BRIEF SUIMMRV of PRESCRIBING INFORMATION

IIIDWKI'IBIB 0 USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
associated with bipolr | disorder, as either monotherapy or adjunct therapy to lithium or divalproex.
efhcacy of SEROQUEL in acute bipolar mania was established in two 3-week monatherapy trials and one 3-week
ad;urm therapy tril of blpo{ar | patients iniialy hospitalized for up to 7 days for acute mania. Effectiveness for
ot been systematicalty evaluated in clinical trials. Therefore, the physician who elects to use
SEHOOUEL for mnded penoos shoutd aenomcally re-gvaluate the long-term risks and benefits of the drug for
the individual pati SEROQUEL is mdmated for the treatment of schizophrenia. The efficacy of
SEROOUEL in scmzwnrenla was estaohsned in short-term (B-week) controbled triats of schizophrenic mpabems

he ffectiveness of SERDOUEL in Jong-term use, that s, for more than 6 weeks, has not been syste!
evaluam in controfied trials. Therefore, the physician who elects to use SEROQUEL for extended periods shoukl

, periodically re-evaluate the long-term use1u|ness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL s contraindicated n individuals with a known hypersens'nmly to this medica-
tian or any of fts ingredients.
WARNINGS: Nowroleptic lhll nant ime (NMS): A potentialty fatal symptom complex sometimes referred to
as Neuroleptic Mal rome (NM nas been reported in association with administration of antipsychotic
mcludmu SE OOUE Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
NM are yperpyrexia, muscle rigidity, aftered mentaf status, and evidence of autonamic instabiiity (iregular pulse
or bicod pressure, tachycardia, dlaphorws and cardiac dysehythmia). Additional signs may inciude elevated crea-
tine phosphokinase, myoglobinuria {rhabdomyolysis) and acute renal failure. The diagnastic evaluation of patients
with this syndrome is complicated. In arriving at a diagnasis, it i impartant to exclude cases where the clinical pre-
sentation includes both serious medical iliness (e.g., Eneumonla systemic infection, etc.) and untreated or inade-
quately reated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential dlag
nosis include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CN
pathology. The management of NMS shaud include: 1) immediate discontinuation of antipsychotic drugs and ather
drugs not essenat to concurrent therapy; 2) intensive Symptomatic treatment and medlical monitoring, and 3) treat-
ment of any concomitant serious medical probiems for which specific treatments are availabie. There s no general
agreement about specific pharmacakogical treatment regimens for NMS. If a patient requires antipsychotic drug
reatment after recovery from NMS, the potential reintroduction of qu therapy should be carefully considered. The
patient should be carefulty monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A sy-
drome of potentially irreversible, invotuntary, ic movements may devetop in patients treated with antipsy-
chotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, it is impossible to rely upon prevalence estimates to predict, at the |ncepl|on of antipsychatic treatment,
which patients are fikely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia fs unknown. The risk of developing tardive dyskinesia and the likelinood that it wil become
irreversible are bedieved 1o increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, akthough much less commonly, after rel-
atively brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesa
althaugh the syndrome may remi, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, itself, howevey, may suppress (o namaw ef%ess)me signs and symptoms of the syndrame and there-
by may possibly mask the undestying process. Tl ptomatic suppression has upon the long-term
course of the syndrame is urknown. wen these cmsmrmns SEROOHEL ‘shouid be prescribed in a manner that
is most ikely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic ireatment should %enerally be
reserved for patients who appear to sutfer from a chranic iliness that (1| is known to respand to antipsychatic drugs,
and (2) for whom aterative, equally effective, but potentilly less harmful treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the Shortest duration of treatment produc-
o’? asatisfactory clinical response should be soughn. The need for confinued treatment should b reassessed peri-
mw it stqns and sympoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
However, some patients may require treatment with SEROQUEL despite the presence of the syn-
umme I!yplmlyumu and Diabeles Mellttus: Hyperglycemia, in some cases extreme and associated with ketoaci-
Pgl{pﬂosmﬂav coma or death, has been reported in patients treated with atypical antipsychotics, including
SEROOU Assessment of the relationship between atypical anunsyehonc use and glucose abnormalies is cam-
plicated by the possibiity of an increased bacquound Tisk of diabetes melitus in with schizophrenia and
the increasing incidence of diabetes mellitus in me ueneraj popuiation. Given these confounders, the relationship
between atypical antipsychotic use and elated adverse events is not cornnletely understood.
However, epidemiological Studies suggest an mcreased nsk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the sychotics. Precise risk estimates for yperglycemia-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 regularly for worsening of glucase
contral. Patients with risk factors for diabetes meffitus {eg, obesity, family history of diabetes) who are stariing treat-
ment with antipsychotics shoukd undevuo fasting blood glucose testing at the beginning of freatment and
periodically during treatment. Any patient treated aiymcal antipsychotics should be manitored for symptoms of
iperglycemia including potydipsia, potyuria, polyphagia, and weakness. Patients who develop symptoms of hyper-
ghycemia during treatment with alyplral anllpsyelmcs should underge fasting blood giucose testing. n some cases,
hyperglycemia has resoived when the atypical antipsychotic was discontinued; howeves, some patients required
continuation of ant-giabetic treatment despite discontinuation f the suspect drug.

PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated
‘with diziness, tachycardia and, in some patients, syncape, especially during the initial dose-titration period, prob-
ably reﬂemnq its o -adrenergic antagonist properties. Syncope was reported in 1% 32312567) of the patients
freated with SERUOUEL cnmpaved with 0% (0/607) o placebo and about 0.4% (2/527) on active oomrol drugs,
SEROQUEL should be used with particular caution in patients with known cardiovascular disease (history of
myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease
or conditians which would predispose patients to nsion {dehydration, hypovolemia and treatment with anti-
hypertensive medications). The risk of orthostatic hypotension and syncope may be minimized by limiting the ini-
tial dose to 25 mg bid. i hypmensnn oceurs during titration to the target dose, a return to the previous dose in the
litration schedule 1S appropriate. Cataracts: The devel of cataracts was observed in assoclation with que-
tiapine treaiment ln chronic dog shidies (m Animal uxleolm in Prescribing Information). Lans changes have
also been obsarved in pationts during long-erm SEROQUEL treatment, but a causal relationship fo SEROQUEL
use has not been . Nevertheless, the possiility of Tenticular changes cansot be excluded at this
time. Thorefore, sxamination of e lans by ‘metiads to detect cataract formation, such as siit lamp
exam of other urnwl sensitive methods, is recommended at inittation of treatment or shorlly thereatier,
and a1 6 month intervals chronic treatment. Seizures: During clinical trials, seizures occurred in 0.6%

{18/2792) of patents treated with SERODUEL compared 1o 0.2% (1/807) on placebo and 0% (4527) on actve 2SS Fre

control drugs. As with other antipsychotics SEROGUEL should be used cautiously in patients with a history of
seizures or with conditions that poumlally lower the seizure threshold, e.. Alzheimer's dementia. Conditions that
fower the seizure threshold may be more prevalent in a popudation of 3 years or older. idism: Clinical ri-
als with SEROQUEL demonstrated a dose-related decreas in total and Iree thyraxinie (T4) of approximatety 20% at
the higher end of the therapeutic dose range and was maximal n the first two 1o four weeks of treatment and main-
tained without ion or progression during more chronic therapy. Generally, these changes were of no clinical
significance and TSH was unchamed in most patients, and levels of TBG were unchanqed [n nearly all cases, ces-
sation of SEROQUEL treatment was associated with a reversal of the effects an total and free T4, imespective of the
duration of treatment. About 0.4% gzmsn of SEROQUEL patients dic experience TSH increases in monothera-
py studies. Six of the with TSH increases e thyroid treatment. I the mani adjonct stud-
es, where SEROQUEL was added 10 lithium or dwalpnme 12% (24/196) of SEROQUEL treated patients compared
1o 7% {15/203) of placebo treated patients had elevated TSH levels. Of the SEROQUEL treated patients with elevat-
d TSH levels, 3 had simultaneous low free T4 lwels Mmml and Trigtyceride Elevations: In schizophrenia tri-
als, SEROQUEL-treated patients had increases from baseine in cholesterol and triglyceride of 11% and 17%,
Tespectively, compared to Slight decreases for p(acebo . These changes were onfy weakly related to the
increases in weight observed in SEROQUELtreat Ilywpml:cummla Although an efevation of pre-
lactin levels was not demonstrated in chnical tnais with SEROQUEL, inereased prolactin leveis were observed in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue culure expeniments indicate that approximately one-third of human breast cancers are pro-
lactin jent i vitro, a factor of potential importance if the prescription of these drugs is contemplated in a
patient with previously detected breast cancer. Athough disturbances such as galactorrhea, amenorrhea, gyneco-
mastia, and impotence have been reported with prolactin-tlevating compounds, the clinical significance of sievated
‘serum prolactin leveds is unknown for most . Neither clinical studies nor epidemigkogic studies conducted
1o date have shown an associalin between chranic adminisration f this class of drugs and tumorigenesis in
humans; the avallable evidence is considered too limited to be conclusive at this time. Transaminase Elevations:
Asymptomatic, transient and reversible elevations in serum transaminases (primany ALT) have been reparted. In
schizophrera tials, the proportions of paients with transaminase efevations of > 3 times the upper limits of the
normal reference range i a pool of 3- to 6-week lled triats were approximately 6% for SEROCUEL
compared to 1% tov Placebo. In acute bipolar mania trials, the proportions of patients with fransaminase elevations
obanmmheuw«lmmmmmamfefencerammapoolms 1o 12-week placebo-controlled trials were
approvimatety 1% for both SEROQUEL and placebo. These hepatic enzyme elevatians usualty occurred within the
first 3 weeks of drug treatment and pfompﬁy returned to pre-study levets with angaing treatiment with SERGQUEL.
Polentlal for Motor impairment: Somnolence was a commony reported adverse event reported in
patients treated with SEROQUEL especnaw during the 3-5 day period of initial dose-titratior. In schizophrenia triaks,
somnalence was reported in 18% of patients on SEROQUEL wmpared ta 1% of placebo patients. In acute bipo-
lar mania trials using SEROQUEL as mon /, somn in 16% of patients an SEROQUEL
compared 10 4% of placebo patients. In acute bi mamatnals usmg SEROQUEL as adjunct therapy, sommolence
Was reported in 34% of patients on SEROQUEL compared . Since SEROQUEL has the
potential to impair judgment, thinking, or motor skiks, panems should be cautioned abaut performing activities
requiring mental alertness, such as operating  motor vehicle (including avtomobiles) or aperating hazardous
machinesy until they are reasonably certain that SEROQUEL therapy does not affect them adversely. Priapism: One
case of priapism in a patient receiving SERDGUEL has been reported prios to market introduction, While & causal
telationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic blocking effects have
been reported to induce priapism, and itis possible thiat SEROQUEL may share this capacty, Severe priapism may
requie surgical intervention. Body Temparaturs Regulation: Although not reported with SEROQUEL, disruptien
of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appmpnme
care is advised when prescribing SEROQUEL for patients whto will be experiencing conditions which may con-
ribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, recelv-
ing concomitant medication with anticholinergic activiy, or being subject to dehydration. Dysphagia: Esophageal
dysmofikty and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and Mmortality in esderly patients, in particular those with advanced Alzieimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneuntonia,
Suicide: The possibility of a suicide attempt is inherent in bipokar disorder and schizophrenia: close supervision of
drug therapy. Prescriptions for SEROQUEL should be written for the smallest

