BRIEF SUMMARY of Prescribing Informalicn—Befare prescribing, please consult complete
Prescrlbing Information.

Increased Mortality in Eiderty Patlanis wilh Dementia-Related Psychosis

Elderly patients with dementia-relaled psychosis irealed with atypical antipsychotic drugs are at an
increased risk of death compared to placeho. Analyses of sevenieen placebo-controlled trials (madal
duration of 10 wesks) in these ratlums revealed a risk of death in the drug-reated patients of between
1.6 10 1.7 times that seen in placebo-lrealed patients. Ovar the course f a typical 10 week controlled
irial, the rate of dsath in drug-freated l,ralllm: was about 4.5%, compared to a rale of ahout 2.6% in the
placsho group. Although the causes of death were varied, most of the deaths appeared 1o be sither car-
diovascular (eg, heart failure, sudden death) or infectious (g, pneumonia) in nature. SEROQUEL (queti-

apine} is not approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the treatment of acute manic episades asso-
ciated with bipolar | disordey, as either monotherapy or adjunct therapy to lthium or divalproex. The efficacy of
SEROQUEL in acute bipolar mania was established in fwo 12-week monotherapy trials and one 3-week adjunct ther-
apy tial of bipolar | patients initally ospitalized for up to 7 days for acute mania. Effectiveness has nof been sys-
tematically evaluated in cfinical trials for more than 12 weeks in monotherapy and 3 weeks in adjunct therapy.
Therefore, the physician who elects to use SEROQUEL for extended periods shauid 8enodmaﬂy re-evaluate the long-
term risks and benefits of the drug for the individual patient. Schizophrenia: SEROQUEL is indicated for the treat-
ment of schizophrenia. The efficacy of SEROQUEL in schizophrenia was established in short-term {B-week) con-
trolled trals of schizophrenic inpatients. The effectiveness of SEROQUEL in long-term use, that s, for more than 6 weeks,
has not been systematically evaluated in controlled trials. Therefore, the physician who elects to use SEROQUEL for
extended periods should periodically re-evaluate the long-term usefulness of the drug for the individual patient
CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this medication
o an% of fts ingredients.

