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

Increased Mortality in Elderly Patients with Demantia-Ralated Psychasis

Elderly pationts with damentia-relaied psychosis treated with atypical aniipsychotic drugs are at an
Increased risk of death compared fo placebo. Analyses of seventsen placebo-controlled trials (modal
duration of 10 waeks) in these patients revealed a risk of death in the drug-ireated patients of between
1.610 1.7 times thai seen in placebo-treated pationts. Over the coursa of 2 typical 10 week controlled
rial, the rats of death In ﬂnn-mtadnrmnts was ahout 4.5%, compared 10 a rate of about 2.6% In the
placebo group. Although the causes of death wers varied, mast of the deaths appeared to bs either car-
diovascular (og, heart failure, sudden death) or infectious (eg, pmmonla‘} In nature. SEROQUEL (queti-
apine) is nat approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS AND USAGE: Blpolar Mania: SEROQUEL is indicated for the treatment of acute manic episodes asso-
ciated with bipolar ) disorder, as efther monotherapy or adjunct therapy to lithium or divalproex. The efficacy of
SEROQUEL in acute bipolar mania was established in two 12-week monatherapy trials and one 3-week adjunctther-
apy trial of bipolar ( patients iniially hospitalized for up to 7 days for acute mania. Effectiveness has nat been sys-
tematically evaluated in clinical trials for more than 2 weeks in monotherapy and 3 weeks in adjunct therapy.
Therefore, the physician who elects to use SEROQUEL for extended periods shoukd &%nodioally re-gvaluate the fong-
term risks and benefits of the drug for the individual patient. Schizophrenia: SERCQUEL is indicated for the treat-
ment of schizophrenia. The efficacy of SEROOUEL in schm:phvenla was established in short-term (B-week) con-
rolled trials of schizophrenic inpatients. The ROQUEL in long-term use, that s, for more than 6 weeks,
has not been systematically evaluated in cnmrolled mals Therefore, the physician who lects to use SEROQUEL for
extended periods should rmwy re-evaluats the long-lerm useliness of e drug for the indhidual patient .
CONTRMIIJICATIOIS in inividuals with a known to this medication
o an‘m s ingredients
ARNINGS: lnmmd mmmy m Elduny Patients with Dementia-Relaled Psychosis: Eiderly patients with
dementia-related m: :Ivnlul antipsychotic drups are af an increased risk of death compared
1o placebo. SEROOUEL (qunﬂl lnl) s not apy for tha traaiment of patients with dementia-related psy-
chosls {ses Baxed Waming). Neuroleptic Mallunam Syndrome (NMS). A potentiaily fatal symptom complex same-
fimes referred to as Neuroleptic Malignant Sagdmme {NMS} has been reported in association with administration of
almnsychonc dn h;‘;gs including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical mani-
festations of NMS are hyperpyrexia, muscle figidity, altered mental status, and evidence of autonamic instability
(irregular pulse or diood pressure, tachycardia, diaphoresis, and cardiac dysmylhrma) Addftianatsigns may include
elevaled creating phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal falure. The diagnstic evaluation
of patients with this syndrome is complicated. In arrving & a diagnasis, i is important to exclude cases where the
clinical presentation includes both serious medical llness {e. E Pé)neumoma systemic infection, etc.) and untreated
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the diferential
diagnosis include central anticholinergic toxiciy, heat stroke, dmu fever and primary central nervous system (CNS)
lology. The management of NMS should include: 1) immediate discontinuatian of antipsychatic drugs and other
drugs not essential to concurrent therapy; 2) intensive Symptomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific treatments are available. There is o general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires antipsychotic drug
treatment after racave%lmm NMS, the potential eintroduction of drug therapy shouid be carefully considered, The
patient shoukd be carefully monitored slnce recurrences of NMS have been reported. Tardive Dysknesla: A syn-
drome of potentialy irreversible, invaluntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. h the prevalence of the syndrome appears to be highest among the elderty, especially eiderly
women, it s impassible to refy upon prevalence estimates to predict, af the inception of antipsychatic treatment,

which patients are (ikely to develop the syndrome. Whether antipsychatic drug products differ in their potential 0 pegies