high risk patients should accomy
quantity of tablets consistent with good patient managementin order to reduce the rsk of overdose. Use in Patients
with Concomitani Uiness: Clinical ¢ with SEROQUEL in patients with certain concomitant systemic ifl-

nesses is limited. SEROQUEL has ot been evaluated or used to any appreciable extent in patients with a recent his-
tovy of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
keting clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should be cbserved

aly affegt ther adversely.
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The i cardiac patients (see Orthostatic Hypotension). Information for Patients: Physmlans are advised to discuss the

following issues with patients for whom they prescribe SERGQUEL. Or ic Hypotension: Patients Should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day period of inial dose ttration, and also
attimes of re-initiating treatment of increases in dose. Interfarence with Cognitive and Mol tor Porformante: Since
somnolence was a commenly reported adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnolence, especially during the 3-5 day period of initial dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operallng 2 motor vehicle (including
automobiles} or operating hazardous machinery, untilthey are reasonably certain that SEROQUEL therapy does not
Pregnancy: Patients shoud be advised to notify their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed ifthey are taking
SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or pan to take, any prescription or over-te-Counter drugs. Alcohol: Patients shouid be
advised to avoid cansuming alcohalic beverages ‘while taking SEROUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Laboraory Tasts: No spe-
fic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have nat been extensively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, cau-
tion shauld be used when it is taken in combination with other centrally acting drugs SEROQUEL potentiated the
cognitive and motor effects of aicahof in a clinical trial in subjects with Selected psychatic disorders, and alcoholic
beverages should be avoided while taking SERGQUEL. Because of its patential for inducing nypoteﬂsmn SEROQUEL
may enhance the effects of ceriain antihypertensive agents. SEROQUEL may antaganize the effects of levadopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiaping 5250 mg
1id) and Ehenytom {100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SERDQUEL may be required to maintain cortro! of symptoms of schizophrenia in patients receiving quetiapine ang
phenytoin, or other hepatic enzyme inducers {e.J., carbamazepine, barbiturates, ritampin, glucocorticoids). Caution
shovld be taken if phenytoin is withdrawn and repiaced with a nonﬂ‘_nducer (e., vaiproate). Divalproex;
Coadministration of quetiapine {150 mg bid) and divalproex (500 mg bid) increased the mean maximum piasma
concentration of quetiaping at steady state by 17% withaut affecting the extent of absorptian or mean oral clearance.
Thioridazine: Thioridazine (200 mg bid) increased the orai clearance of quetiapine (300 mg bid) by 65%.
Cimetidine: Administration of muttiple daily doses of cimetidine (400 mip tid for 4 days) resulted in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is not required when it is
given with cimetidine. P450 3A Inhibitors: Coadministration of ketoconazole (200 mﬁ once daily for 4 days), a potent
inbibitor of eytochrome P450 34, reduced oral clearance of quetiapine by 84%, resufting in 2 335% increase in max-
imurn plasma cencentration of quetiapine. Caution is indicated when SERDQUEL s administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e.q., iiraconazole, fluconazole, and erythromyciny. Flugetine,
{mipramine, Haloperidol, and Risperidone: Coadministration of fluoxetine (60 mg once daily); imipramine (75 mg
bid), haloperidol (7.5 mg bid), or risperidane (3 mg bid) with quetiapine (300 g bid) did not ater the steady-state
pharmacokinetics of quetapine. Efect of Quetiapine on Gther Drugs: Lorazepam: The mean oral clearance of
lorazepam (2 m, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dos-
ing. Divalgroex: The mean maximurn concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 10 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid).
‘The mean oral clearance of total valproic acid (administered as ivalproex 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-
iapine (250 mg fid) with ithium had o effect on any of the steady-state pharmacokinetic parameters of itium.
Antipyrine: Adaminisiration of multiple daily doses up to 750 mg/day (on a lid schedule} of quetiapine to subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery
of antipyrine metaboltes. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impairment
of Fetility: Carcinogenesis: Carcinogenicty studies were conducted io C57BL mice and Wistar rats. Quetiapine was
administered 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,
and 250 mo/kg for two years. These doses are equivalentto 0.1, 0.5, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mg/mZ basis {mice) or 0.3, 0.9, and 3.0 times the maximum human dose on @ my/m2 basis
rats). There were statistically significant increases in thyroid giand follicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m? basis and in male rats at a dose of 250