JARNINGS: Incraased Mortality in Elderly Patlents with Dementia-Related Psychosis: Elderly patients with
damentla-relatsd p:lrnhmls freated with atypical antipsychotic drugs are at an increased rigk of death compared
1o placabo. SEROQUEL {quetlapine) is nol approved for the traatment of patients with demenia-related psy-
thasis (sae Boxed Waming). Neuroleptic Malignaat Syndrome (NMS). A potentially fatal symptom comolex some-
times referred to as Neuroleptic Malignant S&ndvome {NMS) has been reported in association with administration of
antipsychotic drugs including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical mani-
festations of NMS are hyperpyrexia, muscle rigidity, atered mental status, and evidgnce of autonomic instability
(irrequiar pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysthythmia). Additional signs may include
elevated creatine phosphokinase, myoglobinuria (abdomyolysis) and acute renal failure. The diagnastic evaluation
of patients with this syndrome is complicated. In arriving at a diagnosis, it is important to exclude cases where the
clinical presentation includes both serious medical iliness 1e.g., pneumonia, systemic infection, etc.} and untreated
orinadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential
diagnasis include central anticholinergic toxicity, heat stroke, drug fever and primary central nenvous system (CNS)
patholagy. The management of NMS should include: 1) immediate discontinuation of antipsychotic 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 probiems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. if a patient requires antipsychotic drug
treatment after recovery from NMS. the potential reintroduction of drug therapy should be carsfully considered. The
patient should be carefully monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of potentially irreversible. involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. Athough the prevalence of the syndrome appears o be highest among the elderly, especially elderly
wamen, it 1S impossible to rely upon prevaience estimates to predict, at the inception of antipsychotic treatment,
‘which patients are likely to develop the syndrome. Whether antipsychotic drug products difer in their potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood that it will become
imeversible are believed to increase s the duration of treatment and the fotal cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, although much less commonly, after rel-
atively brief treatment periods at low toses. There is ng known treatment for established cases of tardive dyskinesia,
aithough the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, tseff, however, may suppress (of partially suppress) the signs and symptoms of the syndrome and there-
by may passibly mask the underlyln% process. The effect that symptomatic Suppression has upon the long-term
course of the syndrome i uoknown. Given these considerations, SEROQUEL should be prescribed in a manner that
is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be
reserved for patients who appear to suffer from a chronic illness that (1) is known ta respond to antipsychatic drugs,
and (2) for whom atiernative, equally effective, but potentially less harmful treatments are not availabie or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treaiment produc-
ing a satisfactary clinical response shoudd be sought, The need for continued treatment should be reassessed peri-
odically. If signs and symptoms of tardive dyskinesia appear in a patient on SEROGUEL, drug discontinuation should
be considered. However, some &anems may require treatment with SEROQUEL despite the presence of the syndrome.
Hyperglytemia and Diabetes Mellitus: Hyperglycemia, in some cases exireme and associated with ketoacidosis or
hyperosmolar coma or death, has been reparted in patients treated with atypical antipsychotics, including SEROQUEL.
Assessment of the relationship between atypical antipsychatic use and glucose abnarmalities is compicated by the
passibility of an increased background risk of diabetes meliitus in patients with schizophrenia and the increasing inci-
dence of diabetes melltus in the general population. Given these confounders, the relationship between afypical
antipsychotic use and hyperglycemia-related acverse events is not completely understood. However, epicemiologi-
<al 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 established diagnosis of diabetes mellitus who
are started on atypical anllpsrcnmms should be monitored regularly for worsening of glucose control, Patients with
risk factors for diabetes mellitus (eg, obesity, 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
treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia
including potydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia during
treatment with atypical antipsychotics Should undergo fasting blood glucose testing. in seme cases, hyperglycemia
has resolved when the atypical antipsychotic was discontinued; however, some patients required continuation of anti-
dizbetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: General: UEL may induce ion associated with
dizziness, tachycardia and, in Some patients, Syncope, especialty curing the initial nose tratian period, probably
reflecting its o -adrenergic antagonist properties. Syncope was reported in 1% (23/2567} of the patients treated with
SEROQUEL, compared with 0% {0/607) on placebo and abaut 0.4% (2/527) on active control drugs. SEROQUEL
should be used with particular caution in patients with known cardiovascular disease (history of myocardial infarc-
tion or ischemic heart disease, heart failure or conduction abnormaiites), cerebrovascular disease or conditions
which would predispose patients to hypotension (dehydration, hypovolemia and treatment with antihypertensive
medications). The risk of crthostatic hiypotensian and syncope may be minimized by limiting the initial dose to
25 my bid. If hypotension accurs during titration to the target dose, a return to the previous dose In the titration
schedule is appropriate. Cataracts: The devslopment of cataracis was abserved in association wilh quetiapine
irealment in chronic doa studias (see Animal Toxicology). Lens changes have also been observed in patients
during long-term SEROQUEL treatment, but a causal relationship to SEROOUEL use has not been established.
Neverihaless, the possibility of lenticular changes cannot be excluded at this time. Therefore, examination of
the lens by methods adequata o detect cataracl formation, such as siit lamp exam or other appmuriatuly sen-
sitive methods, Is recommended at Initlation of treatment or shortly thereatter, and at 6 month intervals during
chronic ireatment. Seizures: Ouring clinical trials, seizures occurred in 0.6% {18/2792) of patients freated with
SEROQUEL compared to 0.2% (1/807) on placebo and 0.7% (4/527) on active control drugs. As with other antipsy-
chatics SEROQUEL should be used cautiously in patients with a history of seizures or with conditions that potentially
lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that lower the seizure threshold may be more