cause tardive dyskinesia is unknown. The risk of developing fardive dyskinesia and the likelihood that it wil become
rreversible are believed to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develap, afthough much less commonty, after rel-
atively brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesia,
although the s I¥ndrome may remit, partally or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, ftself, however, may suppress (or pamalty suppress) the signs and symptoms of the syndrome and there-
by may possmly mask the undeangprocess e effect that symj ;tomanc Suppression has upen the long-term
course of the syndrome is unk iven these considerations, SEROQUEL should be prescribed in a manner that
is most fikety 1o minimize the occurrence of tarive dyskinesia. Ghronic antipsychotic reatment should generally be
eserved for patients who appear to suffer from a chronic finess that (1} s known to respond to antipsychotic drugs,
and (2} for whom afternative, equally effective, but potentially 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-
g a satisfactory clinical response should be sought. The need for continued treatment should be reassessed peri-
ically. If signs. and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
be considered. However, some mﬂems may require treatment with SEROQUEL despite the presence of the syndrome,
and Diai id, 1 S0Mé Cases exreme and associated with ketagcidosis or
hyperosmolar coma or death, has been } including SEROQUEL.
Assessment of the relationship between atypical antipsychotic use ang qlucuse abnormalites is complicated by the
possibility of anincreased backglmund Tisk of diabetes melitus in patients with schizophrenia and the increasing inci-
dence of diabetes melitus in
antipsychotic use and hyperglycemia-related adverse events is not completely understood. However, epidemiologi-
cal studies Suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in patients
treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse events in patients
treated with atypical antipsychotics are not available. Patients with an estabiished diagnosis of diabetes mellitus who
are started on atypical annps‘(cnoncs should be monitored reqularly for worsening of glucase control. Patients with
risk factors for diabetes melltus {eg, abestty, family history of diabetes) who are starting treatment with atypical
antipsychotics should undergo fasting blood glucose testing at the beginning of treatment and periodically during
freatment. Any patient treated with atypml amnmns should be monitored for symptoms of hyperglycemia
|nc1ud|r|g polydlpsu noiyuna polyphag nts whe develop symptoms of hypergfycemia during
freatment with atypical antipsychotics should tindergo fasting blood Qlucose testing. In some cases, Ryperglycermia
has resolved when the atypical antipsychatic was discantinued; hawever, some pafients requised continuation of anti-
diabetic treatment despite discontinuation of the sus| m%
PRECAUTIONS: General: Orthastatic Hypotension: SEROGUEL may induce orthostatic fypotension associated with
dizziness, tachycardia and, in some patients, Syncope, especially during the iniial dose-titration period, probab)
reflecting ts o -adrenergic antagonist properties. Syncope was reparted in 1% (23/2567) af the patients treated wit
SEROQUEL, compared with 0% ((Y607) on placsbo and about 04% (2/527) on active camml drugs. SERCQUEL
should be used with particular caution in patients with known cardiovascular disease (histary of myocardial infarc-
tion or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions
which would predispose patients to hypotension {dehydration, hypovolemia and treatment with antinypertensive
medmanons? The risk of orthostatic hypotension and syncope may be minimized by limiting the inifial dose fo
25 my bid. [t hyptnenslun oceurs during titration to the target dose, a retum to the previous dose in the titration
schedule is mmpmu Cataracts: The development of cateracts was observed in association with quetiapine
treatmant In ehronic mﬂln {ss8 Animal Toxicology). Leas m”&: have aiso besn obsarved in rlum:
durlng long-term SEROQUEL trestment, but a cavsal raiationship to SEROQUEL use has nol been establishe
Neverthaless, the possibility of lenticular changes cannot be excluded ai this time. Therefore, mmlmﬂon 01
the fons by meth mqul\l ] m cataract formation, sech as st lamp sxam or other apsm
sitve of treatment or shortly thereafler, and at & month
chronic treatmaat m Durm dlmcal lnals se\zures occurred in 0.6% (18/2792) of patients med wnn
SEROGUEL comy red 10 0.2% {180 v7) (4/527) on active control drugs. As with ather antipsy-
chotics SEROQUEL should be used camlausly in nanenh wom ahistory of seizures or with conditions that potential
lower the seizure threshokd, e.q., Azheimer's dementia. Canditions that lower the seizure threshokd may be more
prevalent in a population of [ years or alder. Clinical trials with SEROQUEL demonstmed adose-
elated decrease in total and free thyroxine (T4) of 20% at the higher end of range
and was maximalin the first two to four weeks of treatment and maintained withaut adaptation or progression cur-
ing more chronic therapy. Generadly, these changes were of no clinical significance and TSH was unchanged in most
paﬂems and levels of TBG were unchanged. In nearly all cases, cessation of SEROQUEL treatment was associated
with a reversal of the effects on total and tree T4, imrespective of the duration of treatment. About 0.4% (12/2791)
of SEROQUEL panents did experience TSH increases in monotherapy studies. Six of the patients with TSH increas-
es needed replacement thyroid treatment. In the mania adjunct stuties, where SEROQUEL was added to lithium or
dlvalnmale 2% 24/196 of SEROQUEL treated patients compared to e {16/203) of placebo treated patients had
SERUQUEL treated patients with elevated TSH levels, 3 had simuttaneous low free T4
tevels molmml lllll Trij ide Eleations: in schizophrenia trials, SEROCUEL treated patients had increases
fmm baseling in cholesterol and triglyceride of 11% and 17%, respectively, compared to sight decreases for place-
panems These changes were only weakly related to the increases in weight observed in SEROGUEL treated
patients inemia: Although an elevation of prolactin levels was not demonstrated in clinical trials with
SEROQUEL, ncreased prolactin levels were observed in rat studies with this compound, 2nd were associated with
an increase in mammary gland neoplasia in rats (see Carclnoganesis). Tissue culture experiments indicate that
aﬂDYDXII‘MWFj one-third of human breast cancers are protactin dependent i vitr, 2 factor of potential importance if
the prescription of these drugs is contemplated in a patient with previously detected breast cancer, Akhough distur-
tances such a5 Mrmea amenorhea, gynecmnasua and impotence have been reported with profactin-el
prolactin levels is unknown for most patients. Neither clin-
ical studies nar epidsmiokogic Stuies condicted to date have shown an assacation between chronic administraton
of this class of drugs and tumorigenesis in bumans; the available evidsnce is cansidered too limited to be conclusive
at this time. Transaminasa Elevations: Asymptomatic, transient and reversidle elevations in serum transaminases
{primarity ALT) have been reported. In schizaphrenia trials, the proportions of patients with transaminase elevations
of > 3 times the up}m limits of the aormal refereme range in a pool of 3- to 6-week placebe-cortrolled trials were
approximately 6% for SEROQUEL compared to 1% for placebo. In acute bipalar mania frials, the propertions of
with transaminase elevatians of > 3 imes the upper fimits of the normal reference range in a pool of 3- to
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patients
12-week placebo-controlled trials were approximately 1% for bath SEROQUEL and placebo. These hepatic engyme  Tr

