
BRIEF SUMMARY of Prescribing Information—Before prescribing, please consult complete contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiv- TreatmBnt-Emergent Adverse Experience Incidence In 3- to 12-Week Placebo-Controlled Clinical Trials1 tor Ihe
Prescribing Information. ing concomitant medication will anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal Treatment ol Schizophrenia ant Bipolar Mania (monotherapy): Body as a Whola: Headache, Pain, Asthenia,

dysmotility and aspiration have been associated wrtti antipsychotic drug use. Aspiration pneumonia is a common Abdominal Pain, Back Pain, Fever; Cardiovascular Tachycardia, Postural Hypotension; Digestive: Dry Mouth,
cause of morbidity and mortality in elderly patients, in particular those with advanced Alzheimer's dementia. Constipation, Vomiting, Dyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased; MBlabolic andIncreased Mortality In Elderly Pallsnts with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with atypical antipsvchotic drags are at ani n m m j r U nl riiath crjmmrid tr, i l in'hr. ln.lv>.> ni , . . . n i e . n nhr .h . - inn lmiw Mak fmmlal ™ Q U E L and other antipsychotic drugs should be used cautiously in patients at risk tor aspiration pneumonia. Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Dizziness, Anxiety:
increased risk ol death compered to placebo. Analyses ol seventeen plaeobo-coritrolled trials (modal Suicide: The possirjilrty ol a suicide attempt is inherent in bipolar disorder and schizophrenia; close supervision of Respiratory- Pharyngitis Rhinitis' Skin and Appendages' Rash' Special Senses Amblyopia, 'Events tor which trie
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duration ol 10 weeks) in these patients revealed a risk ol death In the drug-treated patients of between
1.6 lo 1.7 limes that seen In placekHnalorJ patients. Over to course ol a typical to week controlled
trial, the rate ol death in drug-treated patients was about 4.5%, compared to a rale of abont 2.5% in the
placebo group. Although to causes of death were varied, most ol to deaths appeared lo be either car-
diovascular leg, heart failure, sudden dealtij or infections (eg. pneumonia) in nature. SEROQUEL Iqueli-
apine) is not approved lor the treatment ol patients with Dementia-Related Psychosis.
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Respiratory- Pharyngitis Rhinitis' Skin and Appendages' Rash' Special Senses Amblyopia,

eSCPr°!if , S J a U i f i ! f i ! • S 2 SERCI0IJEL msm ™ "yal'"or less ta Ptato » « * " * b u t i " 1 " " te * * * *» : " * * * l injury,
d anttyottabets s s t e p g o o d pae manawmentnorde to reduce the risk oloverdos. Use in Pa rents M m ctlest paln m g t l n c r — depressjD j m Bxt,wran,ilM syndrom hnsflify. hypertension,
with Concomitant Illness: Clinical experience with SEROOUEL in patients wrmcertain concomrtantsystemic illness- kunprt(1nia ^ J l , ™ irvwpri amptrip infwti™ incnmria imvZma m^kp nan=p= npn,Wns« ™ «
es is limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history S ~ l S S ° ' w inn tZ a d» hi t Jl i d K 2m i m l 7™d I ™
ot myocardrai infarction or unstable heart disease. Patients with these diagnoses were excluded from premarketing ™*p '" '™ ™ S ,8;S™ ,CI , J"' losj „, , f ' I* T T,"10, S5™ in ,
clinical studies. Because ol the risk ot orthostatic hypotension with SEROQUEL, caution should be observed in car " t s assocatel with the use ot SEROQUEL incidence of 5% or greater) and observe at a rate on S ROQUEL a
diac patients (see Orthostatic Hypotension). Information lor Patients: Physicians are advised to discuss the follow- l!lst • " ' ; ' " o l 1 * ° * ° . ™ p ™ e n c e W , dizziness (11%), dry mouth (9%), constipation (!•/.), SGPT