cantribute to an elevation in core body temperature, .g., exercising strenuously, exposure to extreme heat, recel-
ing concomitant medication with anticholingrgic activity, or being Subject to dehydration. Dysphagia: Esophageal
dysmoilty and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and mortaiity in elderly patients, in particular those with advanced Alzheimer's dementia
SEROQUEL and other antipsychatic drugs should be used cautiously in patients at risk for aspiration preumonia,
Suicide: The possibility of a suicide attempt is inierent in bipolar disorder and schizophrenia; close supervision of
high risk patients shoulid accompany drug therapy. Prescriptions for SEROQUEL shouid be written for the smallest
quantity of tablets consistent with good patient management in order to reduce the risk of overdose. Use in Patients
with Concomiant liness: Clinical experience with SEROQUEL in patients with certain concomitant systemic illness-
es is 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 diagnnses were excluded from premarketing
clinical studies. Because of the risk of orthostatic hynotension with SEROQUEL, caution should be observed in car-
dlac patients (see Orthastatic Hypotension). Infarmation for Patients: Physicians are advised to discuss the follow-
ing issues with patients for whom they prescribe SEROQUEL. Orihostatic Hypotension: Patients should be advised
of the risk of orthostatic hypotension, especially during the 3-5 day period of iniial dose tiration, and also at times
of re-initiating treatment or increases in dose. Interferenca with Cognnlvu and Molor Performanc: Since somno-
lence was a commonly reported advarse event associated with SEROQUEL treatment, patients should be advised of
the risk of somnolence, especially during the 3-5 day period of initial dose tiration. Patients should be cautioned
about performing any activity requiring mental alertness, such as operating a motor vehicle (including automobiles)
or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not affect them
adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend to
become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomitam 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. Aleohol: Patients should be
advised to avoid consuming alcoolic beverages while taking SEROQUEL. Heal Exposur and Debiydralion: Patients
should be advised regarding appropriate care in aviding overheating and dehydration. Laboraiory Tasts: No specif-
ic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have not heen extensively evaluated in systsmatic studies. Given the primary CNS effects of SEROQUEL, cau-
fion should be used when it is taken in combination with other centrally acting drugs. SEROUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects with Selected psychotic disorders, and alcoholic
‘beverages should be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SERCQUEL
may enhance the effects of certain antihygenensive agents. SEROQUEL may antagonize the effects of levodapa and
dopamine agonists. The Eftecl of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiapine (250 mg
tldkand phenytoin {100 mg tid) increased the mean oral ciearance of quelizpine by -fold. Increased doses of
EROQUEL may be required to maintain control of symptoms of schizophrenia in pafients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.g., carbamazepine, barbiturates, rifampin, glucccorticoids}. Caution
should be taken if phenytoin is withdrawn and replaced with a non-nducer (e., valproate). Divalproex:
Coadministration of quetiapine {150 mg bid) and divalpraex (500 mg bid) increased the mean maximum plasma con-
centration of quetiapine at steady-state by 17% without affecting the extent of absorption or mean cral clearance.
‘Thioritazine: Thicridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 85%. Cimetidine:
Administration of multiple daily doses of cimetidine (400 mg fid for 4 days) resulted in 2 20% decrease in the mean
oral clearance of quetiaping (150 mg tid). Dosage adjustment for quetiapine is not requied when itis given with cime-
tiding. P450 34 Inhibitors: Coadministration of ketoconazole (200 mg once daily for 4 days), a potent inhibitor of
cytochrome P450 34, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in maximum plas-
ma concentration of quefiapine. Caution is indicated when SEROQUEL is administered with ketoconazole and other
inhibitors of cytochrome P450 34 {e.9, itraconazole, fluconazole, and erythromyciny. Fluoxetine, (mipramine,
Halaperidat, and Risperidane: Coadministration of fluaxetine (60 mg once daity}; imipramine (75 mg bid), fialaperi-
dol (7.5 mg bid), or nspendone (3 mq bid) with quetiapine (300 mg bmi did not atter the steady-state pharmacoki-
netics of quetiapine. Etfect of Quetiapine cn Other Drugs: Lorazepam: The mean oral clearance of lorazepam {2 mg,
single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dosing. Divalproex: The
mean maximum concentration and extent of abserption of total and fres valproic acid at steady-state were decreased
by 10to 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid). The mean oral clear-
ance of total valproic acd {adwministered as divalproex 500 mg bid) was increased by 11% in the presence of queti-
aping (150 mg bid). The changes were not significant, Lithium: Cancemitant administration of quetiapine (250 mg
tid) with lithium had no effect on any of the Steady-state pharmacokinetic parameters of lithium. Amlprrlnu
Administration of multiple daily doses up to 750 mg/day {on a tid schedule) of quetiapine to subjects with selected
psyehotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of antipyrine
metabolites. These results indicate that quetiapine dogs not significantly induce hepatic enzymes responsible for
cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impairment of Fertlity:
Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. 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 mg/kg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 imes the maximum human dose
800 mg/day) on 2 mg/m? basis (mice) or 0.3, 0.9, and 3.0 times the maximum human dose cn a mg/m? 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/m? basis and in malg rats at a dose of
250 mg/kg or 3.0 times the maximum human dose on a mg/m? basis. Mammary gland adenocarcinomas were sta-
tistically significantly increased in female rats at all doses tested LQS, 75, and 250 mg/kq or 0.3, 0.9, and 3.0 times
the maximum recommended human dose on a mg/m basis). Thyrold follicular cell adenomas may have resulted
from chronic stimulation of the thyroid gland by thyroid stimulating hormene (TSH) resulting from enhanced metab-
olism and clearance of thyroxing by rodent liver. Changes in TSH, thyroxine, and thyroxine clearance consistent with
this mechanism were observed in Subchronic toxicity studies in rat and mouse and in a 1-year toxicity study in rat;
however, the results of these studies were not definitive. The relevance of the increases in thyrcid follicular cell ade-
nomas o 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 fevels a maximum of 32- and 13-fold in male and female rats, respectively.
Increases in mammary neaplasms have been found in rodents after chronic administration of ather antipsychatic
drugs and are considered to be prolactin-mediated. The relevance 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 patential of quetiapine was tested in six in vitro bacterial gene mutation assays and in
an i vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentra-
tions af quetiapine may ot have been used for al tester strains. Quetiaping did produce a reproducible increase in
mutations in one Saimoneda typhimuriim tester Strain in the presence of metabolic activation. No evidence of clas-
was obtained inan in aberration assay in cuttured human lymphocytes or in the
in vivo micronucleus assay in rats. [mpairment of Fertility: Quetiapine decreased mating and ferflity in male
Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose ona mg/m?
basis. Drug-related effects included increases in interval to mate and in the number of matings required for Success-
ful Impregnation. These effects confinued to be abserved at 150 mgkg even after a two-week period without treat-
ment. The no-effect dose for impaired mating and fertity in male rats was 25 mg/kg, or 0.3 times the maximum
human dose en amg/me basis. Quetiapine adversely affected mating and fertlity in female Sprague-Dawley rats at an
oral dose of 50 mgikg, or 0.6 times the maximum human dose on a my/me basis. Drug-related effects included
decreases in matings and in matings resuiting in pregnancy, and an increase in the interval to mate. An increase in
iregular estrus cycles was abserved at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose
ona mg/me basis. The no-effect dose in female rats was 1 mg/kg, or 0.01 fimes the maximum human dose on @
miym? hasis. Pregnancy: Pregnancy Catagory C: The teratogenic potential of quetiapine was Studied in Wistar rats
and Duich Betted rabbits dosed during the period of erganagenesis. No evidence of a teratogenic effect was detected
in rats at doses of 25 to 200 mg/g or 0.3 to 2.4 times the maximum human dose on a mg/m? basis or in rabbits at
25 10 100 mgkg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, howeve, evidence of
embryofetaltoxiciy. Defays in skeletal ossification were detected in rat fetuses at doses of 50 and 200 mg/kg (0.6 and
24 times me maxlmum human dose on a mg/m? basis) and in rabbits at 50 and 100 mg/g (1.2 and 2.4 times the

