates, rifampin, giucocorticoids). Caution
should be taken if phenyloin is withdrawn and replaced with a non-inducer (69, valproate). Divalproex:
Coadministration of quetiapine {150 mg nn) and divaiproex (500 mo bid) increased the mean maximum plasma
concentration of quetiapine at steady state by 17% without affecting the extent of absorption or mean oral clearance.
‘Thioridazine: Thioridazine (200 mg bldzy increased the orai clearance of quetiapine (300 mg bid) by 65%.
Clmetidine: Adminisiration of muliple daily doses of cimetidine (400 my tid for 4 days) resulted in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dasaqe adjustment for quetiapine is not required when it is
given with cimetidine. P450 34 Inhibitors: {200 daily for 4 days), a potent
inhibitor o cytochrome P450 34, reduced oyl clearance of quenaplne Wu resu\'nng in a 335% increase n max-
imum plasma concentration of quetiapine. Caution is indicated when SEROQUEL is administered with ketoconazole
and other inhibitors of cytochrome P4S0 3A (g, iraconazole, fluconazgle, and erythromycin). Fluoxetine,
Imipramine, Haloperidol, and Risperidone: Coadministration of fluoxetine (60 mg once daily}; imipramine (75 mg
bid), haloperidol (7.5 g bid), or risperidone (3 mg bid) with quetiapine [3 g bid) did not atter the steady-state
pharmacokinetics of quetiapine. Effact of Quetiapin on Other Drugs: Lorazeptam: The mean oral clearance of
Iocazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mq tid dos-
ing. Divalproex: The mean maximum concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiaping {150 mg bid).
‘The mean oral clearance of total valproic acid (administered as divalproex 500 mg bid) was increased by 11% in the
presence of quetiapine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of que-
tiapine {250 my tid) with lihium had no effect on any of the steady-state pharmacokinetic parameters of lithium.
Antipyrine: Administration of mutiple daily doses up to 750 mo/day (on  tid schedule) of quetiapine to Subjects
‘with selected psychotic disorders had no clinically refevant effect on the clearance of antipyrine or urinary recovery
of antipyrine metabolites. These resuits indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome PA50 mediated metabolism of antipyrine. Cartinogenesis, Mataganesis, impaiment
of Feriiity: Carcinoganesis: Carcinogenicity studies were conducted in C57BL mice and Wlstar Tals. ouenapme was
administered in the diet to mice at doses of 20, 75, 250, and 750 mi/kg and to rafs by gavage at doses of 25, 75,
and 250 mgykg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 times the maximur human dose
EW] mg/day) ) on a my/m? basis (mice) or 0.3, &.9, and 3.0 times he maximum human dose an a mg/m? basis
rats). There were statstically significant increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mgykg or 1.5 and 4.5 times the maximum human dose on a my/m2 basis and in male rats at a dose of 250
or 3.0 times the maximum human dose on a mg/m basis. Mammary gland adenocarcinomas were statisti-
l significantly increased in female rats at all duses tested (25, 75, and 250 mgAg or 0.3, 0.9, and 3.0 times the
maxmum recommended human dose on a mg/m2 basis). Thyroid Tollcuarcal adenomas may have resulted from
chronic stimulation of the thyraid gland by thyraid stimulating hormene (TSH) resulting from enhanced metabolism
and cleara roxing by rodent liver, Changes in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were observed in subchironic toxicity studies in rat and mouse and in & 1-year toxicity study in ral; how-
aver, the results of these studies were niot definitve. The relevance of the increases in thyroid folicular cell adeno-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chranically
elevate prolactin levels in rodents. Serum measurements ina 14 -yt toxicty study showed that quetiaping increased
median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively. Increases in
fhammary oms have been found in codents after cvanic administration of ather antipsyehotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
%'ﬁ;‘“ tumors in rats to human risk is unkmown (see Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis:
mutagenic potential of nuetlaplne was tested in six i vitro bacterial gene mutation assays and in an in vitro
mammalian gene mutation assay in Chinese Hamster Qvary cells, However, suffciently high concentrations of que-