mgykg or 3.0 times the maximum human dose on 2 mg/m2 basis. Mammary gland adenocarcinamas were statisti-
cally significantly increased in female rats at al doses tested (25, 75, and 230 m/kg or 0.3, 0.9, and 3.0 times the
maxmum recommended human dose on a mg/m? basis). Thyroid follicular el adenamas may have resutted from
fation of the thyroid gland by thyroid stimulating hormone (TSH) resuiting from enhanced metabolism
and clearance of thyroxine by rodent fiver. Changes in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were observed in subchronic toxicity studies in rat and mouse and in a 1-year toxicity study in rat, 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 in a 1-yr toxicity study Showed that quetiapine increased
‘median serum prolactin levels 2 maximum of 32- and 13-fold in male and female rats, respectively. Increases in
mammiary neoplasms have been found in rodents after chranic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The refevance of this increased incidence of prolactin-mediated mammary
gland tumors in rats to human sk is unknown (se Hyperprolactinemia in PRECALITIONS, General). Mutagenssis:
The mutagenic potential of quetiapine was tested in Six i viro bacterial gene mutation assays and in an in vitre
mammalian gene mutation assay in Chinese Hamster Ovary celis. However, sufficiently high concentrations of que-
fiapine may ot have been used for af tester slrams Ouetlapme dld pmduoe & reproducible increase |n muations in
ne Salmonella typhimurium tester strain in the preser jo evidence of ck
fial was obtained in an in vitre chromosomal aherratlon assay in cuftured human lymphocytes or in the i nvivo
micronucleus assay in rats. lmpaiment of Feniility: Quetiapine decreased mating and fertilty in male Sprague-
Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on & mg/m? basis.
Drug-Telated effects included increases in interval to mate and in the number of matings required for Successful
impregnation. These effects continued to be observed at 150 mg/kg even after a two-week period without treatment,
The ne-effect dose for impaired mating and fertlity in male rats was 25 mg/kg or 0.3 times the maximum human
dose on a my/m2 basis. Quetiapine acversely affected mating and fertiity in female Sprague-Dawtey rats at an oral
dose of 50 miykg, or 0.6 times the maximum human dose on a mg/m? 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-
lar estrus cycles was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on a
mi/m basis, The no-effect dosg in female rats was 1 mg/kg, or 0.0t times the maximum human dose on a mg/m?
gnancy: Pregnancy Category G: The teratogenic potential of quetiapine was studied in Wistar rats and
Dutch Beted rabbits dosed during the period of organogenesis. No evidence of a teratagenic effect was detected in
rals at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose a a mg/m? basis of in rabbits at
250100 mo/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, fiowever, evidence of
embryo/fetal toxicty. Delays in skeletal ossfication were detected in rat fetuses at doses of 50 and 200 mykg
(06 and 2.4 times the maximum human dose on a mg/m2 basis) and in rabbits at 50 and 100 mgkg (1.2 and 2.4
times the maximum human dose on a mg/me basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg
and rabbit fetuses at 106 mg/kg (2.4 times the maximum human dose on a mg/m basis for both species). There
was an increased incidence of a minor soft fissue anomaly {carpaltarsal flexure) in rabbit fetuses at a dose
of {24 times the maximum human dose on a mg/m? bass). Evidence of maternal toxiciy (ie., ecreases
i body weight gain and/or death) was observed at the high dose in the rat study and at al doses in the rabhit study.
I+ peri/postnatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/g
or 0.01,0.12, and 0.24 times the maximum 'human dose on a mi/m? basis. However, in a prellmmary peripostna-
tal stuay there were increases in feta} and pup death, and decreases in mean iitter weight at 150 mgkg, or 3.0 times
the maximum human dose on @ mg/me basis. There are no adequate and welmomrolled studies in pregnant women
and quetiapine should be used during pregnancy only if the patentil benefit justifies the potenal rsk to the fetus.
Labor and Delivery: The effect of SEROQUEL on labor and defivery in humans is unknown. Kursing Mothers:
SEROQUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excreted in
human milk. It i recommended that women receiving SERDQUEL should not breast feed. Pediatric Use: The safe-
ty and eﬂectvveness of SEROQUEL in pediatric patients have not been established. Geriatric Use: Of the approxi-
3400 patients in clinical studies with SEROQUEL, 7% (232) were 65 years of age or over. In general, there
ms 0 indication of any diferent tolerabilty of SEROQUEL in the eldesly compared to Kcunger adutts. Nevertheless,
the presence of factors that might decrease pharmacokinetic clearance, increase the pharmacadynamic response to
SEROQUEL, or cause poorer tajerance or ortftastasis, should lead to consideration of a lower starting dose, slower
titration, and careful montoring during the initial dosing periad in the ekderly. The mean plasma clearance of
SEROQUEL was recuced by 30% to 50% in elderly patients when compared to younger patents.