prevalent in a population of 85 years o older. Hypothyroidism: Clinical trials with SEROGUEL
related decrease In total and free thyroxine (T4) of approximately 20% at the higher end of the therapeutic dose range
and was maximal in the first two to four weeks of treatment and maintained without adaptafion or progression dur-

ing mare chronic theray % Generally, these changes were of no clinical significance and TSH was unchanged in most
patients, and levels ot TBG were unchanged. In nearly all cases, cessation of SEROQUEL treatment was associated
with 2 reversal of the effects on fotal and free T4, irespective of the duration of treatment. About 0.4% (12/2791}
of SEROQUEL patients did experience TSH increases in monatherapy studies. Six of the patients with TSH increas-
€ needed replacement thyraid treatment, In the mania adjunct studies, where SEROQUEL was added te lithium or
divalproate, 12% (24/196) of SEROQUEL treated patients compared to 7% {15/203) of placeto treated patients had
elevated TSH levels. Of the SERGQUEL treated patients with elevated TSH levels, 3 had simutangous low free T4
levels. Cholesteral and m?mmdl Elgvations: in schizophrenia trials, SEROQUEL treated patients had increases
from baseline in cholesterol and trighyceride of 11% and 17%, respecﬁvely‘ compared fo slight decreases for place-
bo patients. These changes were only weakly related to the increases in weight observed in SEROQUEL treated
patients. Hyperprotactinamia: Athough an elevation of pralactin levels was not demonsirated in clinical trials with
SEROQUEL, increased prolactin levels were observed in rat studies with this compound, and were associated with
an increase in mammary giand neopiasia in rats (see Carcinogenesis). Tissue Cufture experiments indicate that
appraximatety one-third of human breast cancers are prolactin dependent in vitro, a factor of potential importance if
the prescription of these drugs is contemplated in a patient with previously detected brezst cancer. Although distur-

bances such as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported with prolactin-elevat-