elevations usualty occurred within the first 3 weeks of drug treatmem and prompty returned to pre-study levels with
ongoing treatment with SERGQUEL. Petential for Cognifive Jotor impairment: Somnolence was 2 commonly
reported adverse event reported in patients treated with SEROOUEL espegially dunng the 3-5 day period of intial
dose-titration. [n schizophrenia triais, somnolence was reported in 18% of patients cn SEROQUEL compared to 1%
of placebo patents. In acute blpolu mania trials using SEROQUEL as monotherapy, somnalence was reported in
16% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipalar mania trials usmg SEROOUEL
asadjunct therapy, somaolence was reparted in 34% of patients on SEROQUEL compared to 9% of placeb patients.
Smu SERDQUEL has the potential to impair judgment, thinking, or motar skills, patients should be cautioned about
perfarming activities requiring mental alertness, Such as theratlngE a motor vehicle lmcludlng automodiles) or oper-
ating hazardous machinery untilthey are reasonably certain that SEROOUEL therapy does not afiect them adverse-
Iy. Priapism: One case of priapism in a Rmm recenving SEROQUEL has been reported prior to market introduction.
While a causal relationship to use of SEROQUEL has not been estabiished, other drugs with alpha»advenerulc block-
ing effects have been reported to induoe priapism, and itis possible that SEROQUEL may share this capacity. Severe
priapism may require surgical intervention. Tlnumnn Regulation: Atthough not with SERGQUEL,
disruption of the body’s ability to reduce core body temperature has been atiributed to antipsychotic agents.
Appropriate care is advised when prescribing SEROGUEL for patients who will be experiencing conditions which may

e general popuiation. Given these confounders, the relationship between atypical from ch