ADVERSE REACTIGNS: The information below is derived from a clinical trial database for SEROQUEL cansisting of
over 3000 patients. This datahase includes 405 patients exposed fo SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal ubjects expased to 1 or
mare doses of SEROQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximate-
Iy 2700 (2308 in schizophrenia and 435 in acute bipolar mania) were patients who participated in multiple dose
effectiveness trials, and their experience comespanded to approximately 994.3 patient-years. The conditions and
duration of treatment with SEROQUEL varied greatty and included (in wenanpmg categaries) open-labe) and dou-
ble-blind phases of studies, inpatients and utpatients, fixed-dose and dose-titration studies, and shrt-term or
longer-tem expasure. Adverse reactons were assessed by collecting adverse events, resufts of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and resutts of uphtnalmoloq»c examinations. Adverse events
during exposure were obiained by general inguiry and recarded by clinical investigators using terminalagy of their
0wn choasing. CDnsequemly it is not possible to provide a meaningful estimate of the proportion of individuals
experiencing withaut first grouping similar types of into a smaller aumber of standardized
event categories. In the tables and tabulations that foliow, standard COSTART terminalogy 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 type listed. An event was considerad treat-
ment emergent if it ocourred for the first time or worsened while recetving therapy following basetine evaluation.
Adverse Findings Observed in Short-Term, Controlled Trials: Adverse Evets Associated with Discontinuation of
Treatment in Short-Term, Placebo-Controlled Trials: Acule Bipolar Mania: Overall, discontinuations due to
adverse events were 5.7 % for SEROQUEL vs. 5.1% for placebe in monotherapy and 3.6% for SERCQUEL vs, 5.9%
for placebo in adjunct therapy. Sehi a: Overall, there was (itle difference in the incidence of discontinuation
due to adverse events (4% far SEROQUEL vs. 3% for placebo) in a poal of controfled trials. However, discontinua-

tions due to somnolence and hypotension were considered to be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and H{petensmn ©.4% vs 0% for placebo. Adverse Events Oceurring at an Incidence of
1% or More Amortg SEROQUEL Treated Patiants in Short- Tenn Placebo-Controlied Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot be used to predict the incidence of side effects in the
course of usual medical practice where patient characteristics and other factors differ from those that prevailed in
the clinical trials. Similarly, the cited frequencies cannat be compared with figures obtained from other clinical inves-

