BRIEF SUMMARY of Pmcrlblnn Information—Before prescribing, please consult compiete
Prescribing information.

Increased Mortality ln Elderty Patients with Dementia-Related Psychosis: Elderly patients with
dementia-related psychosls ireated vrlm mplul mlr:ycbollc drugs are at an increased risk of
death wmulnd 1o placebo. Analyses cebo-controlled iriats (modat duration of
10 weeks) in these patients mnm a rlsk of mm in the drug-treated patients of between

101.7 times that seen in placlbo-lmtod atients. Over the course of a typical 10 week conlmrlld

therapy does not affect them adversely. Priapism: One case of priapism in a patient receiving SEROQUEL has
been reported prior to market introduction. While a causal relationship to use of SEROQUEL has not been estab-

lished, other drugs with alpha-adrenergic blocking etfects have been reported to induce priapism, and it is pos-

sible that SEROQUEL may share this capacity. Severe priapism may require surgical intervention. Body
Temperaturs Regulation: Aithough not reported with SEROQUEL, disruption of the body's ability to reduce
core body temperature has been attributed to antipsychotic agents. Appropriate care is advised when prescrib-
ing SEROQUEL for patients who will be experiencing conditions which may contribute to an elevation in core
body temperature, e.g., exercising strenuously, exposure to extreme heat, receivirg concomitant medication with
anticholinergic activiy, or being Subject to dehydration, Dysphapia: Esophageal dysmotifty and aspiration have
besn associated with antipsychotic drug use. Aspiration pneumona is a common cause of morbidity and mor-
ality in elderly patients, in particular those with advanced Alzheimer's dementia. SEROQUEL and other antipsy-
chotic drugs should be used cautiously in patients at risk for aspiration pneumonia. Suicide: The possibifity of
ttis inherent in bipolar disorder and schizophrenia; close supervision of high risk patients should

trial, ﬂurllaoidnﬂllnd mnlloulls‘/a.cnmpmdloaralulab 26%

Inthe piacebo roup. Al of death were varied, most of the deaths appeared in

ba sither card! omurlu (t Irml hllrm sudden death) o Infections (eg, pneumonia) in

nature. smooun {guetiap| u) Is not appmad for the traatment of patients with Dementia-

Related Psyches asuicide tt
INDICATIONS AND USAGE:

&olar Mania: SEROQUEL is indicated for the treatment of acute manic episodes
associated with bipotar | disorder, as aither monotherapy or adjunct therapy to lthium or divalproex. The effica-
cy of SEROQUEL in acute bipolar mania was established in two 12-week manotherapy trials and one 3-week
adjunct therapy trial of bipotar | patients initally hospitalized for up to 7 days for acute mania. Effectiveness has
not been systematically evaluated in chnical trials for more than 12 weeks in monotherapy and 3 weeks in adjunct
therapy. Therefore, sEﬂysrcran who elects to use SEROQUEL for extended periods should periodically re-¢val-
uate the long-term risks and benefits of the drug for the mdwrdual Eaﬂent Schizophrenia: SEROQUEL is
indicated for the treatment of schizophrenia. The efficacy of L in sct rzoohrenra was established in
short-em (6-week) controlled trials of schizophrenic moauems me eftectveness of SEROQUEL in long-term
use, that is, for more than 6 weeks, has not systematically evaluated in controlled trials. Therefore, the
physician who elects to use SEROGUEL ror extended periods should periodically re-gvaluate the long-term
usefutness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this

medication or any of its ingredients.
WARNINGS: Increased Mortality in Elderly Patients with Demantia-Related Psychosis: Elerty patients with
damentia-ralaied frasted with :Thl ipsycholic drugs are at an increasad risk of death com-
Jared 1o placebo. SEROQUEL (quetiapine) lmmd for the treatment of gatients with dementia-relat-
o (o9 Baxed Warning). New iguant Syndrome grns) A potentilly fatal symptom
complex sometimes referred to as Neuroleptic Malranam ndrome (NMS} has been reported in association
with administration of antipsychabic drugs, Including SEROGUEL. Rare cases of NMS have been reported with
SEROQUEL. Cinical manfestations of NMS are perpyrexra muscle iqidity, aftered mental status, and evi-
dence of autonomic instabikty (irreguiar pulse or hycardia, diaphoresis, and cardiac dys-
thythmia). Additional srﬁs may include elevated creatme phosphokrnase myoglobmuna rhabdomyolysis)
and acute renal faiure. nostic evaluation of with his syndrome is compiicate Inarrrvm?ata
diagnosis, it is important to exclude cases where the clinical presentation includes both serious medical finess
(eg. pneurnoma systemrc infection, etc, )arrd untreated or inadequately treated extrapyramidal signs and symp-
toms (EPS). Other rations in the differential diagnosis include central anticholinergic toxicity, heat

, drug fever and primary | (CNS) of NMS should include:
1) |mmed|ate drscomrnualron of arurps/chotrc drugs and other druus fot essential to concurrent therapy; 2|
matic reatment and medical , and 3) treatment of any concomi medical