contribute to an elevation in core body temperature, e.q., exercising sirenuously, exposure to exireme heat, receiv-
ing concomitant medication with anticholinergic actviy, or being subject to dehydration. Dysphiagia: Esophageal
dysmatility and aspivation have been assaciated with antipsychiatic drug use. Aspiration peumonia is a common
Cause of mnrhldny and mortality in elderly patients, in particular thosg with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration poeumonia,
Suicide: The possibilfty of a suicide atiempt is inherent in bipolar disorder and schizophrenia; close supervisicn of
high risk patients should accompany drug therapy. Prescriptions for SEROQUEL should be written for the smaliest
Quantity of tablets consistent with good patient management in order to veduce the risk of overdose. Usa in Palienls
with Concomitant Hliness: Clinical experience with SERGQUEL in patients with certain concomitant systemic ilness-
es s limited. SEROQUEL has not heen evaluated or used to any appreciable extent in patients with a recent history
of myacardial infarction or unstable heart diseass. Patients with these diagnoses were excluded from premarketing
clinical studies. Eecause of me risk of orthostatic hypotension with SERGQUEL, caution should be observed in car-
diac patients (see Orth tension). {information for Patients: Physmlans are advised to discuss the follow-
ing issues with patients Ior whcm they prescribe SEROQUEL. Orthustatic Hypotension: Patients should be advised
of the risk of orthostatic hypotension, especially during the 3-5 day pericd of inital dose iration, and aiso at fimes
of re-ntiating treatment or increases in dose. Interference with Cognitive and Motor Performance: Since somno-
lence was a commeonly reported adverse event associated with SEROQUEL treatment, patients should be advised of
the risk of somnolence, especially during the 3-5 day period of iniial dose firation. Patients should be cautioned
abaut performing any activity requiring mental alertness, stich as operating a motor vehicle (including atomobiles)
or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not affect them
adversely. Pragnancy: Patients should be advised to notfy 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 physi-
cians it they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol: Patients shouid be
advised to avoid consuming alcoholic beverages while taking SEROQUEL. Heat Expusure and Dehydration: Patients
should be advised regarding appropriate care in avmdmg overhgating and defydration. Laboratory Tests: No specif-
ic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have not been extensively evaluated in systematic Studies. Given the primary CNS effects of SEROQUEL, cay-
tion should be used when it is taken in combination with other centrally acting drugs. SERCQUEL potentiated the
cognitive and motor effects of alconol in 2 clinical trial in subjects with Selected psychotic disorders, and alcoholic
beverages shoulc be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL
may enhance the effects of certain antifypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopaming agonists. The Effect of Other Drugs on Quetiapine: Phenyloin: Coadministration of quetiaping 5250 mg
1id) and phenytoin {100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be required to maintain cantrol of symptoms of schizophrenia in patients receiving quetiaping and
phenytoin, or other hepatic enzyme inducers {e.g., carbamazepine, barbiturates, rifampin, glucocortcoids). Caution
should be taken i phenytoin is withdrawn and replaced with a non-inducer (e.9., valpmate) Dmlprm
Coadministration of quetiapine (150 mg bid) and divly g bid plasma con-
Certration of quenamne at steady sme by 17% without aﬂecnng the extent of absorption or mean oral clearance.
f quetiaping (300 mg bid) by 65%. Cimetidine:
Administration of multiple dalry doses of cimetidine (400 mg 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 s given with cime-
tidine. P450 3A Inhitidors: Coadrinistration of ketoconazole (200 mg once daily for 4 days), a potent inhilitor of
cytochrome PA50 34, reduced ora! clearance of quetiaping by 84%, resufting in a 335% increase in maximun plas-
ma concentration of quetiapine. Caution is indicated when SEROOUEL s administered with ketoconazole and other
inhibitors of cyiochrome P450 34 (e.g., itraconazale, fiuconazole, and erythromycin). Fluoretine, Imipraming,
Halaparidol, and Risperidane: Ccadmmstramn of fluoxetine (60 mg ance daily); imipramine (75 mg bid), haloperi-
dol (7.5 my hid), or risperidone (3 mg bid) with quenapme {300 mg bid) did not alter the steady-state pharmacoki-
q . Effect of on Other jam: The mean oral clearance of lorazepam (2
single dose} was reduced by 20% inthe presence of quetlamne administered as 250 mg fid dosing. Divalproex. The
mean maximum concentration and extent of absarption of tota! and free vaiproic acid at steady-State were decreased
by 10 to 12% when divalproex (500 my bid) was administered with quetiapine (150 mg bid). The mean oral clear-
ance of total valproic acid |adm|n|slered as divalproex 500 mg bid) was increased by 11% in the presence of queti-
aping (150 mg bid). 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. Antipytine:
Administration of mutiple daiy doses up to 750 mg/day (on a id schedule) of quetiapine to subjects with selecteti
psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of antipyrine
metaboites. These results indicate that quetiaping does not significantly induce hepatic enzymes respansible for
cytochrome PA50 mediated metabolism of antipyrine. Carginogenesis, Mutagenesis, Impairment of Feriilty:
Carcinogenasis: Carcinogenicity studies were conducted in C57BL mice and Wistar ats. Quetiapine was adminis-
tered in the diet to mice at doses of 20, 75, 250, and 750 mgrkg and to rats by gavage at doses of 25, 75, and
250 mo/kg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 fimes the maximum uman dose
800 mg/day) on & mg/m? basis (mice} or 0.3, 0.9, and 3.0 times the maximum human dose on a mg/m2 basis
rats%. There were statistically significant increases in thyroid gland 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/me basis and in male rats af a dose of
250 mgykg or 3,0 times the maximum human dose on a mg/m? basis. Mammary gland adenowminnmas were sta-
tistically 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 recommendad huran dose on @ mg/m? basis). Thyro»d foliculr cell adnomas may have resulted
I lation of the thyroid gland by thyroid hormone (TSH) resulting from enhanced metab-
ailsm and clearancs of thyroxine by rodent Ilver Changes in TSH, thyroxme and thyroxine clearance consistent with
this mechanism were abserved in subchronic toxicity studies in rat and mouse and in a {-year toxicity Study in rat
however, the results of these studies were not definitive. The relevance of the increases in myrmd follicular oelr ade-
nomas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chroni-
cally elevate prolactin levels in rodents. Serum measurements in a 1-yr toxicity study showed that quetiapine
increased median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively.
Increases in mammary neoplasms have been found in rodents after chronic administration of other antipsychatic
drugs and are considered to be prolactin-mediated. The velevance of this increased incidence of prolactin-mediated
mammary gland tumors in rats to human risk is unknown {see Hyperprolactinemia in PRECAUTIONS, General).
Mutagenesis: The mutagenic potential of quetiapine was tested in six in wiro bacterial gene mutation assays and in
an /i vitro mammafian gene mutation assay in Chinese Hamster Ovary cels. However, sufficently high concentra-
tions of quetiapine may not have begn used for al tester strains. Quetiapine did produce a reproducible increase in
mutations in one Saimonela typhimurium tester strain in the presence of metabolic activation. No evidence of clas-
togenic potential was obtained in an in viro chromasomal aberration assay in cuftured human fymphocytes or in the
in vivo micronucleus assay in rats. impairment of Fevility: Quetiapine decreased mating and ferfiity in male
‘Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or 0. a0 1.8 tmes the maximum human dose on mg/me
‘asis. Drug-related effects included increases in interval to mate and in the number of matings required for success-
ful impregnation. These effects continued to be observed at 150 miykg even after a two-week period without freat-
ment. The no-effect dose for impaired mating and fertility in male rats was 25 myg, or 0.3 times the maximum
fuman dose on a mg/m? basis. Cuetiapine adversely affected mating and fertiity in fernale ‘Sprague-Dawley rats at an
oral dose of 50 my/kg, or 0.6 times the maximum human dose on a my/m? basis.  Drug-related effects included
decreases in matings and in matings resufting in fregnamy and an increase in the interval to mate. An increase in
Irregular estrus cycles was observed at doses of 10 and 50 mgrkg, or 0.1 and 0.6 times the maximum human dose
on a mg/m? basis. The no-effect dose in female rats was 1 mgrkg, or 0.01 times the maximum human dose on a
mg/m basis. Pregnancy: Pregnancy l'.mqnq C: The teratogenic potential of quenaplne Was sfudled in Wistar rats
and Dutch Belted rabbits dised during the period of No evidence of a was detects
in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/mibasm or in rabbits at
25t0 100 mg/kg or 0.6 to 2.4 times the maximum human dose on a mgm? basis. There was, however, evidence of
embryo/fetal toxicity. Delays in skeletal ossification were detected in rat fetuses at doses of50and 200 mgkg (0.6 and
24 times the maximurm human dose on a my/m? basis) and in rabbis at 50 and 100 my/kg (1.2 and 2.4 times the
maximum human dose on a mgym basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbt fetus-
¢s at 100 mo/kg {24 times the maximum human dose on a mg/m basis far both species). There was an increased
incidence of a minor soft tissue anomaly (carpalitarsal flexure) in rabbit fetuses at a dose of 100 m/kg (24 times the
maimum human dose on a mg/me basis). Evidence of materal toxicity {i.e., decreases in body weight gain and/or
death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a peripostnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mgkg or 001, 0.12, and
0.24 times the maximum human dose on a mg/me basis. However, in a preliminary perifpostnatal study, there were