figatians involving different treatments, uses, and investigators. The cited figures, however, do provide the pre-
scribing physician with some basis for estimating the relative contribution of drug and nandrug facors to the side
effect incidence in the poputation studied. The foliowing treatment- emer?em adverse experiences occurred during
acute therapy of schlzonhrema {up to & weeks) and bipoiar mania {up to 12 weeks) in % or mare of patients treat-

ed with SEROQLIEL {doses ranging from 75 to 800 miday) where the incidence in patiens reated with SEROQUEL
was oreater man the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
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3- to 12-Week Placebo-Controlled Chinical Trials! tor the Treatment of Schizophrenia and Acute Bipolar Mania
*monomerany Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cardiovascular:
lachycardia, Postural Hypotension; Digestive: Dry Mauth, Cnnsﬂpalmn Vommn%a é)epya Gasﬂnemenns
Gamma Glutamyl, Transpeptidase Increased; Metabollc and Nutritional: Weight Gain, SGPT Increased,
Increased; Nervaus: Agitton, Somnokence, Diziess, Anne Respiralot 03 Pnarynqms Rhinitis; Skln and
Mpundmn Rash; Spetiat Smn Ambiyopia ! Events Iorwnn:h the SEROQUEL incidence was equal to o less
than placebo are ot isted in the fable, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, extrapyramidal syndrome, hostility, bypertension, hypertonia, Rypotension,
incr appetits, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema,
sweating, fremor, and welgm loss. In these studies, the most commonly observed adverse events associated with
the use of SEROQUEL (incidence of 5% or greate() and abserved at a rate on SEROQUEL at least twice that of
placebo were somnolence (18%), dizziness $11%|. dry mouth (3%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia (5%). The following treatment-emergent adverse experiences occurred during
therapy (up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL {doses ranging from
100 to 800 mig/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emesgent Adverse Experierce
tncidence in 3-Week Placebo-Controlled Clinical Trials! for the Treatrnent of Acute Bipelar Mania {Adjunct Therapy):
Body as 2 Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiavascular: Postural Hypotension;
Digestive: Dry Mouth, Canstipation; Metabolic and Nutritional: Weight Gain; Nervous: Somnoience, Dizziness,
Tremor, Agitation; Respiratory: Pharyngitis. ! Events for which the SEROGUEL incidence was equal to or less than
placebo are not listed in the table, but included the following: akathisia, diarrhea, insomnia, and nausea. In thes
studies, the most commonly abserved adverse events associated with the use of SEROQUEL (incidence of 5% or
reater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence {34%), dry mouth
19%), asthenia go%y constipation (10%), abdominal gain (7%), postural hypotension 47%), pharyngits (6%),
and weight gain (6%). Explorations for interactions on the basis of gender, age, and race did not reveal any clinically
meaningful differences in the adverse event occurrence on the basis of these demographic factors. Dose
Dependency of Adverse Events in Short-Term, Placebo-Controlled Trials: Dose-elaied Adverse Events:
‘Spontaneously eiicited adverse event data from a study of schizophrenia comparing five fixed doses of SEROQUEL
(75 mg, 150 mg, 300 mg, 600 mg, and 750 my/day) to placebo were explared for dose-relatedness of adverse
events. Logistic regression analyses revealed a posmve dose response (p<0.05) for the following adverse events:
dyspepsia, abdominal pain, and weight gain. ptoms: Data from ong 6-week clinical tial o schiz-
‘aphrenia comparing five fixed doses of SEROQUE L(75 150 , 600, 750 mgldaE provided evidence for the lack
of treatment-emergent extrapyramidal symptoms gPSi and dose-retatedness for EPS associated with SEROOUEL
treatment. Three methods were used to measure EPS: |1J Simpson-Angus total score (mean change from base-
line) which evaluates parkinsonism and akathisia, {2) incidence of spontaneous complaints of EPS (akathisia, aki-
nesia, cogwhee rigidity, extrapyramidal syndrome, Sypermnla hypakinesia, neck rigidity, and tremor), and (3) use
of anfichalinergic medications to treat emergent EPS. In six additional Elaoebu -controlled clinical triafs trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences
SEROQUEL and placeba treatment groups in the incidence of EPS, as assessed by Simpson- Angus total scnres
spantaneous complaints of EPS and the use of concomitant anticholinergic medications to treat EPS. Vital Signs
and Laboratory Siudies: Vital Sign Changes: SEROQUEL is assncm wﬂh orthostatic hypotension (see PRE-
CAUTIONS). Weight Gain: In schizophrenia frials the prop f patier weight gain crit 2T
of body weight were compared in a pool of four 3- 10 6-week plaoebn—commlmd ermeal mafs revealing a statisti-
cally significantly greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania
monotherapy trals the propartions of patients meeting the same weight gain crterion were 21% compared to 7%
for placebo and in mania adjunct mefan‘tnals the n(opomon of patients meeting the same weight criterion were
13% eompared o 4% for piacebo. Laboratory Changes: An assessment of the premarketing experience for
SEROQUEL suggested that it s associated with asymptomeatic increases in SGPT and increases in both total cho-
lesterol and trglycerides (see PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-
controlled trials revealed no clincalty important differences between SEROGUEL and placebo. ECG Changes:
Between group comparisons for puoled placebo-contralled trials revealed no statistically Significant