S(mmﬂ itant serious
pmblems for which specific treatments are avalIaMe There is no general agreement about specific pharmaca-
freatment regimens for NMS. If a patient requires anti

hotic drug treatment after recovery from NMS,

the patenta reinroduction ofdru therapy shoud be careflly considered. The pabent should b carefuly mar-
itored of NMS have d, Tardive : A syndrome of potentially irreversible,
ivoluntary, dyskinetic movements maydmlop in patients treated with antipsychotic drugs. Although the preva-
lence of the syndrome appears o be highest among the elderty, especially elderty women, it is impassible fo rely
upon prevalence estimates to predict, at the inception of antipsycholic treatment, which patients are likely fo
develop the smronre Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia
is unknown. The risk of developing tardive dyskinesia and the fikeliood that it will become ireversible are
believed to increasa as the duration of tmrment and the total cumulative dose of anupsycbonc drugs adminis-
tered to the patient increase. However, thy develop, although much g ly, affer retative!
brief treatment periods at low doses. There is no known treatrnem for estabished cases of tardive dyskinesia,
afthough the syndrome may remit, partially or comp) antipsychotic treatment is withdrawn, Antipsy chotic
treatment, tseX, however may Suppress {or pamal%zuwms) the sruns and symptoms of the syndrome and
thereby may possibly mask the under that sym, g Suppression has upon the long-
ferm course oﬁhe syndrome s unknown. Given these considerations, SEROQUEL should be prescribed ina man-
ner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients msuﬂer from a chronic iilvess that (1) is known to respond to
antipsychatic drugs, and (2) for whom fective, but potentially less harmful treatments are
not available or aopropnara In patients who do require chromc traalmam, the smallest dose and the shortest
duration of treatment producing a satisfactory clinical responise should be sought. The need for continued treat-
ment should be reassessed periodically. f signs and symploms of tardive o klnesra appear in a patient on
SEROQUEL, drug drsconnnuaﬁon should be oonscderaﬂ However, some require treatment with
SEROQUEL despita the presence of the syndrome. ia and O abem Mellitus: Hyperglycemia, in
s0me cases extreme and associated with ketoacidosss or rosmolar coma or death, has been reported in
patients treated with atypical antipsychotics, including UEL. Assessment of the relationship between
atypical antipsychotic usa and glucose abnormalrtres Is oomplmled by the possibility of an increased back-
ground risk of diabetss mellitus in patients with schizophrenia and the increasing incidence of diabetes melfi-
fus in the general population. Given these confounders, the relationship between atypical antipsychotic use and
hyperglycemia-related adverse events is not completely understood. However, epidemiological studies suggest
an increased risk of treatment-emergent hyperglycemia-retated adverse events in patients reated with the atyp-
ical antipsychatics. Precise risk estimates for hyperqr/wmra -related adverse events in patients treated with atyp-

ical antipsychotics are not availabie. Panams an established draanosrs of drabeles mellrlus who are started
on atypical antipsychotics should be mont requiarly for Palrems wrlh nsk !ae
tors for diabetes melitus (eg, obesny family msmry of diabetes) ‘who are startin ing treatment with gp
chotics should undergo fastin Qlucose testing at the b?grnnmq of treatment and periodically during treat-
Nt reared a rcal antipsychotics should be monnored Ior symptoms of hyperglycemia
including polydipsia, polyuria, polyphagia, and weakness. Patients whe lop symptoms of hyperglycema
during treatment with atypical anipsychotics shoud undergo fasting blood %Iuoose testing. In Some cases,
hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment discontinuation of the suspect drug.
Puecumous Gmnrlu and Hypolension: SEROQUEL may Rd:ce omrlo‘:mrc I}ygomn;{o:m assocra&d

dizziness, |a nsomepabents syncope especra juring the initial dose-titration per

nrobabw rcilectr aﬂ ic antagonist properties. reported in 1% (23/2567) of the
patients treated with SE OOUEL compared wmr D% (0/607) on placebo and about 0.4% (2/527) on active
control drugs. SEROOUEL should be used with particular caution in patients with known cardiovascular disease
{histary of myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities),
cerabravascular disease or conditions which would predispose patients to hypotension (dehydration, hypov-
olemia and treatment with antiyperiensive mcdrcanons) The risk of orthostatic hypotension and syncope may
be minimized by limiting the initial dose to 25 mg bid. oceurs during titration to the target dose,

aretum to the &revlousdose rnmmratronscbedulasappropnate Cataracts: The of cataracis
was observed in sssociation with freatment in chronic dog studies. Lans have also besn
observed in during long-lerm Ireatment, but a causal relationship to SEROQUEL use has
not been . Nevertheless, the possibillty of lﬂﬂﬂlﬂmmmhmlmﬂmhﬂm
mmmunnmmmm defect cataract formation, such 2s sift lamp
mmum m«.bmmumrrnmmummummnn
(heraafier, 2 6 monik intervals dwring chronic irsatmenl. Setzwres: During clinical trials, seizures
accurred rnO 6‘/- (18/2792) of patients treated with SEROQUEL compared to 0.2% (1 on placebo and 0.7%
(4/527) on active control drugs. As with other antipsychotics SEROQUEL should be sed cautiously in patients

with a history of seizures or with conditions that potentially lower the seizure threshold, eu Alzheimer's
dementia. Conditions that Jower the saizure threshold may be more prevalent in a population of 65 years or older.
ism: Clinical triais wrm SEROOUEL demonstrated a dose-

fhypothyrold related decrease in total and free thyrox-
ine (T4) of approximately 20% higher end of the therapeutic dose range and was maximal n the frst two
fo four weeks 01 freatment ion or progression during more chronic therapy.