increases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times the maximum human s,

‘Treatment-Emergent Adverse Experience Incidencs in 3- to 12-Week Placebo-Controlled Clinical Trials! for the
‘Treatment of Schizophrenia and Bipotar Mania (monotherapy): Body as a Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovascular:. Tachycardia, Postural Hypotension; Oigestive: Ory Mouth,
Constipation, Vomiting, Dyspepsia, Gastroenteritis, Gamma Ghutamyl, Transpeptidass Increzsed; Matabalic and
Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Diziness, Aniety;
Respiratory: Pharyngitis, Rhinits; Skin and Appendages: Rash; Speclal Senses: Amblyopia. "Events for which the
SEROQUEL incidence was equal to or less than placebo are ot fisted, but included the following: accidental injury,
akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal Syndrome, hostfty, hypertension,
hypertonia, hypotension, increased appetite, infection, insomnia, leukopeni, malaise, nausea, nervousness, pares-
thesia, peripheral edema, sweating, tremor, and weight foss. In thess Studies, the most commanly observed adverse
events associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at
least twice that of placebo were somnolence (18%), dizziness (11%), dry mouth (3%), constipation (8%), SGPT
increased (5%}, weight gain (5%), and dyspepsia (5%). Table 2, from the full Prescribing nformation, enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse events that 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
miyday) 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-Emearpent Adverse Experince (ncidence in
3-Week Placabo-Controlled Clinical Triais! for the Treatment of Bipolar Manla (Adjunci Therapy): Budy as a
Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hypotension; Digestive: Dry
Mouth, Constipation; Metabolic and Nuiritional: Weight Gain; Nervous: Somnolence, Dizziness, Tremor, Agitation;
Respiratory: Pharyngitis. *Events for which the SEROQUEL incidence was equalto or less than placebo are not list-
ed, but included the following: akathisia, diarrhea, insominia, and nausea. In these studies, the most commonly
observed adversg events assoclated with the use of SEROQUEL (incidence f 5% or greater) and observed at a rate
on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth (19%), asthenia {10%), constipa-
tion (10%), abdominal pain (7%), postural hypotension (7%), pharyngiis (6%), and weight gain (6%). Explorations
for interactions on the basis of gender, age, and race did not reveal any chnically meaningful diferences in the adverse
event occurrence an the basis of these demographic factors. Dose Dependency of Adverse Events in Shod-Tem,
Placsbo-Controlled Triais: Dose-telated Adverse Evants: Spontaneousty eficited adverse event data from a study of
schizophrenia comparing five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 miyday) to piace-
bo were explored for dose-relatedness of adverse events. Logistic regression analyses revealsd @ positve dose
response {p<0.05) for the Yollowmu adverse events: dyspepsia, abdominal pain, and weight gain. Extrapyramidal
: Oata fromm 006 G- fiee f SEROQUEL (75, 150, 306,