fiapine may not have been used for all tester strains. Quetiapine did produeea eproducihie increas in mutations in
one Saimonella typhimurium tester sirain n the presence of No evidence of
tial was obtained in an i vitro chromosamal aberration assay in cuttured human lymphocytes of in " the i vivo
micronucleus assay in rats, (mpalrment of Fertitty. Quetiapine decreased mating anc feriity in male Sprague-
Dawtey rats at oral doses of 50 and 155 mykg or 0.6 and 1.8 times the maximum human dose on a mg/m? basis.
Drug-felated effects included increases in interval to mate and i the number of matings required for Successful
impreqnation. These effects cotinued to be observed at 160 mg/ky evenafera without reatment.
The no-sfiect dose for impaired mating and fertifty in male rats was 25 my/kg, or 0.3 times the maximum human
dose on a my/m? basis. Quetiapine adversely affected mating and fertly in Iemale Sprague-Dawley rats at an oral
dose of 50 mgkg, or 0.6 imes the maximum human dose on a mgime basis. Drug-related effects included decreas-
¢ in matings and in matings resutting in pr nancg and an increase in the interval to mate. An increase in irregu-
S Cycles was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 fimes the maximum human dose on a
m(;/m2 bas»s The no effem dose infemale rats was 1 /g,
bass. Prey net ory G: The teratogenic patential of quetiaping was studied in Wistar rats and
Dureh Befted rabbits dosed dunng ] penad 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 maximurm human dose an a mg/m2 basis or in rabbits at
25t0 100 mg/kg or 0.6 to 2.4 times the maximum humar dose on 2 mglmz basis. There was, however, gvidence of
embryofietal toxiciy. Delays in skeletat ossifcation were detected in rat fetuses ot doses o1 50 and 200 m mykg
(DG and 24 times the maximum human dose on a my/m basis) and in rabbits at 50 and 100 mgAg (1.2 and 2.4
times the maximum human dose on a mym? hasis). Fetal body weight was reduced in rat fetuses at 200 mg/kg
and rabit fetuses at 100 mgkg (24 times the maximum human dose on a mg/m? basis for doth species). There
was an |ncreased incidence of a minor soft tissue anomaly %carpal/!arsal flexure) in rabbit Ietuses atadose
o 2.4 times the maximum human dose on a mg/m2 bass). Evidence of materal toxicity (1.e, decreases
in body weight gain and/or death) was observed at the high dose in the rat study and at al doses in the rabhit study.
Ina pen/gostnatal reproductive study in rats, no drug-refated 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 mgym? basis. However, in a prehmlnary perifpostna-
tal study, there were increases in fetal and pup death, and decreases in mean liter ‘Imth at 150 my/kg, or 3.0 times
the maximum human dose on a mg/m2 basis. There are no adequate and well-controlied studies in pregnant women
and quetiapine snould be used dunng pr naney anly if the potential beneftjustiies the potentia risk to the fetus.
Labor and Delivery: The L on labor and delivery in humans is unknown. Nursing Mathers:
SEROQUEL was extreted in mllk 01 neated ammals during lactation. It s not known if SEROQUEL is excreted i ln
human milk, 1t is recommended that women receiving SEROQUEL Shouk! not breast feed. Pedlatric Use: The safe-
ty and effectiveness of SEROQUEL in pediatric Igatients have not been established. Geriatric Use: Of the approxi-
mataly 3400 patients in clinical Studies with SEROQUEL, 7% (2 ‘L 32) were 65 years of age or ovr n general, there
'was o indication of any different talerabllny of SERDQUEL in the elderty compared mzaunqer adutts. Nevertheless,
the presence of factors that might decrease pharmacokinetc clearance, increase the pharmacodynamic response to
SEROQUEL, or cause poarer tolerance or orthostasis, should lead to consideration of a lower starting dose, Slower
titration, and careful montoring 52 during the initial dosing period in the eiderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in edderty patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived fram a clinical trial database for SEROQUEL cansisting of
over 3000 patients. This database includes 405 patients exposed 1o SEROQUEL for the treatment of acule bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal suh]eﬂs exposedto 1 o
more doses of SEROGUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximate-