without adapiat
ra% nrﬁ were 01 no cluruzl sqnificance and TSH was unchanged in most patients, and lev-
¢ls of THG were unchanged. In nearly all cases, cessation of SEROQUEL treatment was associated with a
eversal of the eflects on total and free T4, imespective of the duration of treatment. Ammor%pwm)or
SEROQUEL parms drd experience TSH increases in monatherapy studies. Six ofthe patients with TSH increas-
€5 neaded repl freatment. In the mania adjunct s1udres where SEROQUEL was added to lithium
ofoivarpmam. m.. (24/1 )of ssﬂoouerw compared to 7% (157203} of placebo treated patients
had slevated TSH levels. Of the SEROQUEL patients with elevated TSH levels, 3 had simutianeous low
free T4 Jevels. Cholesterol and Trighvceride Elevations: In schizophrenia trials, SEROQUEL treated patients had
increases from basaline in cholesterol and trigiyceride of 11% and 17%, respectively, compared o m
decreases ormmoam . These changes wese only weakly retated to the increases in weight
SEROQUEL treated : Although an elevation of prolactin levels was not demonsbat
edmcﬁnulmalsvnmsm L, increased prokactin levels were observed in rat studies with this compound,
and were associated with an increase in mammary gland neoplasia in rats (see ). Tissue cufture
mmm*ermmmmmmmm ey
rescription drugs s cor ina patient with previou:
od breast cancer. Although disturbances such as rhea, amef mastia, and impotence
have been ruponad with prolacmelmmo compounds, the drnml sqnmnce of elevated serum prolactin
levelsrsun most patents. Neither clinical studies nor epidemiologic studies conducted to date have
becweerrcnrmrcadmmsfrabon of this class of drugs and tumorigenesis in humans; the
wﬂhbhwmuwmadmomnmdmbamlmatﬂvsum Transaminase Elevations:
Asymptomatic, transient and reversidle elevations in serum transaminases {primarity ALT) have been reported.
In schizophvenia trials, mepropomonsorpawnsvnmtransamrnaseebvabonsobﬁnmesmauwerlrmnsor
the normal reference range in 2 pool of 3- 1o 6-week placebo-controlled trials were aporoxrmataw 6% for
SEROQUEL compared to 1% for piacebo. In acute bipotar mania trials, the proportions of patients with transam-
inase elevations of > 3 times the mrnsofmwrnalralermcerangemapooiofa to!Z-weekpbcebo
rials were % for both SEROQUEL and placebo. paiic enzyme elevations
occurred within the first 3 weeks dmnmmmepwmmmwemmmenam-
ment with SEROQUEL. Polesiial fer Cogaitive and mpaiment: S norenoewasacomm eported
adverse event nadmpammsvmdwrmSEROOUELsoecdlydun the 3-5 day period of initial
Insmzophrematmls somrrolanoewas reooned in 18% of patients on SERX
i bi using SEROQUEL as monotherapy,
EL oomparod o 4"/. of placebo . In mania
, SOMMOleNce was reported in 34% oatrems on SEROQUEL compared 0
ELhasmepotermaltolmnal] mmkmq,ormmorskrlls patients.
id uiring mental such as operating a motor vehicle
(including automoiles) or opemna hamrdor.s machrrevy until they are msonabw certain that SEROQUEL

ﬁsomrnolenee Wwas

- Laborand Delivery

JUEL compared to le
rals o in monomera%and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct the