600, 750 mgyday) provided evide elor the lack of treatment-emergent 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 basefing) which evaluates parkinsonism and akathisia, (2) incidence of sponta-
neous complaints of EPS {akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia,
neck rigidity, and tremar), and (3} use of antichofinergic medications to treat emergent EPS. Vital Signs and
Labaratory Studies: Vitaf Sign Changes: SEROGUEL is associated with onhastatc hypotension {se¢ PRECALITIONS).
'Weight Gain: In schizophrenia trias the proportions of patients meeting a weiht gain criterion of >7% of body weight
were compared in a pool of four 3- to &-week placebo-controlled clinical trials, revealing a statisticall significantly
qreater ingidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials 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. Labaratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it is
associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglycerides (ses PRE-
CAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials revealed ng cliical

3.ty important diferences between SEROQUEL and placebo. ECG Changes: Between group comparisons for pooled

placeba-contralled trials revealed no statstially significant SEROQUEL/placebo diferences in the propartions of
patients experiencing potentialy important changes in ECG parameters, including T, QTc, and PR intervals. However,
the proportions of patients meefing the criteria for tachycardia four 3- to 6-week placebo-controlled
clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence for SERGQUEL compared 1o 0.6%
(1/156} incidence for placebo. (n acute {monotherapy} bipotar mania trials the proportians of patients megting the cri-
teria for tachycardia was 0.5% {1/192) for SEROQUEL compared to 0% (&178) incidence for placeba. {n acute bipo-
lar mania (adjunct} trials the proportions of patients meeting the same criteria was 0.6% (1/168) for SEROQUEL com-
pared to 0% (0/171) incidence for placebo. SEROQUEL use was associated with a mean increase in heart rate,
assessed by EGG, of 7 beats per minute compared to 2 mean increase of 1 heat per minute amonyg placebo patients,
This slight tendency to tachycardia may be related to SEROQUEL'S potentialfor inducing orthostatic changes (see PRE-
CAUTIONS). Other Adverse Evants Observed During the Pre-Marketing Evaluation of SEROQUEL: Following is a ist
of COSTART terms that reflect treatment-emergent adverse events as defined in the introduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at multipie doses > 75 mg/day during any phase of
arial within the premarketing database of approxdmataly 2200 patients treated for schizophrenia. A reported events
are included except those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was
temote, and those event terms which were S0 general as to be uninformative. It is importart to emphasize that,
although the events reported occurred during treatment with SEROQUEL, they were nat necessarlly caused by it
Events are further categorized by body system and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are thse accurring in at least 14100 patients (anly those not aiready tisted in the
tabulated resuits from placebo-controied trials appear in this listing}; infrequent adverse events are thos occurring in
11100 to 171000 patients; rare events are these occurring in fewer than /1000 patients. Nervous System: Frequent:
hypertonia, dysarthria; inrequent: abnormal dreams, dyskinesia, thinking abnarmal, tardive dyskinesia, vertigo, invoi-
untary movements, confusion, amnesia, psychasis, hallucinations, hyperkinesi, libkdo increased*, urinary retention,
incoordination, paranoid reaction, abnormal gait, myockanus, defusians, manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxism, catatonic reaction, hemipleia; Rara: aphasia, buccoglossal syndrome, choreoathetosis, delir-
ium, emational lability, euphoria, libide decreased”, neuralgia, stittering, subdural hematoma. Body 25 a Whale:
‘Fraguent: flu syndrome; infrequent: neck pain, petvic pain®, sukide attempt, malaise, photasensitivity feaction, chills,
face edema, moniliasis; Rare: abdomen enlarged. Digestive System: Fregusnt: anarexia; infraquent: increased sali-
vation, increased appetits, gamma glutamy! transpeptidase increased, gingivitis, dysphagia, flatuience, gastroenteritis,
gastritis, hemarthoids, Storatiis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum hemarthage,
mouth ulceration, rectal hemorrhage, tongue edema; Rara: glossitis, hematemesis, intestinal abstruction, melena,
pancreatiis. Cardiovascular System: palpitation; fnfraquent: vasodilatation, QF interval prolonged,
migraine, bradycardia, cerebralischemia, iequiar pulss, T wave abnormaity, bundle branch block, cerebrovascu-
lar accident, deep thrombophiebitis, T wave inversion; Rare: angina pectorss, atrial fbrillation, AV block first degree,
congestive heart fallure, ST elevated, thromboohlebitis, T wave flattening, ST abnormality, increased QRS duration,
Respiratary System: Frequant: pharyngitis, rhinits, cough increased, dyspnea; Anfrequent: preumonia, epistaxs,
asthma; Rare: hiccup, hyperventiation. Metabolic and Nutritional System: Fraquent: peripheral edema: Avrequent:
weight loss, alkaline phosphatase increased, hypedipemia, alcohol intolerance, dehydration, hyperglycemia, creatinine
increzsed, hypoglyceria; Rare: glycosuria, gout, hand edema, hypokalemia, water intoxication. Skin and Appendages
System: Frequent: sweating; fnfraguent: pruriis, acne, eczema, contact dermatitis, maculopapular rash, saborrhea,
skin ulcer; Rare: exfoliative cermatits, psoriasis, skin discoloration. Urogenital System: infrequant: dysmenorrhea”,
vaginitis*, urinary incontinence, metrarrhagia“, impotence”, dysuria, vagina! moniliasis™, abnormal ejaculation”, cys-