Iy 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in muttiple dose
effectiveness trials, and their experience correspanded to approximately 914.3 patient-years. The conditions and
duration of treatment with SEROQUEL varied greatly and included (in overiapping categories) open-label and dou-

ble-blind phases of studies, inpatients and outpatients, fixed-dos and dose-titration studies, and short-term or
longer-term exposure. Adverse reactions were assessed by collecting adverse events, resuts of physical examina-

tions, vital signs, weights, laboratory anaiyses, ECGs, and resuts of apthalmologic examinations. Adverse events
mJnng exposure were obtained by general nquiry and recorded by ciical investigators using terminology of their
own choasing. Consequent, & is not possitie fo provide a meaningful estimate of the progorion of individuals
experienicing adverse events without first grouping similar types of events irto a smaller number of standardized
event mi:gnnes In the tabies and tabulations that follow, standard COSTART terminology has been used to classi-
fy reported adverse events. The stated frequencies of adverse gvents represent the proportion of individuals who
experienced, at lgast once, a treatment-emergent adversa event of the ype listed. An event was considered treat-

ment emergent i it occurred for the firs ime or worsened while receving therapy following basefing evaluation.

Adversa Findings Obsarved in Short-Term, Controlled Trials: Advarse Evants Assoclatad with Discontinuation of
Treatment in Short-Term, Placebo-Gontrolled Trals: Asvte ‘Bipotar Mania: Overall, discontinuations due to
adverse events were 5.7 % for SEROQUEL vs. 5.1% for placeba in monotherapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. Sehizaphrenta: Overall, there was littie diference in the incidence of discontinuation
due to adverse events {4% for SEROQUEL vs. 3% for| placebo) in a pool of controlied trials. However, discontinua-
tions due to somnolence and hypotension were considered to be drug related (se PRECAUTIONS): Somnolence
.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo. Adverse Events Occurring at an Incidenca of
1% or More Among SEROQUEL Treated Patients in Shorl-Term, Piacebo-Controlled Trials: The prescriber shoukd
be aware that the figures in the tabies and tabutaians cannot be used to predict the incidence of side effects in the
course of usual medical practice where patient characteristies and othes factors differ from those that prevailed in
the clinical trials. Similarly, the cited frequencies cannot he compared with figures obtained from other clinical inves-

tigations invalving different treatments, uses, and invesfigators. The cited figures, however, do provide the pre-
scribing physician with some basis for estimating the relative cantribution af drug and nondrug factors to the side
effect incidence in the population Studied. The following treatment-emergent adverse experiences occurred during
acute mem%gf schizophrenia (up to & weeks) and bipolar mania (up to 12 weeks) in 1% or more of patients treat-

ed with SEROQUEL (doses ranging from 75 to 800 mg/iday) where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients, Treatment-Emergent Adverse Experience Incidence in

or 0.01 times the maximum human dose on a mg/m2
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3 to 12-Week Placebo-Controlled Clinical Trials? for the Treatment of Schizophrenia and Aeure Bipolar Mania
#monatneranyg Body a5 a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cardlovascular:
lachycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, Vommn% Dysg ia, Gastroenteritis,
Gamma Glutamyl, Transpeptidase Increased; Metabolic and Nutrlunnul Weight Gain, SGPT Increased, SGOT
Increased; Nervous: Agitation, Somnalence, Dizziness, Anxiety Ruplrlmg Pharyngitis, Rhinits; Skin and
Appendages: Rasti; srlﬂﬂl Sanses: Amblyopia 1 Event for which the SEROGUEL incilence was equal to or less
than placebo are nat fisted in the table, but included the following: accidsntal injury, akathisia, chest pain, cough
increased, depression, diarrhea, e)draryramadal syndrome, hostilty, hypertension, hypertonia, hypotension,
increased appetite, infection, |nsomn1a leukopenia, malaise, nausea, nervousness, parestesia, peripheral edema,
swaating, tremaor, and weig! 5, the mast commanty abserved adverse events associated with
the use of SEROQUEL |mc4denee al 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence (18%), dizziness ‘11%) dry mouth (9%), canstipation (8%), SGPT increased (5%),
weight gain (5%), and yspepsia (5%). The following treatment-emergent adverse e)a)enenoes accurred during
therapy {up to 3-weeks) of acute manla in 5% or more of patients treated with SEROQUEL {doses ranging tmrn
100to 0 meiday) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with
SERQQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Ex rignce
Incidence in 3-Week Placebo-Controlled Clinical Trials! for the Trutmem of Acute Bipolar Mania (Adjunct Therapy):
Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hywens»on
Digestive: Dry Mouth, Censnnanon Metabollc and Nutetional: Walnm Gain, Nervous: Somnolence, Dizziness,
Tremor, Agftation; Rup ory: Phiaryngitis. ' Events for which the SEROQUEL incidence was equal to or {oss than
placebo are ot isted in the table, but included the . akathiia, dfarrhea, insominia, and nausea. In these
studies, the most commonly observed adverse evont assogated with he use of SEROQUEL (incidence of §% or
grea?er) and observed at a rate on SEROQUEL at least twice that of placebo were somnolenca (34%), dry mouth
{19%), asthenia QO%E constipation (10%), abdominal pain (7%), postural hypotension (7%), pharyngits (E%?
and weight gain (6%). Explorations for interactions on the hasis of gender, age, and race did not reveal any clinically
'm;lul differences In the adverse event occurrence on the basis of these demographic taelms nm
Ilone ency of Adversa Events in Shor-Temm, Placabo-Controlled Trials: Dose-rolated Adverse Eve
Spontaneously elicited adverse event data from 2 sluay of schizophrenia cnmpann? five fixed doses of SEROOUEL
(75 g, 150 mg, 300 mg, 600 mg, and 750 mp/day) to placebo were explored for dose-relatedness of adverse
events. Logistic regression analyses revsaled a positive dase response (p<0.05) for the following adverse events:

dyspepsia, abdominal pain, and weluhtqaln Extrapyramidal Symptoms: Data from one 6-week clinical trial of schiz-
fla comparing five fixed doses 75 150, 300, 860, 750 nmlde{ rovided evidence for the fack
] and dose-Telateiness for EPS associted with SEROQUEL

of treatment-emergent emnymrnmal syrnptoms &
treatment, Three methods were used to measura EPS: (1) Simpson-Angus total score (mean change from base-
fine) which evaluates panunsnmsm and akathisia, (2) incidence of spontaneous complaints of EPS (axathisia, aki-
nesia, cogwheel rigidity, exrapyramical syndrome, hypertonia, fypokinesia, neck rigidily, and tremor), and (3) use
of anticholinergic medications to treat emergent EPS. In six additional Iaceho—contmledchmul trials trials {3 in
acute mania and 3 in schizophrenia) using variabie doses of SER OU 1, there were no differences the
SEROQUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson Angus fotat scores,
spamaneeus complaints of EPS and the use of concomitant anticholinergic medicaticns m treat EPS. Vital Signs
and Labaratory Studles: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotension (see PRE-
CAU7|0NS) w-mm Galn: In schizophrenia trials the proportions of patients meeting a weight gain criterion of >7%
of Doty weight were compared in a poct of four 3- to &-week placebo-Controlled clinical trials, raveling &
calty significantly greater incidence af weight gain for SEROQUEL (23%) compared to placebo (6%). In mania
monatherapy trials the proportions of patients megting the same wexght gain oriterion were 21% compared 10 7%
for placebo and in mania adjunct therapy trials the propomon of patients meeting the same weight citerion were:
13% compared to 4% for placebo. L%nnm Changes: An assessment of the premarketing experiance for
SEROQUEL suggested that it is associated with asymntomanc increases in SGPT and increases in both total cho-
lesterol and trigtycerides {see PRECAUTIONS). An assessment of hematologi EOR ﬂammeters in short-term, placebo-
controlled trials revealed no clinically |mrnnam differences between SEROGUEL and placebo. ECG cnlnuu
Between group comparisons for pooled placebo-controlied trials revealed no seansncally significant
SEROQUEL/placebo differences in the proportions of patients experiencing patentially important chianges in ECG
parameters, including T, QTc, and PR intervals, However, the propartions of patients mesting the criteria for tachy-
cardia were compared In tour 3 1o G-waek placebo-contrailed clinical trials for the treatment of Schizophrenia
revealing a 1% gusse) incidence for SEROQUEL comparad to 0.6% (1/456) incidence for placebo. In acute
monothera) a‘ ipolar mania trials the rogomons of patiénts meeting the critenia for tachycardia was 0.5%
11192) for SEROQUEL compared to 0% r0/1 8) incidence for placebo. In acute bipolar manla {adjunct) trials the
proprtions of pat Eonents meeting the same criteria was 0.6% (1/186) for SEROQUEL comparsd to 0% é 71) inci-
dance for placebo. SEROQUEL usé was associated with & mean increase in heart rate, assessed by ECG, of 7 beats
per minute compared to a mean increase of 1 beat per minute amenmplacebo patients. This sllsm tendency totachy-
caydia may be related to SEROQUEL' potential for inducing orthostatic changes (see PRECAUTIO! SZ) Other
Adverss Events Observad During the Pre-Marketing Evaluation of SEROQUEL: Following is a list afc START
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 mg/ay during any phas of  tal with-
inthe premarketing database of anpmxm\ateiy 2200 patients treated for shizophrenia, Al reported events are inciud-
&d except those already fistad in Table t or elsewhers in labeling, those events for which a drug cause was remote,
and those event terms which were so qeneral as 10 be uninformative. It is important to emphasize that, athough the
events reported occurred during treatment with SERGQUEL, they were not necessarily caused by it. Events are fur-
ther cateqorized by body system and listed in order of decraasing frequency according to the turovn definitions:
frequent adverse events are those occurring in at east 14100 patients (anly those not already listed in the tabulated
results from placebo~controlled triais apoear in this tisting); infrequent adverse events are those nccumnq m 1/100
10 1/1000 patients; rare events are those nccumng in fewer than 1/1000 patients. Narvous
tonia, dysarthria; infrequent: abnormal drearms, dyskinesia, thinking ehnormal fardive dysi nesia, vertigo, invol nn
tary movements, confuslon, amnesia, psychosis, hallucinations, hyperkinesia, fibido increased", unnalg retention,
incoordination, naranom reaction, abnormal w oclonus, nelusmns manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxism, caatonic reaction, hemiplegia; Rare: aphasia, bucceglossal syndrome, choreoathetoss,
delmum emotional lability, euphena libdo decreased”, neuralgia, stuftering, subdural hematoma. Body as a
jent: flu syndrome; /s  neck pain, reMc pain*, Suicide attempt, malaise, nhmosensmvny eac-
nen chlls, ace edema, manilasis; Rare: ahenmen enlarged. Dlnwm Systom:
increased salvation,increased appetite, gamma glutamyl transpeptidasg increased, omqwms dysphaon flatulerce,
enterits, gastrits, hemorhoids, stomatits, thirst, tooth caries, fecal incontinence, gastroesophageal reflux,
qum hemorrhane, mouth ulceration, rectal hemormage, lon ue edema; Rare; glossitis, hematemesis, intestinal
obstruction, melena, pancreatts. Cardlovaseular Systom: ! palpitation; vasodilatation, QT
interval prolonged, migraine, bradycardia, cerebral |scnem|a lrrenular puise, T wave abnormalny bundle branch
black, eevebravascular accident, deep thrombophlebits, T wave inversion; Rave: angina pectoris, atrial fibrillation,
AV block first deqree, cangestive heart failure, ST alevatad, thrambaphiebitis, flattening, ST abnarmality,
increased QRS duration. Respiratory System: pnaryn?ms fhinitis, cough increased, nea
Infraquent: pneumonia, epistaxis, asthma; Rars: hiccup, hyperventlallon Metabolic and Nutiional
Fraquent; peripheral edema; infrequent: welnm loss, alkaling phosphatase increased, hyperiipemia, alcohal mtoler
ance, denydration, hyperglycemia, creatinine |nueased nypouweemn Rare: glycosuria, gout, hand edema,
nypokalemla water intoxication. Skin and Appendages Sym Fraquent: sweating, Infrequant: prurits, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer Rare: extaliative dermatits, psoriasis, skin
discoloration. Urogenital . Infroquent: dysmenermea vaginitis*, urinary incontinence, metrormagia‘,
impatence*, dysuria, vaginal maniliasis*, abnormal ejaculation*, ,nys1 inary frequency, amenarrhea®, fomale
Jactaton”, leukorrhea, vaginal hemonnane vuhvovaginits* orchits”; Rare; gynecomasta®, nocturiz, pnlyuna
acule lndney failure. Snml Sanses: mhnmnrcomunctwms abnormal vison, dry eyes, tinnitus, taste perver-
Sion, blepharits, eye pain, Rare: abnarmality of accommodation, s, glaucoma. Mussuloskeietal
Inﬂlqmr pamoloqmal framure myasthenia, twm:mnp arthral la arthrits, leg cramps, bone pain. Homlc and
Lymphatic System: Frequant: leukopenia; Infrequent: lekocylosis, anemia, ecchymosis, eosinophilia,
hyuocnromn anemia; lymphadenopathy, cyanosis; Aare: hemolysis, hromboc openia. Endocsine System:
rAy‘rothymdlsm diabetes melitus; Rare: hyperthyroidism. ‘adjusted for gender Post Marksting
Emdunu Iverse evanits reported since manket introduction which were temporally related to SEROQUEL ther-
apy include: leukopenia/neutropera. If a patient develops a low whits call count consider discontinuation of thera-
pY. Possihie risk factors for leukopenia/neutrapenia include pré-existing low white call count and history of drug
Iniduced leukopenia/neutropenia, Other adverse events reported since market introduction, which were temporally
retated to SEROQUEL therapy, but not necassarity causally related, Include the following: auranulncylos:s anaphy-
Isa‘xgunmmtremm rnabdom)éolysn syndrome of inappropriate antidiuretic hormane secretion {SIADH), and
SOR Syndrome:

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SERGQUEL is nota controlied substance. Physical
and Psychologic dependance: SEROQUEL has not been systematically studied, in animals or humans, for s poten-
tial for abuse, tolerance or physical dependence. While the clinical trials did not reveal any tendency for any drug-
seeking behavior, thes observations were not systsmatic and it is not possible to predict an the basis of this imit-
ed exparienice the extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed.
Gonsequentl, patients should be evaluated caretullz for a history 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-sesking behavior.
OVERDOSAGE: Human experlence: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage
was limited in the clinical trial database (6 reports) with estinated doses sanging from 1200 mg to 9600 mg and
1o fatalities. In general, Le’)nned signs and symptoms were thase resuting from an exaggeration of the drug's
known pharmacological eftects, i.¢., drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose of 9600 mg, was associated with hypokalamia and first degres heart block. In post-mar-
keting experience, thera have been very rare reports of eve jose of SEROQUEL alone resutting in death, coma or
QT prolongation. Management of Gverdosaga: In case of acuts overdosage, establish and maintain an airway
and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, f patient is unconscious) and
administration of activafed charcoal togsther with a laxative should be considered, The possihility of obtunda-
tion, seizure or dgmmc reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis. Cardiovascular monitoring should commence immediately and should incfude continuous elec-
trocardiographic monitoring to detect passible arrhythmias. I antiarrhythmic therapy is administered, disopyra-
‘i, procainamide and quiniding camy a theoretical hazard of acdilive GT-prolonging efiects when administered
in patients with acute overdosage of SEROGUEL. Siilarly it s reasonabls to expect that the alpha-adrenergic-
blocking properties of hretyhum ml&) be additive to those of quetiapine, resulting in prablematic nypotenslen
There is no specific antidote to SERGOUEL, Therefore appropriate Supportive measures should be instituted. The
possibility of multiple drug |nvolvemen: shoukd be considered. Hypotension and circulatory coflapse sheuld be
treated with appropriate measures such as iniavenous fluids and/or sgmpathomlmenc agents (epinephrine and
ming shauld not be used, since beta stimulation may worsen hypotension in the setiing of quetiaping-
ced alpha blockane} In cases of severe extrapyramidal symptoms, anticholinergic medication should be
admmlslered Close medical supervision and monitoring should continus until the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of comparies.
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« Effective so patients improve':
- Trusted tolerability

so patients can stay
on treatment***
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The safety and efficacy of SEROQUEL in pediatric patients have not been established.
Patients should be periodically reassessed to determine the need for continued treatment.

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

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

The most common adverse events associated with the use of SEROQUEL were somnolence, dry mouth, dizziness,

constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

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

lithium or divalproex 3.6%, lithium or divalproex alone 5.9%). ®
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AstraZeneca Pharmaceuticals LP, Wilmington, Delaware. 25mg, 100 mg, 200 mg & 300 mg tablets
To prevent medication errors, write “ SEROQUEL ” clearly : :

AstraZenecaC? on your Rx pad. Spell “SEROQUEL” clearly over the phone. I:"' St'l in E "‘ Bﬂlm l! Ilt

AstraZeneca Pharmaceuticals LP  Please see Brief Summary of Prescribing Information on following page.
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