accompany drug therapy. Prescriptions for SEROQUEL should be written for the smafiest quantity of tablets con-
sistent with good patient management in arder to reduce the risk of overdose. Use in Patients with Concomftant
Niness: Clinical experience with SEROQUEL in patients with certain concomitant systemic ilinesses s limited.
SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history of
myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should
be observed in cardiac patients (see Orthostatic Hypotension). Information for Patients: Physrcrans are advised
o discuss the following issues with patients for whom they prescribe SEROCUEL. Orthostatic Hypotension:
Patients should be advised of the risk of orthostatic hypotension, especially during the 3-5 day penod of initial
dose fitration, and also at times of re-initiating treatment or increases in dose. Interierence wi liive a
Motor Performance: Since somnolence was a commonly reported adverse event assoclated with SEROQUEL
treatment, patients should be advised of the risk of somnolence, especially during the 3-5 day period of inital
dose titration. Patients should be cautioned about performing any activity requiring mental alertness, such as
operating a motor vehrcle (rncluqu automobiles) or operating hazardous machinery, until they are reasonabry
certain that SERGQUEL therapy does not affect them adversely. Pregnancy: Patients should be advised to
natify their physician if they become pregnant or intend to become pregnant during therapy. Nursing: Patients
should be advised not to breast feed if they are taking SEROQUEL. Concomitant Medication: As with other
medications, patients should be advised to notify their physicians if they are taking, or plan to take, any pre-
scription or over- memunler druqs Alcohot: Panems should be advised to avaid consuming alcoholic bever-
ages while taking SEROQUE! : Patients should be advised regarding appropri-
ate care in avoiding ovemeatrng and dehydratron |.I joratory Tests: No specific laboratory tests are recom-
mended. Drug Interactions: The risks of using SEROQUEL in comhrnanon ‘with other drugs have not been exten-
sively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, caution should be used
when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the cognitive and
motor effects of alcohol in a clinical riaf in subjects with selected ps;{n chotic disorders, and alcoholic beverages
should be avoided while taking SEROGUEL. Because of ts potentiaf for inducing hypotension, SERGQUEL may
enhance the effects ol certain antihypertensive auents SEROQUEL may antagonize the effecs of fevodopa and
dopamine agonists, The Effect of Other on Quetiapine: Phenytoin: Coadministration of quetiapine
(250 mp tid) and phenytoin (100 mg tid) increased the mean oral clearanice of quetiapine by 5-fold. Increased
of SEROQUEL may be required fo maintain control of symploms of schizophrenia in patients receiving
quenaorne and phenytoin, or other hepatic enzyme inducers (¢.g., carbamazepine, barbiturates, riampin, gluco-
comcords) Caution should be taken if phenytoin is withdrawn and repiaced with a non- inducer (e ., valpt
valproex: Coadministration of queﬂapme (150 mo bid) and drvaloroex (500 mg brdLnnc the mean max-
|mum plasma concentration of quet steady-state by 17% without affecting the extent of absorption or
mean oral clearance, Thioridazine: Throndazrne 200 mg bi ) |ncreased the oraI cIearanoe of quetiapine (300 mg
bid) by 65%. Cimetidine: Administration of muttiple daily gt for 4 days) resutied
ina 20% decrease in the mean oral ciearance of queuaprne (150 m&u; adrost nt for quetiapine is
not required when it is given with cimetidine. P450 3A Inhi ministration of ketoconazole gyoo mg
once daily for 4 days), a potent inhibitor of cytochrome P450 3A, reduced oral clearance of quetiapine by 84%,
resutting in a 335% increase in maximum plasma concentration of quetiapine. Caution is |nd|r7ated when SERQ

conazole, and erythromycin). Fuoxetine, Imipramine, Haloperidol, and Risperidone: Coadministration of flu-

oxetine (80 mg once dallg} imipraming (75 mg bid), haloperido (7.5 mg bid), or risperidone h mg bid)
with quetlaprne (300 my bid) did not aiter the steady-state pharmacokinetics of quetiapine. Ettect of Quetiapine
on Other i im: The mean oral clearance of lorazepam {2 mg, single dose) was reduced by 20%

Lorazepal
in the presence of quetiapine administered as 250 mg tid dosing. Divaiproex: The mean maximum concentra-
tion 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 quetiapine (150 mg bid). The mean oral clearance of total val-
proic acid (administered as divalproex 500 mg bid) was increased by 11% in the presence of quetiapine (150 mg
bi). The changes were not significant. Lithium: Concomitant administration of quetiapine (250 mg tid) with
lithium had no effect on any of the steady-state pharmacokinetic parameters of lithium. Antipyrine:

Administration of muttple daily doses up to 750 mo/day (on a tid schedule) of quetiapine to subjects with select- by

ed psychotic disorders iad no clinically relevant effect on the clearance of antipyrine or urinary recovery of
antipyrine metaboltes. These results indicate that quetiapine does not signdicantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carci is, Mutagene:
Impaiment of Fertitity: Carcing is; Carcinogeniity studies were conducted in C57BL mice and Wsrar
rats. Quetiapine was a mrnstere?r' in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gay-
age at doses of 25, 75, and 250 for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 times
the maximum human dose (800 mg/day) on a mg/m basis (mice) or 0.3, 0.9, and 3.0 times the maxmum
human dose on a mg/m? basis (rats). There were statistically significant increases in thyroid gland follicular ade-
niomas 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 af a dose of 250 mg/kg or 3.0 times the maximum human dose on a mg/m? basis.
Mammary gland adenocarcinomas were statisticalty significantly increased in female rats at all doses tested (25,
75, and 250 mg/kg or 0.3, 0.9, and 3.0 times the maximum recommended human dose on a mg/m basis).
Thyroid foflicular cell adenomas may have resulted from chronic stimulation of the thyroid gland by thyroid stim-
ukating hormane (TSH) resulting from enhanced metabolism and clearance of thyroxine by rodent fiver. Changes
in TSH, thyroxine, and thyroxine clearance consistent with this mechanism were abserved in subchronic toxici-
ty studies in rat and mouse and i a 1-year toxicity study in rat; however, the results of these studies were not
definitve. The relevance of the increases in thyroid follicular o8l adenomas to human Tisk, through whatever

mechanis, is unkniown. Antipsychotic drugs have been shown o chronically elevats prolactin levels in rodents. st to