SEROQUEL/placebo differences in the: propartions of patients experiencing potentially important changes in ECG
parameters, including QT, QTc, and PR intervals. However, the proportions of patients mesting the criteria for tachy-
cardia were compared in four 3- to 6-week placebo-controlled clinical trials for the treatment of schizophrenia
revealing a 1% {4/399) incidence for SEROQUEL compared to 0.6% {1/156) incidence for placebo. In acute
(monotheray L ipolar mania trials the propartions of patients meeting the criteia for tachycardia was 0.5%
{1192} for SEROQUEL compared to 0% (0/178) incidence for placebo. In acute bipalar mania (adjunct) trials the
proportions of patients mesting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0% éﬂn 71) incl-
dence for placebo. SEROQUEL use was asscciated 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 slight Iendenc totachy-
cardia may be related to SERGQUEL' potential for inducing unhostat;c changes (see PRECAUTIO! SE) Other
Adverse Events Obsrvad During the Pre-Marketing Evaluation of SEROQUEL: Following is a list of COSTART
terms that reflect treatment-emergent adverse events as defined in he introduction to the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at muttiple doses > 75 mg/day during any phase of a trial with-
n the premarketing database of zgpmxlmatew 2200 patients treated for shizophrenia, AN reported events are includ-
e except those already listed in Table 1 or efsewhere in labeling, those events for which a drug cause was remote,
anxi those even terms which were o general as to be uninformative. It is important to emphasize that, akthough the
events reparted accurred during treatment with SEROQUEL, they were not necessarify caused by 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 accurring in at least 1/100 patients {only those not already listed in the tabulated
results from placebo-controlled trials appear in this isting); infrequent adverse events are those occurring in 17100
10 1/1000 patients; rare events are thase oocurring in fewer than 1/1000 patients. Hervaus System: Fraqusn: hyper-
foni, dysarthria; : abnarmal dreams, dyskinesia, tinking abnorma, tardive dyskinesia, vertigo, invoiun-
tary movements, confusion, amnesia, psychasis, hallucinations, fyperkinesia, (lbido increased*, urinary refention,
incoordination, paranoid reaction, abormal gait, m(oclonus delusions, manic reaction, apathy, ataxia, depersona-
ization, stunor bruxlsm catatonic reaction, hemiplegia; Rare: aphasta huccoglossal syndmme choreoathetosis,
delirium, emotional labilfty, euphoria, libido decreased*, neuraiata stuttering, subdural hematoma. Body a5 a
Whole: nl,'ﬁusyndrome nt: neck pain, peMc pain", suicide attempt, malaise, nmmsemnwnyreac—
02 edema, moniliasis, Rara: abdomen snlarged. quuﬂn Syslom: Fraquent: anorexa
increased salwatlm increased aapeme gamma glutamyl lranspepndase increased, gingfvitis, dysnhaola flatutence,
gastroenteritis, gastritis, hemarrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal refiux,
qgum hemorrhage, mouth uloeration, rectal hemorrhage, tongue ederna; Rars: qlossitis, hematemesis, intestinal
abstruction, melena, pancreatis. Cardiovascular Syste palpitation; Infrequent: vasadilatation, QT
interval prolonged, migraine, bradycardia, cerebral ischemnia, iregular puisg, T wave abnormality, bundle branch
black, cerebrovascular accident, deep thrombophiebitis, T wave inversion; Aare: angina pectoris, atrial fibrilation,
A block first degree, congestive heart failure, ST elevated, mmrnbophlebn T wave flattening, ST abnormality,
increased QRS duration, Resplratory System: Frequent: phary H?Il thinitls, cough increased,
 pneumonia, epistaxis, asthma; Rare; hiccup, hyperventilation. Metabolic and Nutrional :
Froquent; penpneral edema; Iniraqunt: weight loss, alkaline phosphatase increased, hyperlipemia, alcohol intoler-
ance, denydration, hyperglycemia, creatinine increased, hypoglycemia; Rare: ulymsuna gout, hand edema,
hypokalemia, water intoxication. Skin and Agpendages System: Fraquant: sweating, : prurits, acne,
eczema, contact dermatids, macumpapular rash, seborrhea, skin uicer; Rare: exfoliative dermatits, psoriasts, skin
discoloration. - dysmenorea”, vaginitis, uringry incontinence, metrorrhagia”,
impotence®, dysuria, vaginal monlhaSls abnormal ejaculation”, cysmls urinary frequency, amenorrhea*, female
lactaion®, lekorrhea, , vaginal hemamuge Vulvovaginitis” orcits™; Rars;  gynecomastia”, nocturia, polyuna
acute kldney failure, Spnlal Sanses: Inlnamr conjunctiviis, aboormal vision, dry eyes, tinnitus, taste pewer
sion, blepharitis, eye pam Rare: abnormality of accommodation, deafness, glaucoma. ‘Musculoskeletal
Mmmrpamﬂoglca fracture, myasthenia, twitching, anmalula artiis, leg cramps, bone pain, Heml md
Lymphatic System: Frequent. leukopenia, Infraguant: leukocytosis, anemia, ecchymosis, eosinophilia,
hypochromic anemia; lymphadenopathy, cyanosis; Rare: hemolysis, mromh opema Endoerine System:
Infraquent: hypothymlmsm diabetes meliitus; Rare: wroidism, “adju gender Post Marketing
Experience: Adverse events reparted Since market inroducton which were tempomlly related to SEROQUEL mer-
apy include: leukapenia/neutrapenia. If a patient develops a low white cell count consider discontinuation of thera-
py Posslbw Tisk factars for leukopenianeutropenia include pre-existing low white call count and history of drug
indu penia/neutropenia. Other adverse events reported since market introduction, which were temporally
relmed to SEROQUEL therapy, but not necessarily causally related, include the following: agranulucytus|s anaphy
laxis, hyponatremia, rhabdomyolysis, syndrome of |na,opmpnate antidiuretic hormene secretion (SIADH), and
Steven Johnson syndrome (SUS).