INDICATIONS AND USAGE: Bipolar Mania: SEROOUEL is indicated for the treatment of acute manic episodes asso- ing issues with patients for whom they prescribe SEROQUEL Drlhnstatic Hypotension: Patients should be advised ' " ™ ™ I 5 * w " 8 n l !aln I s * ) • ™ TO™ (5%). Table 2, from the full Prescribing Information, enumerates
dated with bipolar I disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The efficacy of of the risk of orthostatic hypotension especially during the 3-5 day period of initial dose titration and also at times tne incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred during therapy
SEROQUEL in acute bipolar mania was established in two 12-week monotherapy trials and one 3-week adjunct trier- of re-initiating treatment or increases in dose. Interference with Cognitive and Motor Performance: Since somno- (»P to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from 100 to 800
apy trial of bipolar I patients initially hospitalized for up to 7 days for acute mana Effectiveness has not been sys- lence was a commonly reported adverse event associated with SEROOUEL treatment, patients should be advised of mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with SEROQUEL
tematically evaluated in clinical trials for more than 12 weeks in monotherapy and 3 weeks in adjunct therapy, the risk of somnolence, especially during the 3-5 day period of initial dose titration. Patients should be cautioned was greater than the incidence in placebo-treated patients. TreatmBnl-Emergent AdvBrsB ExpariencB Incidence in
Therefore, the physician who elects to use SEROOUEL for extended periods should periodically re-evaluate trie long- about performing ariy activity requiring mental alertness, sucri as operating a motor vehicle (including automobiles) 3-WBBk PlacBho-Controllad Clinical Trials' for to TreatmBnt of Bipolar Mania (Adjunct Therapy): Body as a
term risks and benefits of the drug lor the individual patient. Schizophrenia SEROQUEL is indicated for the treat- or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not affect them Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular Postural Hypotension; Digasliva: Dry
ment of schizophrenia. The efficacy of SEROQUEL in schizophrenia was established in short-term (6-week) con- adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend to Mouth, Constipation; Metabolic and Nutritional: Weight Gain- Nen/ous: Somnolence Dizziness Tremor Agnation-
troM trals of schizophrenic inpalents. The effectiveness of SEROQUEL in long-term use, that is, for more than 6 weeks, become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking Respiratory: Pharyngitis. 'Events for which the SEROQUEL incidence was equal to or less than placebo are not list-
has not been systematkally evaluated in controlled trials. Therefore, the physician who elects to use SEROQUEL for SEROQUEL. Concomitard Medication: As with other medicate, patients should be advised to notify their priysi- ed but included the following- akatriisia diarrhea insomnia and nausea In these studies the most commonly

S i ? i r * ! S S • M W 1 a T W ? ! u l n ^ " I * * S l o r lhe K C # " , ,. ™ s ' ' fc> « * n g , or f * « » * "»y prescription or over-the-counter drugs. Alcohol: Patients should be observed adverse events associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate
S: SEROOUEL is contraindicated in individuals with a known hypersensrnvity to this medication advised to avoid consuming alcoholic beverages while taking SEROOUEL Heat Exposure and Dehydralion: Patients on SEROOUEL at least twice that of placebo were somnolence (34%) dry moutri (19%) asthenia (10%) constipa-