‘Serum measurements in a 1-yr foxicity study showed that quetiapine increased median serum prolactin levels a

maximum of 32- and 13-fold in male and femae rats, respectively. Increases in mammary neoplasms have been  pargi

found in rodents after chranic administration of other antipsychotic drugs and are considered to be prolactin-
mediated. The relevance of this increased incidence of prolamn—madrarsd mammary gland tumors in rats to
human fisk is unknown (se Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis: The mutagenic
potential of quetiapine was tested in six i vitro bacterial gene mutation assays and in an in vitro mammalian
gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentrations of quetiapine may
not have been used for al tester strains. Quetiapine did pmduca a reproducible increase in mutations in one
‘Salmonedia typhimurium tester strain in the presence of metabolic activation. No evidence of clastogenic poten-
tial was obtained in an i vitro chromosomal aberration assay in cultured human ymphocytes or in the in vivo
micronucleus assay in rats. Impairmeet of Fertlity: Quetiapine decreased mating and fertility in male Sprague-
Dawiey rats at oral doses of 50 and 150 mg/kp or 0.6 and 1.8 times the maximum human dose on a mg/m?
basis. Drug-related effects included increases in interval to mate and in the number of matings required for suc-
cessful impregnation. These effects continued to be observed at 150 mo/kg even after a two-week period with-
out treatment. The no-effect dose for impaired mating and fertiity in male rats was 25 mgg, or 0.3 times
the maximum human dose on a mg/m? basis. Cuetiapine adversely affected mating and fertiliy in female
Sprague-Dawley rats at an oral dose of 50 mgg, or 0.6 times the maximum human dose on a mg/m? basis.
Drug-related effects inchuded decreases in matings and in matings resutting in pregnancy, and an increase in me
interval to mate. An increase in irregular estrus cycles was observed at doses of 10.and 50 mgy/kg, or 0.

and 0.6 times the maximum human dose on a mg/m? basis. fect dose in female rats was 1 mg/kg, or

0.01 times the maximum human dose on a mg/m? basis. Pregnancy: Pregnancy Category C: The teratogenic
potential of quetiapine was studied in Wistar rats and Dutch Beted rabbits dosed during the period of organo-
genesis. No evidence of a teratogenic was detected in rats at doses of 25 to 200 mg/kg or 0.3 fo 2.4 times
the maximum human dose on a mg/m? basis or in rabbits at 25 to 100 mg/kg or 0.6 to 2.4 times the maximum
human dose on a mu/m? basis. There was, however, evidence of embryo/fetal toxicity. Delays in skeletal ossi-
fication were detected in rat fetuses at doses of 50 and 200 mg/kg (06 and 2.4 times the maximum human
dose on a mg/m2 basis) and in rabbits at 50 and 100 mgy/kg (1.2 and 2.4 times the maximum human dose on
amg/m? basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetuses at 100 mgkg
(2.4 times the maximum human dose on a mg/m? basis for both Species). There was an increased incidence

a minor soft tissue anomaly (carpalfarsal flexure) in rabbit fetuses at a dose of 100 (24 times the max-
imum human dose on a mg/me basis). Evidence of maternal toxicity (1., decreases in body weight gain and/or
death) was observed at the high dose In the rat study and at all doses in lhe rabbd stu . Ina peri/postnatal repro-

ductive study in rats, no drug-related effects were observed at 20 mykg or 0.01, 0.12, and
0.24 times the maximum human dose on a mg/m? basis. However, in 2 prerrmrrury periipostnatal study, there
‘were increases in fetal and pup death, and decreases in mean litter weight at 150 ), 0r 3.0 times the max-
imum human dose on a mg/m? basis. Thereareno adequate and well-controlied studies is in pregnant women and
quetiapine should be used during pregnancy onty if the potential benefit justifies the potential risk to the fetus.
: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mothers:

(- SEROQUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excret-

ed in human milk, Itis recommended that women receiving SEROQUEL should not breast feed. Pediatric Use:
The safety and effectiveness of SEROQUEL in pediatric patients have not been established. Gerlatric Use: Of
the approximately 3400 patients in ctinical studies with SEROQUEL, 7% 6232% were 65 years of age or over.
In general, there was no indication of any different tolerability of SEROQUEL in the elderly compared to
inger adults. Nevertheless, the presence of factors that might decrease pharmacokinetic clearance,
increase the pharmacodynamic response to SEROQUEL, or cause poorer tolerance or orthostasis, should lead
fo consideration of a lower starting dose, siower titration, and careful monitoring during the initial dosing peri-
od in the elderty. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patients  Car
when compared {o younger patients.
ADVERSE REACTIONS: The information below is derived from a cinical trial database for SEROQUEL consist-
ing of over 3000 patients. Of these approximately 3000 subjects, approximately 2700 (2300 in schizophrenia
and 405 in acute bipolar mania) were patients who pamcrnated in multiple dose effectiveness trials, and
therr expenenoe corresponded o aprroxr 9143 Ja tient-years.Refer to the full Prescribing Iformation
detalls of adverse a lings in Short-Torm, Controlled Trials:
Iscontinuation of Treatment in Short Tlrm Placabo-Controlled Trals:
Bipatar Manla: Overall, discontinuations due to adverse everrs were 5.7% for SEHOGUEL vs.5.1% fobealaw
there was litle difference in the incidence of discontinuation dug to adverse everts ( % 1or ROOUEL vs 3%
for placebo) in a pool of controlled trials. However, disconti
considered to be drug related (see PRECAUTIONS):Somnolence 08% vs 0% for &l;'oebo and
04% vs 0% for placebo. Adverss Evenis at an incidence of 1% or Among
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Adverse Experience
nd  Manla (Adjunct Tlmrg
/]