ing compounds, the clinical significance of elevated serum prolactin levels is unknown for most patients. Neither clin-
ical studies nor epidemiologic studies conducted to date have shown an association between chronic administration
of this class of drugs and tumarigenesis in humans; the available evidence is considered too limited to be conclusive
at this time. Transaminass Elevations: Asymptomatic, transient and reversible elevations in serum transaminases
{primarify ALT) have been reparted. In schizophrenia trials, the proportions of patients with transaminase efevations
of > 3 fimes the upper limits of the normaf reference range in a poot of 3- te B-week placebo-contraied trials were
approximately 6% for SEROQUEL compared to 1% for placebo. In acute bipolar mania trials, the praportions of
paients with transaminase elevations of > 3 times the upper limits of the normal reference range in a pool of 3- to
12-week placebo-controlled trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme
elevations usually occurred within the first 3 weeks of drug treatment and promptly returned to pre-tudy levels with
angoing treatment with SEROQUEL. Patential for Cognitive and Motor Impairment: Somnolence was a commenty
reparted adverss event reported in patients treated with SEROQUEL especially dunng the 3-5 day period of initial
dose-ttration. In schizophrenia trials, somnolence was reported in 18% of patients an SEROQUEL compared to 1%
of placebo patients. I acute bipolar mania triais using SEROQUEL as monotherapy, somnolence was reported in
16% of patients on SEROQUEL compared to 4% of placebo patients. (n acute bipolar mania trials using SEROQUEL
as adjuncttherapy, somnolence was reported in 34% of patients on SEAOQUEL compared to 9% of placebo patients.
Since SEROQUEL has the potential o impair judgment, thinking, ar motor skils, patients should be cautioned about
performing activities requiring mental aleness, such as operanng 2 motor vehicle 1|r|clumnq automobiles) or oper-
ating hazardous machinery uniil they are reasonably certain that SEROQUEL therapy does not affect them adverse-
Iy, Priapism: One case of priapism in a Eatlent recenving SEROCUEL has been reported priar to market introduction.
While a causal relationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic block-

ing effects have been reported to induce priagism, an itis possible that SEROQUEL may share this capacity. Severe
priapism may require surgical intervention. Body Temperature Regulation: Athough not reported with SEROQUEL,
distuption of the body's abilfty fo reduce cors body temperature has been atiributed to antipsychotic agents.
Appropriate care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may

). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetus-
es at 100 mg/kg (2.4 times the max»mum human dose on a mg/me basis for both species). Thare was an increased
incidence of a minor soft tissue anomaly (carpalfarsal flexure) in rabbit fetuses at a dose of 100 mo/kg (2.4 times the
maximum human dose on a mg/me basis). Evidence of matemal toxicity (i.e,, decreases in body weight gain andfor
death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a perifpostnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg or 0.01, 0.12, and
0.24 times the maximum human dose on a mg/m? basis. However, in a prefiminary peri/ostnatal study, there were
increases in fetal and pup death, and decreases in mean litter weight at 150 mgrkg, or 3.0 times the maximum human