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not ical
and Psychologlc depandance: SEROQUEL has not been systematically studied, in animals or humans, for its poten-
tial for abuse, tolerance or physical dependence. While the clinical tials did not reveal any tendency for any drug-
seeking behavior, these observations were not systematic and it s not possible to predict on the basis of this fimit-
ed experience the extent to which a CNS-active drug will be misused, diverted, and/or abused ance marketed.
Consequently, patients should be evafuated oare1ul¥ 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 Yumarale) m acute overdosage
was limited in the clinical trial database (6 reports) with estimated doses ran?ma from 1200 mg to 9600 mg and
no fatalities. In general, reported sigrs and symptoms were those resulting rom an exaggeration of the drug's
known pharmacological effects, i.e., drowsingss and sedation, lachysardla and hypotansion. One case, involving
2n estimated overdose of 9600 mg, was associated with hypokalemia and first degree heart biock. In post-mar-
keting experience, there have been very rare reparts of averdose of SEROQUEL alons resutting in death, coma or
QT pralongation. Management of Ovardosage: In case of acute overdosags, establish and maintain an airway
and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and
administration of activaied charcoal together with a laxative should be considered. The possibility of obtunda-
tion, Seizure or dzslonic reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis, Sardiovascular manitoring should commence immadiately and shouid include continuous elec-
trocardiographic monitoring to detect possible armhythmias. If antiarthythmic therapy is administered, disopyra-
mide, procainamide and quinidine carrsy a theoretical hazard of additive QT-protonging effects when administered
in patients with acute overdosage of SEROQUEL. Similerty it is reasonable to expect that the alpha-adrenergic-
blocking properties of bretylium mlglal be additive to those of quetiapine, resulting in problematic hypotension.
There is no specific antidote to SEROQUEL. Therefore appropriate supportive meastres shou'd be instiuted. The
possibility of mutiple drug involverent should be conswdered. Hypatension and circulatory collapse should be
treated with appropriate measures such s intravenous fluids and/or sympathemimetic agents (epinephrine and
opamine should not be used, since beta stimulation may worsen hypotension in the setting of quetiapine-
ucea aipha blockade). In cases of severe extrapyramidal symptoms, anticholinergic medication should be
admlnlsmred {lase medical supervision and monitoring Should continue unti! the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.

o

5nea;

Manufactured for:
© AstaZeneea 2004 AstraZeneca Pharmaceuticals LP
Rev 01/04 Wilmington, Delaware 19850-5437


https://doi.org/10.1017/S109285290002232X

I never tho‘%ht | could be myself again
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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 hyperglycemla-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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SRR Redefine Success
To prevent medication errors, write “SEROQUEL” clearly : i BT AT

“ ” % i 1 .
on your Rx pad. Spell “SEROQUEL” clearly over the phone.  Please see Brief Summary of Prescribing Information on following page.
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