Treatad Patients in Short-Term, Placebo-Contrullad Trials: The following lreatment-emergent adverse events
that occurred during acute therapy of schizophrenia {up to 6 weeks) and bipolar mania {up to 12 weeks) in 1%
or mare of patients treated with SERGQUEL (doses ranging from 75 to 800 mg/day) where the incidence In
patients treated with SERGQUEL was greater than the incidence in placebo-ireated patients. Treatment-
Emergent Adverse Experience Incidence in 3- to 12-Week Placebo-Controlled Ellnlcal Trlals' for the
Treatment of Schizophrenia and Bipalar Mania (monatherapy): Body as a Whale: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever; Cardiovascular: Tachycardia, Postural Hypotension; Digestiva: Ory
Mouth, Constipation, Vomiting, Dyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased;
Metabolic and mmmnmr Weram Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence,
Diziness, Anxiety; : Pharyngitis, Rhinitls; Skin and Annlndlge: Rash; Special Sensss:
Amblyopia. 'Evems ior whrch e SEROQUEL incidence was equal to or less than placebo are not listed, but
included the following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyra-
midal syndrome, hostility, hypertension, hypertonia, hypotension, increased appetite, infection, insominia,
leukapenia, malaise, nausea, nervousness, paresthesiz, peripheral adema, sweating, tramor, and weight loss. In
these studies, the most commenly observed adverse events assaciated with the use of SEROQUEL (inci-
dence of 5% or greater) and observed at a rate on SEROGUEL at least twice that of placebo were Somnolence
{18%), diziness (11%), dry mouth (3%}, constipation (8%), SGPT increased (5%), weight gain {5%), and dys-
pepsia (5%). Table 2 enumerates the ircidence of ireatment-emergent adverse events that accurred during
therapy up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging
from 100 to 800 my Dau/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-Emargent
Incidence in 3-Woel ontrolled Clinical Trals' for the Treatment of Bipolar
Body as a Whols: Headache Asthenia, Abdominal Pain, Back Pain; Cardlovascular:
Postural Hypotension; Digestive: Ory Mouth, Constipation; Metabolic and Nutrtional: Weight Gain; Nervous:
Somnolence, Dizziness, Tremor, Aqitation; naw iratory: Pharyngitis. 'Events for which the SE (0QUEL incidence
was equal to or fess than tglaoebo are not listed, but included the following: akathisia, diarrhea, insomnia, and
nausea. fn these studies, the most commonly observed adverse events associated with the use of SEROQUEL
(incidence of 5% or greater) and observed ai a rate on SEROQUEL at east twice that of placebo were somno-
lence g734%) rdary m%utn éﬂ/ %), adsthenra“(ro%)(go/:rsn ion n(ll]%) abdomrnal parn (7%), polstug h“ypToren
sion pharyngitis (6%), and weight gain oo Dopel nis In Shorl-Term,
lego—):« lr? al & ts: Spomaneoucry elicited adverse event data from 2
study of schizophrenia comparing Irve flxed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and
750 mo/day) to placebo were explored for dose-relatedness of aoverse events. Logstic regression analyses
revealed a postive dose resgonse (p<0.05) for the following adverse events: dysﬁepsra abdominal pain, and
weight gain. midal Symptoms: Data from one 6-week clinical trial of schizophrenia comparing five
fixed doses of SEROQUEL (75, 150 300, 600, 750 mg/day) provided evidence for the fack of treatment-gmer-
gent extrapyramidal symptoms {EPS) and dose-relatedness for EPS associated with SEROQUEL treatment.
Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change from baseline) which
evaluates parkinsonism and akathisia, (2} incidence of spontaneous complaints of EPS (akathisiz, akinesia, cog-
wheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and lremor& and (3) use of anti-
cholinergic medications to treat emergent EPS. Vial Signs and Laboratory Studies: VHal Sign Changes:
SEROQUEL is associated with orthostatic hypotension (sse PRECAUTIONS). Weight Galn: In schizophrena tri-
als the proportions of patients meeting a weight gain criterion of >7% of body weight were compared in a pool
of four 3- to 6-week placebo-controlled clnical trials, revealing a statisticall significantly greater incidence of

r0ate).  weight gain for SEROQUEL (23%) compared to placebo ﬁ/n%i In mania monotherapy trals the proportions of

patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania adjunct
therapy trials the proportion of patients meeting the same weight criterion were 13% compared to 4% for
placebo. Laboratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it
s associated with asymptomatic increases in SGPT and increases In both total choiesterol and triglycerides (see
PRECAUTIONS). An assessment of hematob:grral parameters in short-term, placebo-controlled trials revealed no
cinically important diferences between SEROQUEL and placebo. ECG Chankss Between group comparisons for
pooled placebo-controlled trials revealed no statistically significant SEROQUEL/placebo differences in the

3 OUEL is adinsared it beocorzole and alfer o of tochrome PAS0 3 (g, racorzo, - Bioporton of patens egeriening plealy importat changes i EGG perametess, ncluding O e, and