Treatment-Emergent Adverse Experlance incidanca In 3- to 12-Weuk Placebo-Controlled Clinical Trials' for the
Treatment ol Schizophrenia and Bipolar Mania (monotherapy): Bady &s 2 Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovascular: Tachycardia. Postural Hypotension; Digestive: Dry Mouth,
Constipation. Vomiting, Dyspepsia. Gamma Ghutamyl, Increased; Metabolic and
Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Dizziness, Anxiety:
Respiratory: Pharyngitis, Rhinits; Skin and Apendages: Rash; Special Sanses: Amblyopia. 'Events for which the
SEROQUEL incidence was equal to or less than placebo are not listed, but included the fallowing: accidental injury,
akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension,
hypertonia, hypotension, increased appetie, infection, insomnia, leukopenia, malaise, nausea, nervousness, pares-
thesla, peripheral edema, sweating, tremor, and weight loss. In these studies, the most commonly observed adverse
events assaciated with the use of SEROQUEL (incidence of 5% or greater) and abserved at a rate on SEROQUEL at
least twice that of placebo were somnolence (18%), dizziness {11%), dry mouth (%), constipation (8%), SGPT
increased (5%), weight gain (5%}, and dyspepsia (5%). Table 2, from the full Prescribing Information, enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred during therapy
{up o 3-weeks) of acute mania in 5% or more of patients treated with SERGQUEL (doses ranging from 100 to 800
mg/day) used as adjunct therapy to fithium and divalproex where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverss Experiance Incidence in
3-Wesk Placebo-Controlled Clinical Trials' for the Treatment of Bipolar Mania (Adjunct Therapy): Body s a
Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Gardlovascular: Postural Hypotension; Digestive: Dry
Mouth, Constipation; Metaholic and Mutritional: Weight Gain; Nervous: Somnolance, Diziness, Tremor, Agitation;
Respiratory: Pharyngitis. "Events for which the SEROQUEL incidence was equal to or less than placebo are not list-
ed, but included the following: akathisia, diarrhea, insomnia, and nausea. In these studies, the most commoniy
abserved 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 (34%), dry mouth (13%), asthenia (10%), constipa-
tion {10%), abdominal pain (7%), postural hiypotension (7%), pharyngitis (6%}, and weight gain (6%). Explorations
for Interactions on the basis of gender, age, and race did not reveal any clinically meaningful differences in the adverse
event occurrence on the basis of these demographic factors. Doss Dependercy of Adverse Events in Short-Term,
Placebo-Gontrotled'Trials: Doss-related Adverse Events: Spontaneously eliced adverse event data from a study of
schizophrenia comparing five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 my/day) to place-
bo were explored for dose-relatedness of adverse events. Logistic regression analyses revealed a positive dose
respanse {pc0.05) for the folowing adverse events: dyspepsia, abdominal pain, and weight gain. Extrapyramidal
Symptoms: Data five of SEROQUEL (75, 180, 300,
6§00, 750 my/day) provided evidence for the lack of Iveatmem-emement extrapyramidal symptoms (EPS} and dose-
relatedngss for EPS assoclated with SEROQUEL treatment. Three methods were sed to measure EPS: (1} Simpson-
Angus total score {mean change from baseline) which evaluates parkinsonism and akathisia, (2) incidence of sponta-
neous complaints of EPS {akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinsia,
neck rigidty, and tremor), and (3) use of anticholinergic medications to treat emergent EPS. Vital Signs and
Lahoralory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotension (see PRECAUTIONS).
Waight Galn: In schizophrena trials the proportions of patients mesting a weight gain criterion of 7% of body weight
were compared in & pool of four 3- to 6-week placebo-contralled cinical trials, revealing  stafistically significantly
greater incidence 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 megting the same weight criterion were 13% compared to 4% for
placebo. Laboratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it is
associated with asymptomatic increases in SGPT and increases in both total cholesterdl and trighycerides {see PRE-
CAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials revealed no clinical-
Iy important differences between SEROQUEL and placebo. ECG Changes: Setween group comparisons for pooled
placebo-controfled trials revealed no statistically significant SEROQUEL/placebo cifferences in the proportions of
patients experiencing potentially important changes in ECG parameters, including QT, 07c, and PR intervals. However,
the proportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo-controlled
cfinical trials for the treatment of schizophrenia revealing a 1% {4/399) incidence for SEROQUEL compared to 0.6%
(1/156) incidence for placebe. In acute (monotherapy} bipolar mania trials the proportions of patients meeting the cri-
teria for tachycardia was 0.5% (1/192) for SEROQUEL compared to 0% (04178) incidencs for placebo.  In acute bipo-
Jar mania (adjunct) trials the proportions of patients meeting the same criteria was 0.6% (1/166) for SEROQUEL com-
pared to 0% (0/171) incidence for placebo. SERCQUEL 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 placeho patients.
This slight tendency to tachycardia may be related to SEROQUEL's potentia forinducing orthostatic changes {see PRE-
CAUTIONS). Other Advarss Events Observed During the Pre-Marketing Evauation of SEROQUEL: Following is a ist
of COSTART terms that reflect treatment-emergent agverse events as defined in the introduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at muttiple doses > 75 mg/day during any phase of
il within the premarkefing database of approximately 2200 patints treaeq for schizophrenia. A reparted everts
are included except those already listed in Table 1 or eisewhere in labeling, those events for which a drug cause was
remote, and those event terms which were so gengral a5 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 categorized by hody system and listed in order of decreasing fraquency according to the following
definitions: frequent adverse events are those occurring in atleast 17100 patients (only those not aiready listed in the
tabulated resuls from placebo-controlled trials appear n this listing); infrequent adverse events are those occurring in
1/100 to 11000 patients; rare events are those accurring in fewer than 11000 patients. Nervous System: Fraquent:
hypertonia, dysarthria; Infrequent: abnormal dreams, dyskinsia, thinking abnormal, tardve dyskinesia, vertigo, inval-
untary mavements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary retention,
incoordination, paranoid reaction, abnormal gait, myoclonus, delusions, manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxism, catatonic reaction, hemiplegia; syndrome, is, delir-
fum, emotional lability, euphoria, inido decreased”, neuralgia, stuttering, subdural hematorma. Body as a Whale:
Frequent:fu syndrome; infrequant; neck pain, pevic pain®, suicide attempt, malaise, photosensitivity reaction, chill,
face edema, moniliasi; Aare: abdomen enlarged. Digestive Sysiem: Frequant: anorexia; Infrequent increassd sali-
vation, increased appetite, gamma glutamyl franspeptidass increased, gingivits, dysphagia, flatulence, gastroenterits,