ng 1S, Urinary frequency, amenarrhea”, female lactation”, leukoriiea, vaginal hemorhage”, vulvovaginis® orchitis*;

Rars: gynecomastia*, nocturia, polyuria, acute kidney failure. Speelal Senses: Anfrequent: conjunctivitis, abnormal
vision, dry eyes, tinnitus, taste perversion, biepharits, eye pain; Rave: abnormality of accommodation, deaness, glau-
coma. Musculosksletal System: Arfraquent: pathological fracture, myasthenia, twitchinyg, arthralgia, arthiits, leg
cramps, bone pain. Hemic and Lymphatic System: Fraquent leukopenia; infrequent: leukocytosis, anemia, ecchy-
mosis, eosinophilia, hypachromic anemia; fymphadenapathy, cyanosis; Rare: hemolysis, thrombocytopenia.
Endocrine System: infraquent: hypothyraidism, diabietes mellitus; Rave: hyperthyraidism. *adiusted for gender, Post
Marketing Experiance: Adverse events reported since market introducion which were temporally related to SERO-
QUEL therapy include: leckopenia/eutropenia. If a patient develops a low white cell count consider discontinuation
of therapy. Pessible risk factors for
induced leukopeia/neutropenia. Otmr adverse events reported since mankm introduction, which were temporally
velated to SEROQUEL therapy, but nat necessarly causally related, include the following: agranulocytosis, anapt

tose on a mg/me basis. There are no adequate and wellmmrolled studies in pregnant women and g
be used during pregnancy only f the potential beneft justifes the potential risk to the fetus. Labor and Dllmry The
effect of SERGQUEL on fabor and delivery in humans is unknown. Nursing Mothers: SEROQUEL was excreted in milk
of treated animals during lactation. It is not known it SEROQUEL s excreted in human milk. It is recommended that
warmen receiving SEROQUEL should not breast feed. Pediatric Use: The safety and effectiveness of SEROQUEL in

have not been established. Gerfatric Use: Of the approximately 3400 patients in clinical studies with
SEROOUEL, 7% (232) were 65 years of age or over. In general, It'mre was no indication of any different talerability of
SERUﬂUEL in the elgery compareotoyounoef adults. Nevertheless, the presence of factors that might decrease phar-
to SEROQUEL or cause poarer talerance or orthosta-
sis, should lead o consideration 0! 3 lower starting dose, lower Htration, and careful monitoring during the initial dos-

wglevat- 1N period in the elderty. The mean ulasrna cearance of SERODUEL was reduced by 30% to 50% in elderty patients

when compared to &isoun er patier

mlormanon below is derived fram a clinical tial database for SERGQUEL consisting of
over 3000 pauems ‘This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 panents and/or normal subjects exposed to 1 or

lylax-
syndrome of i antidfurefic hormone szcretion (SIADH), ann Stevens
Johnsan Syndrome (SJS}.