PR intervals. However, the proportions of patients meeting the criteria for tachycardia were compared in four
3-to B-week placebo-controlied clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence
for SEROQUEL compared ta 0.6% (1/156) incidence for placebe. In acute smanomerarg& bipolar mania trials
the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL compared to
(% (0178) incidence for placebo. In acute bipolar mania (adjunct) Irrals the proportions of patients meeting
the same criteria was 0.6% {1/166) for SEROQUEL compared to 0% éﬂn 71) incidence for placebo. SEROQUEL
use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a
‘mean increase of 1 beat per minute among placebo patients. This slight tendency to tachycardia may be related
to SEROQUEL' potential for inducing orthostatic changes Itsee PRECALTI s& Other Adverse Evenis
Observed During the Pre-Marketing Evalustion of SEROQUEL: Following is a list of COSTART terms that reflect
freatment-emergent adverse events as defined in the introduction to the ADVERSE REACTIONS saction
ents treated with SEROQUEL at muttile doses > 75 mg/day during any phase of 2 trial within the premar-
keting database of approximately 2200 patients treated for schizophrenia. All reported events are included except
those already listed in Tabie 1 or elsewhere in labeling, those events for which a drug cause was remote, and
those event terms which were 5o general as to be uninformative. It is important to emphasize that, although the
events reported occurred during treatment with SEROQUEL, they were not necessarily caused by it, Events are
further eategonzed by body system and listed in order of decreasmgoirequency according to the following
definitions; frequent adverse events are those occurring in at s {only those not arready listed
i the tabulated results from piacebo-controlled trials appear in this hstrng) mtrequent adverse events are those
occumng in 17100 o 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients.
System: Frequent: hypertonia, dysarthria, infrequent: abnormal dreams, dyskinesia, thinking abnormeal, tarcive
dysklnesra vertigo, involuntary movements, confusion, amnesia, psychosis, hallucinations, perkmesla libido
increased*, urinary retention, incoordination, pararrord reaction, abnormal gait, oclons, deIusrons manic
reaction, apam ataxia, depersonallzatron stupor, bruxism, catatonic reaction, hemiplegia; Rare: aphasia,
buccoglossal ndrome choreoathetosis, delirium, emotional labrlny eunnorra lrbrdo decreased neuralqra
stuttering, subdural hematoma. Body as a Whale: lu syndrom gain, pelvic pain®,
surcrde attempt, malaise, nhotosensmvw reacbon chills, face edema, monrllasrs Ran; abdomen enlarqed
jestive System: 7 tincreased salivation, increased appeme amma glutamyl
transpeotrdase increased, alnqrvms dysphaqra Ilatulence gastroenterits, ids, stomatitis,
joth caries, fecal incontinence, gastroesophageal eal rflix, gum hernorrhave. rnoum u!oeral on ‘rctal hem-
arrhage, tonoua edama Rare: glossitis, hematemesis, intestinal obstruction, melena, pancreatitis.
liovascular Sy Fraqmtpalpnarron Infrequent: vasodilatation, QT interval prolonged, migraine,
bradycardia, oerehral |sehem|a imegular pulse, T wave abnormaiy, bundle branch block, cerebrovascular
accident, deep thromb ovnlebrlrs, T wave inversion; Rare: angina pectoris, atrial fibritation, AV block first
degree, congestive heart faiure, ST elevated, thrombaphiebitis, T wave flatteni easﬁ ST abnorrnallly increased
QRS duration. Respiraiory 3 nqmrpnarynams, rhinitis, cough incre Infraquent: pneu-
monia, epistaxis, asthma; iccup, hyperventilation. Metabotic and HanIonlI smm Fraquent:
penpneral edema; infrequent; weight loss, alkaine phosphatase |ncreased hyperlipemia, alcohol intolerance,
ﬁ;"yfﬁé"’" mergrvcemr: crﬁ}rnm;‘ increased, hyj cher;u a osuna gout, handmedema
polalera, water Intoxicaion. kin and Appendages Systam: Fraquent: swe ,MMernrur s, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer; Rare: e)dorauve Jermatitis, psoriasis,
skin discoloration. Uroolnllll System: anmL dysmenorrhea*, vaginitis®, urinary incontinence,
metrorrbagra impotence", vaurnal moniliasis*, abnormal qacn!atrod' cvslms urrnary trequency,
amenorthea*, female lactafion”, renkomwa , vaginal hernormaqe Vulvovaginitis* orchitis*; Neco-
mastia*, noctuna polyuria, acute kidney failire. Spoclal Senses: Mlmmroonrunctrvns abnorma vision,
dry eyes, tinnitus, faste perversron blepharitis, eye pain; Rare: abnormality of accommeodation, deafness,
glaucoma. Mesculoskeletal System: Infrequent: pathological fracture, myasthenia, twitching, arthralgia,
arthritis, ieg cramps, bone pain. Hemis and Lymphatic System: mel leukopenia; nfrequent:
Ieukocytosls anemia, ecchymosis, eosinophilia, h pochrornrc anemla phadenopathy, cyanosrs Rars:
hemolysis, thrombocytopenia. System: ism, diabetes mektus; Rave: hyper-
jism. “adjusted for gender. Post Marketing evems reported since market introduction
ich were femporally related to SEROQUEL therapy mdude leukopeniafneutropenia. If a patient develops a low
white cell count consider discontinuation of therapy. Possible risk factors for leukopenia/neutropenia inciude
pre-existing Jow white cll countand history o drug induced leukopeniyneuropena, Ot adverss events eported
since market introduction, which were tamporall rekatad to SEROQUEL therapy, but not necessarily causally related,
include the folowing: agranulocytoss, anaphylaxis, hyponatremia, mabdomyofysrs, syndrome of inappropriate
antidiuretic hormone secretion (SIADH), and Steven Johnson syndrome (SJS).

of DRUG ABUSE AND DEPENDENCE: Conirolled Substance Class: SEROQUEL is not a controlled substance.