gastris, hemorthoids, stomatits, thirst, toath caries, fecal incontinenice, gastroesophageal reflux, guim hemarrhage,
moutn ulceration, rectal hemarrhage, tongue edema; Rare: glossitis, hematemesis, intestinal obstruction, melens,
pancreatitis. Cardiovascular System: Frequent: palpitation; fnfrequent; vasodilatation, O intervat prolonged,
migraing, bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundie brarich blogk, cerebrovascu-
lar accident, deep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fibrilation, AV biock fist degree,
congestive heart failure, ST elevated, thrombophlebitis, T wave fiatiening, ST abnormality, increased QRS duration.
Respiratory System: Frequent: pharyngitis, thinits, cough increased, dyspnea; infrequant; pneumania, epistads,
asthma; Rare: hiccup, hyperventiation. ‘Metabalic and Mutritional System: Frequant: peripheral edemz; infraquent:
weight loss, alkaline phosphatase increased, hyperiipemia, alcohol intolerance, dehydration, hyperglycemia, creatinine
increased, hypoglycemia; Aare: glycosuria, gout, hand edema, hypokalemia, water intoxication. Skin and Appendages
Systom: Froquent: Sweating; fnfrequent: pruritis, acne, eczema, contact dermaitis, maculopapular rash, seborrhea,
skin ulcer, Rare: exfoliative dermatits, psoriasis, Skin discoloration. Urogenital System: infrequent: cysmenorrhea*,
vaginitis*, urinary incontinence, metrorrhagia“, impotence", dysuria, vaginal maniiasis*, abnormal ejaculation*, ¢ys-
titis, urinary frequency, amenorrea®, female lactation*, leukarrhea®, vaginal hemarrhage”, vulvovaginitis™ orchitis*;
Rare: gynecomastia’, nocturia, polyuria, acute kidney failure, Special Senses: infraquent: conjunctivts, abnormal
vision, dry eyes, tinnitus, taste perversion, blepharits, eye pain; Rare: abnormality of accommodation, deafness, glau
coma. Muscufoskelstal System: infrequent: pathological fracture, myasthenia, twitching, arthvalgia, arthrit
cramps, bane pain. Hemic and Lymphatic System: Fraquant: leukopeniz; Infraquent: leukacytasis, anemia, ecchy
mosis, eosinophilia, hypochromic anemia; lymphadenapathy, cyanosis; ARam: hemolysis, thrombocytopenia.
Endocrine System: infraquent: hypothyraidism, iabetes mellitus; Rare: hyperthyroidism. *adjusted for gender. Past
Marketing Experiancs: Adverse events reported since market introduction which were temporally related to SERQ-
QUEL therapy Include: leukopenia/neutropenia. If a patint develops alow white cell count consior discontinuation
of therapy. Possible risk factors for ite cell count and history of drug
induced feukopenia/neutropenia. Other adverse events reported smce markei introduction, which were temporally
re\ated t0 SEROQUEL therapy, but not necessarily causafy related, include the following: agranulocytosis, anaphylax-

dose on a mg/m? basis. There are no adequate and weli-controlied studies in pregnant women and quetiapine should
be used during pregnancy only it he potential benefit justifies the potential isk to the fetus. Labor and Delivery: The
effect of SEROQUEL on labor and defivery in humans is unknown. Nursing Mothers: SEROQUEL was excreted in milk
of treated animals during lactation. It is not known if SEROQUEL is excreted in human milk. It is recommended that
women receiving SEROQUEL should not breast feed. Pediatric Use: The safety and effectiveness of SERCQUEL in
pediatric patiens have not been estabiished. Geriatric Use: O the approximately 3400 patients in clinical studies with
SEROQUEL, 7% (232) were 65 ysars of age or over. In general, there was o indication of any different tolerabiity of
SEROOUEL in e elderly compalsd younger adults. Nevertheless, the presence of factors that might decrease phar-
10 SEROQUEL o cause poorer tolrance orohosta-

syndrome of i antidiuretic hormone secretion (SIADH), and Stevens
Jchnson Syndrome (SJS).
DRUG ABUSE AND DEPENDENCE: Controlted Substance Cless: SEROQUEL is not a controlled substance. Phiysical
and Psychologic dependence: SERDQUEL has not heen systematically studiad, in animals or humans, for its poten-
al for abuse, tolerance or physical dependence. While the clinical trials did not reveal any tendency for any drug-seek-
ing behavior, these abservations were not systematic and it is not possible to predict on the basis of this limited expe-
rignce the extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently,
patients should be evaluated carefuly for a history of drug abuse, and such patients shobld be observed closely for
signs of misuse or abuse of SEROQUEL e, development of tolerance, i increases in dose, drug-seeking behavmr
OVERDOSAGE: Hi isnce: Experience with SEROQUEL (que was fim-

sis, should lead to wnsMerahon af a lower starting dose, slmrmrat\cn and careful monite

ing period in the ekderty. The mean plasma clearance of SEROCUEL was reduced by 30% to 50% in eldeny patients
when compared to younger patients.