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled substance. Physical
and Psychologic : SERCQUEL has ot been systematically studied, in animals or humans, for its poten-
tialfor abuse, toleranog or physical dependence. While the clinicaltriais did not reveal any tendency for any drug-seek-
ing behavior, these observations were not systematic and it is not possible to predict on the basis of this iimited expe-
ience the extent to which 2 CNS-active drug will be misused, diverted, and/ar abused once marketed. Consequerty,
patients should be evaluated careful for a history of drug abuse, and such patents should be abserved closely for
signs of misuse or abuse of SEROQUEL, .g., development of toferance, increases in dose, drug-seeking behavior.
OVERDOSAGE: Human experience: Experience with SERGQUEL 1quehap|ne fumarate) in acte overdosage was im-
ited in the clinical trial database (6 reports} with estimated doses ranging from 120G mg to 9600 mg and o fatali-
ties. In general, reported signs and symptoms were those resulting from an exaggeration of the drug's kniown phar-
macolagical effects, i, drowsiness and sedation, tachycardia and hypotension. One case, involving an estimated
overdose of 9600 g, was associated with hypokalemia and first degree heart block. In post-marketing experience,
there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or QTc prolongation.

more doses of SEROQUEL for the freatment of 0f the: 3000 subjects,

2700 (2300 in schizophrenia and 405 in acute bipolar mania} were patients who partic-ipated in muftiple dose effec-
tiveness tials, and their exprience corresponded to approximately 914.3 patient: mmm the full Prescnbmg
Information far details of adverse event datz callction, Advers mdlgz: Caniroiad
rials: Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo- Comrnllod Trials:
Bipalar Mania: Overall, discontinuations due to adverse events were 5.7% for SEROQUEL vs. 5.1% for placebo
in monotherapy and 3.6% for SEROCUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia: Overall there was
fitte difference in the incidence of discantinuation dug to adverse events (4% for SEROQUEL vs. 3% for placeba) in
apoal of controlled frials. However, discontinuations due to somnolence and hypotension were considered to be drug
teleted (see PRECAUTIONS): Somnolence 08% vs 0% for pacebo and Hypotension 0.4% vs (% for placeba.
Adverse Events Occuring &l an Incidence of 1% or Mors Among SEROQUEL Treated Patients in Shor-Term,
Placebo-Controlled Triaks: The prescriber should be aware that the figures in the tables and tabulations in the uf
Prescribing Information cannot be used to predict the incidence of side effects in the course of usual medical prac-
tice where patient charamnshns and omm factors differ from those that prevailed in the clinical trials, Similarty, the
nf from other clinical investigations involving differert treat-
ments, uses, and investigators. The cnsd ﬁgures tiowever, do provide the prescriting physician with some basis for
estimating the relative contribition of drug and nondrug factars fo the sile efect incidenc in the population Studied.

=3

Table 1, in the full Prescribing information, enumerates the incidence, rounded to the nearest percent, of treatment- ©

emergent adverse events thaf ocourred during acule therapy of schizophrenia (up 1o B weeks) and bipokar mania {up
o 12 weeks) in 1% or more of patients treated with SEROQUEL (doses ranging from 75 to 800 ma/day) where the
incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.
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of : In case of acute overdosage, establish and maintain an airway and ensure adequate
0xygenation and ventiation. Gastric lavage (atter intubation, it patient is unconsciaus) and administration of activat-
ed charcoal together with a laxative should be considered. The possitilty of obtundation, seizure or ystonic reac-
fion of the head and neck folowing overdose may create a risk of aspiration with induced emesis. Cardiovastular
manftoring should commence immediatety and shouid include confinuous electrocarciographic monitoring fo detect
possible amhythmias. If anti rapy is ide and quinidine cany a
thearetical hazard of additive QT-pralanging effects when administered in patients with acute overdosage of
SERCQUEL. Similary it i reasonable to expéct that the alpha-adrenergic-blocking properties of bretylium might be
additive to those of quetiapine, resutfing in problematic hypotension. There is no specific antidate to SEROQUEL.
‘Therefore appropriate suppartive measures shoukd be instituted. The passibility of multiple drug involvement should
be considered. Hypotension and circulatory collapse should be treated with appropriae measures such as intra-
venous fluids and/or sympathomimetic agents (epinephrine and dopamine should not be used, since beta stimula-
lion may worsen hypatension in the setting of quetiapine-induced élnha biockade). In cases of Severe extrapyrami-
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confinue untilthe patient recovers.
SEROQUEL is a registered trademark of the AstraZeneca group of companies.
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I never thought | could be myself again

Now | can

#1

Now the most prescribed atypical*

Proven efficacy

To help patients achieve continued success'*

Trusted tolerability

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.

* Al atypical prescriptions: Total prescriptions. Jan. 05-Feb. 06. New prescriptions.
Sept. 04-Feb. 06. IMS Health. National Prescription Audit.

t 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

25 mg, 50 mg, 100 mg, 200 mg, 300 mg & 400 mg tablets

Redefine Success
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