Physical and Psychologic dapendence: SEROQUEL has not been systematically studisd, in animals or humans,
1or s potsmral for abuse, tolerance or physical depandence. While the clini did not reveal any tendency
any drug-seeking hehavior, these abservations were not Systematic and it is not possible to predict on the
basrs of this limited expenence the extent to which a CNS-active drug will be misused, diverted, and/or abused
once marketed. Consequently, patients shoukd be evaluated carefullg for a history of drug abuse and such
patients should be observed closely for signs of misuse or abuse of SEROQUEL, e.q., development oftolrance,
increases in dose, drug-seeking behavior.
COVERDOSAGE: Human experience: Experience with SEROQUEL (quetiapine fumarate) in acule overdosage was
limited in the clinical trial database (6 reports) with estimated doses ranging from 1200 mg to 9600 mg and no
fatalites. In general, reporied s?ns and symptoms were those resulting from an exaggeration of the drug’s known
pharmacological ac1s i.e., drowsiness and sedation, Iachycardra and hy nomsmn Ons case, involving an
estimated over mg, was associated with ree heart block. In post-marketing
experience, there have ‘been very rare reports of overdoss of SEROOUEL alone resutting in death, coma or QT
prolongation. Management of Josage: In case of acute overdosage, estabiish and maintain an airway and
ensure adequate 0 ion and ventiation. Gastrc lavage (after intubation, if patient & unconscious) and admin-
istration of charcoal together with a laxative shouk be considared. The possibiity of obtundation, setzure
%momcreachonofbreheadandneddolbwrnooverdosemaycrearaanskofasoradonwmrndmedam .
iovascular monitoring shoukd commencs immeditaly and Should include continuous ekectrocardiographic
monitoring fo detect posub!e armytrnn imic therapy is administered, drsooyram procainamide
and quinidine r‘ additive QT-prolonging vmen mrrus mpademswrmm
SE 0QUEL. Slmﬂaw n is reasonabl 1o expect that the renergic-blocking properties of
bveb/lrum might be additve to those of quetiapine, resating in blemanc sron ‘There I no speofc ant-
dote to SEROQUEL. Therefore appropriats nsmwmepowbﬂlyofm iple
drug involvement should be considered. and circulatory collapse should be treatad wittt aoproprm
measures sueh s rnhaveoous fluids and/or svmpamomlmebc agems (epinephring and dopamine shoud
used, i ! e-nouosd aha

. ay wrsen ypolBnsion nthe st of quetapine- Dlocade). Inmses
andmonmrmsbouldcommuemumepahomrmrs,

re  SEROQUEL is  trademark of the AstraZeneca group of companies. ~ Manufactured for.
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| always wanted to achieve more

Now | can

Now the most prescribed atypical®
To help patients achieve continued success'*

To help patients stay on treatment

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar |
disorder, as either monotherapy or adjunct therapy with lithium or divalproex, and the
treatment of schizophrenia. Patients should be periodically reassessed to determine the
need for continued treatment.

Elderly patients with dementia-related psychosis treated with atypical antipsychotic
drugs are at an increased risk (1.6 to 1.7 times) of death compared to placebo (4.5%
vs 2.6%, respectively). SEROQUEL is not approved for the treatment of patients with
dementia-related psychosis.

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

Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar
coma, or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Patients starting treatment with atypical antipsychotics who have or are at risk
for diabetes should undergo fasting blood glucose testing at the beginning of and during
treatment. Patients who develop symptoms of hyperglycemia should also undergo fasting
blood glucose testing.

Precautions include the risk of seizures, orthostatic hypotension, and cataract development.

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.

*All atypical prescriptions: Total prescriptions. Jan. 05-June 05. New prescriptions. Sept. 04-
June 05. IMS Health. National Prescription Audit.

'Significant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania trials.

Please see Brief Summary of Prescribing Information on adjacent page.

@ Seroquel

quetiapine fumarate

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

Redefine Success

.8

AstraZeneca 2

AstraZeneca Pharmoceticals LP www.SEROQUEL.com
© 2005 AstraZene« | - LP All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies 231617 7/05

References: 1. Vieta E, Mullen J, Brecher M, et al. Quetiapine monotherapy for mania associated with bipolar disorder: combined analysis of two international, double-blind,
randomised, placebo-controlled studies. Curr Med Res Opin. 2005;21:923-934. 2. Sachs G, Chengappa KNR, Suppes T, et al. Quetiapine with lithium or divalproex for the
treatment of bipolar mania: a randomized, double-blind, placebo-controlled study. Bipolar Disord. 2004;6:213-223. 3. Small JG, Kolar MC, Kellams JJ. Quetiapine in
schizophrenia: onset of action within the first week of treatment. Curr Med Res Opin. 2004;20:1017-1023. 4. Kasper S, Brecher M, Fitton L, et al. Maintenance of long-term
efficacy and safety of quetiapine in the open-label treatment of schizophrenia. Int Clin Psychopharmacol. 2004;19:281-289. 5. SEROQUEL Prescribing Information.

https://doi.org/10.1017/51092852900019659 Published online by Cambridge University Press



https://doi.org/10.1017/S1092852900019659