ADVERSE REACTIONS: The information beiow is derived from  clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients expased to SERCQUEL for the treatment of acute bipolar
mania {monatherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed o 1 or
mare doses of SERGQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximately
2700 {2300 in schizophrenia and 405 in acute bipolar mania) were patients who partic-ipated in multiple dose effec-
tiveness trials, and their experience corresponded to approximately 914.3 patient-years. Refer o the full Prescribing
Information for detals of adverss event daa colleclion. Adverse Findings Otserved in Shor-Term, Cortrolled
Trials: iated withDiscontinuation of Treatmet in Short-Term, Placabo-Contralled Trias:

Bipolar Mania: Overail dlscontmuatlons e 0 agverse svents were 5.7% for SEROQUEL vs. 5.1% for placebo
in manotherapy and 3.6% for SEROQUEL vs. 5.8% for placebo in adjunct therapy. Schizophrenia: Overall, there was
It diference in the incidence of discontinuaton due fo adverse events (4% for SEROQUEL vs. 3% for placebo) in
apoal of controfled trials. However, discontinuations due to somnolence and hypotension were considered to be drug
related (see PRECAUTIONS): Somnalence 0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo.

Adverse Events Occurring 2t an Incidence of 1% or More Among SEROQUEL Treaied Patienis in Short-Tenm,
Placebo-Contralied Trials: The prescriber should be aware that the figures in the tables and tabulations in the full
Prescriting Information cannat be used to predict the incidence of side effects in the course of usual medical prac-

tice where patient and other factors differ from those that prevailed in the clinical trials. Similay, the
cited ined from other clinical investigations invoiving different treat-

ments, uses, and investiators. The med f figures, however, do pravide the prescribing physician with some basis for
estimting e refatve contrbution of drug and nondrug Taclors to the side effect incidence in the population studied.

Table 1, in the full Prescribing (nformation, enumerates the incidence, rounded to the nearest percet, of treatment-

emergem adverse events that occurred during acute mera&y)ot schizophrenia (up to 6 weeks) and bipolar mania (up
1012 weeks) in 1% o more of patients treated with SEROQUEL (doses ranuma from 75 to 800 mg/day) where the
incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.
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Hed in the clinical tialdatabase (6 reports) with estimated Hoses 1 ranumo from 1200 mg to 9600 mg and o fatal-

ties. In general, reported signs and symptoms were those resulting from an exaggeration of the drug's known phar-

macological effects, i.¢., drowsiness and sedation, tachycardia and hypotensian. One case, involving an estimated
overdose of 9600 mg, was associated with hypokalemia and first degree heart block. In post-marketing experience,
there have been very rare reports of overdose of SERODUEL alone resulting in death, coma or QT prolongation.
Management of Overdosage: In case of acute overdosage, establish and maintain an airway and ensure adequate
oxygenation and venfilation. Gastric lavage (after intubation, if patient is uncongcious) and adinistration of activat-
ed charcoal together with a laxative should be considered. The possibility of obtundation, seizure or dystonic reac-

fion of the head and neck fellowing overdose may create a risk m  aspiration with induced emess, Cardiovascular
maritoring should commence immediately and shouid include fo detect
possible arrtythmias. If therapy is admi i ide and quinidine carry a
theoretical hazard of additive QT-prolonging effects when administered in patients with acute overdosage of
SEROQUEL. Similarly it is reasonable to expect that the aipha-adrenergic-biocking properties of bretylium might be
additive to those of quetiapine, resufting in problematic hypatension. There is no specific antidote to SEROQUEL.
Therefore appropriate supportive measures should be instituted. The possibiity of mutiple drug involvement should
be considered. Hypotension and circulatory collapse should be treated with appropriate measures such as intra-
venous fulds and/or sympathomimetic agents (epinephring and dopamine shouid not be used, since beta stimula-

tion may worsen hypotension in me semng of quenapme -induced alpha blockade). In cases of severe extrauyram

dal symptoms, p and

continue until the patient recovers.

SEROQUEL is a registered trademark of the AstraZeneca group of companies.
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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.

*All atypical prescriptions: Total prescriptions. Jan. 05-Feb. 06. New prescriptions.
Sept. 04-Feb. 06. 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.

s Seroquel

quetiapine fumarate

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

: & “ Redefine Success

AstraZeneca§

AstraZeneca

SEROQUEL is a registered trademark of the AstraZeneca group of companies. 239378 406  www.SEROQUEL.com
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