• S B S H I in Elder* Patients with Demenfia-Related Psychosis: ElderJ pallets with X S , * * ^ ^ ^ tS^^^&SS^£S\^SS
d.m.ntla-relat.d p^ych^.s treated wdh atypical antipsycholic drugs are at an increased risi of death compared drugs have not heen extensively evaluated in systematic studies. Siven the primary CtJS effects of SEROQUEL, cau-
to placebo. SEROOUEL (guetlapine) is not approved lor the treatment of patents witn dernenHa-relatnTpsy- f0,should be used when it is taken in combination with other centrally acting drugs. SEROOUEL potentiated the
chosislseetoedWamlnglJeuroleptlcMallgnantSyndrarnelKMSl.Apotentralryfatalsymptomcompleisome- cognitive and motor effects of alcohol in a cliriical trial in subjects witri selected psybhotic disorders and alcoholic ^^^t^X^^S^S^^^^X
times referred to as Neuroleptic Malignant Syndrome ( M S ) has been reported in association w«h administration of beverages should be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL « t a ° t a " ™ J ™ S t e s J d o s e s ° ™ E L (75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day Id place-
antipsychotic drugs, including SEROOUEL. Rare cases of rJMS have been reported with SEROQUEL. Clinical mani- may enhance the effects ot certain antih peitensive agents. SEROOUEL may antagonize the effects of levodopaand b0 w m * ' " " ' * ' l l l B * e s * D ( * " " ' * L o g * regression analyses revealed i p a t e dose
feslations of M S are hyperpyrexia, muscle rigidity, alered mental status, and evidence of autonomic instability dopamine a 8 0 n j S t s me Etfecl of Other Drugs on Oietiapine' Phenytuiir Coadministration of guetiapine (250 mo resfc"se W1®fcr ltle U c w " ? i d v e r s e " " * * I " abdominal pan, and weight gam. Brtrapyramldal
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include tid) and phenytoin (100 ma tid) increased the mean oral clearance of quetiapine by 5-fold Increased doses of Symnloms: Data from one 6-weEk clinical trial of schizophrenia comparing five fixed dosesof SEROQUEL (75,150,300,
elevated creatine phosphokinase, myoglobinura (rtabdomyolysis) and acute renal failure. The diagnostic evaluation SEROOUEL may be required to maintain control of symptoms of schizophrenia in patients receiving guetiapine and * 7 S ) " » * » ) I " ™ * 1 w i * m lor ta fe* * treatment-emergent extrapyramidal symptoms (EPS) and dose-
of patients with this syndrome is complicated. In arriving at a diagnosis, it is important to exclude cases where the phenytoin or other hepatic enzyme inducers eg carbamazepine barbiturates rifampin glucocorticoids) Caution relatedness for EPS associated with SEROQUELtrealment. Three methods were used to measure EPS: (i)Simpson-
clinical presentation includes both serious medical illness (e.g., pneumonia, systemic infection, etc.) and untreated should be taken i phenytoin is withdrawn arid replaced with a non-inducer (eg' valproate) Divalproar * W S total score (mean change from baseline) which evaluates parkinsonism arid akathisra, (2) incidence of sponta-
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential Coadministration of guetiapine (150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma con- neous complaints of EPS (akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonta, hypokinesra,
diagnosis include central anticholinergic toxicity heat stroke, drug fever and primary central nervous system (CNS) centration of quetapine at steady-state by 17% without affecting the extent of absorption or mean oral clearance, neck rigidity, and tremor), and (3) use of anticholinergic medications to treat emergent EPS. Vital Signs and
pathology The management ol NMS should include: 1) immediate discontinuation of antipsychotic drugs and other Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 65%. Cimetidine: Laooralory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotenskm (see PRECAUTIONS)
drugs not essential to concurrent therapy: 2) intensive symptomatic treatment and medical monitoring: and 3) treat- Administration of multiple daily doses of cimetidine (400 mg tid for 4 days) resulted in a 20% decrease in the mean Weight Gain: In schizophrenia trials the proportions of patients meeting a weight gain criterion of >7% of body weight
ment of any concomitant serious medical problems for which specific treatments are available. There is no general m i c|HrancB of quetiapine (150 mg tid). Dosage adjustment for quetiapine is not required when i is piven with cime- were compared in a pool ol four 3- to 6-week placebo-controlled clinical trials, revealing a statisfcalry signifantiy
agreement about specific Pl»™acologo trea ment regimens or NMS. if a patient requires anlipsyc otic drug Mine. m a Inhibitors: Coadminislration of ketoconazole 1200 mg once daily for 4 days), a potent inhibitor of greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the
treatment after recovery om NMS. the potential remtroduclon of drug therapy should be rarefuiy considered. The cytochrome P450 3A, reduced oral clearance of quetiapine by 6 % , resulting in a 335% increase in maximum plas- proportions of patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania

administered to the patient increase. However, the syndrome can develop, although much less comminly, after reV S S 7 w h e r K n r a S mo w S S i n r S S S S S r H Th mem 5 S S p*ntsa| )e*"cin8 p o l r t * i m ' o m l * n » e s ' " E H S f " " a e r s ' " o U i n 9 0 T ' O T o ' - P R * * H o w e »
atively brief treatment periods at low doses. There is no known treatment lor established cases of tardive dyskinesia, J L 0( totsi valnrnir arid[administered as divalornm m m hirtl was inrmsr-rl hv 11% in fc oresenre nf niifti- fc proportions of patients meeting the criteria for tachycardia were compared in tour 3-to 6-week phcebo-controlled
although the syndrome may remit, partially or completely, it antipsychotic treatment is wihdrawn. Antipsychotic S K X ^ S T n ™ nS sign'fant Lithium ° S t t S ^ T u S S olinial « * > « " l r r a l ™ n l cl s c t l i z 1 * ™ raB*Sa l % ( « " ) ™ * m tor S E m u E L «*«** " > o m

treatment, itself, however may suppress (or partially suppress) the signs and symptoms of the syndrome and there- lid\ ̂  |W;m (^ m ̂  m m 0) t J e ateadv-state oharmacokirietic oarameters of lithium Mumlne" (1156) incidence for placebo. In acute (monotherapy) bipolar mania trials the proportions of patients meeting the cri-
by may possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term Administration of multiple daily doses up to 750 mg/day (on a lid schedule) ot quetiapine to sub e B « ™ selected ' ™ ' « « h P n j » was 0.5% (1/192) lor SEROQUEL compared to 0% (07178) incidence lor placebo. In acute bipo-
course of the syndrome is unknown. Given these considerations SEROQUEL should be prescribed in a manner that psycWc fcorders n a j n0 c|injca|y „ , ? „ , ^ ^ fa dearara 0, ^ J , 0, ;inary ̂  „ # m lar mania (adjunct) trials the proportions of patients meeting the same criteria was 0.6% (1/165) for SEROQUEL com-
is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be metabolites. These results indicate that quetiapine does not signrricantfy induce hepatic enzymes responsible for pared to B (0/171) incidence for placebo, SEROQUEL use was associated with a mean increase in heart rate,
reserved for patients who appear to' sufferlrom a chronic illness that (1) is known to respond to an ipsychotic drugs, ^ m i P450 mediated metabolism of antipyrine, Carcinogenesis, Mutagenesil, Impairment of Fertility: assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placebo patients,
and 2) for wriomlafternative, equally effective, butpotentially ess harmful treatments are not available or appropri- Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was adminis- This slighttendency totachycardia may be related toSEROQLJEL's potentialforinducing orthostatic changes (see PBE-

m JiSS I S l S i S hi TlTSJlS^ST^f^S^i lml '""<"M l0 mice *doses ol 20'75' 2 5° - - ™ ™*ini"rats 'V »"V "•tees of Z5'75'ln(l amm^ "to M"mB B"* to"™1 D u r l n I » ' Pre-MaikaHng Evaluation nl SEROQUEL Following is a list
rng a sat factory chnical response should be sought The need for continued trea ment should be reassessed pen- 250 /k l „ T t e d i l t t 0 1 0 5 15 d 45 ti th i h d f COSTART t tht f l t t t t t d t d f i d i th i t d t i t th ADVERSE
m JiSS I S l S i S hi TlTSJlS^ST^f^S^i lml ""<"M l0 mice *doses ol 20'75' 2 5 ° - - ™ ™ * i n i " r a t s 'V »"V "•tees of Z5'75'ln(l amm^ "to M"mB B"* to"™1 D u r l n I » ' PreMaikaHng Evaluation nl SEROQUEL Following is a list
rng a sat factory chnical response should be sought. The need for continued trea ment should be reassessed pen- 250 ma/kg lor „ „ , yHrs T t e e doses M equivalent to 0.1,0,5 1.5, and 4,5 times the maximum human dose of COSTART terms that reflect treatment-emergent adverse events as defined in the introduction to the ADVERSE
S ^ S j!00 mg/day) on a ma/mi basis (mice) or 0.3,0.9, and 3.0 times the mnimum human dose Ori a mg/m> basis REACTIONS section reported by patients treated with SEROOUEL at multiple doses > 75 mg/day during any phase of

^SZ!ST^^S^SZS^SS * > T l * " * * s i ' " i l i — increases in <W'm I | l n d lolicula[ l t a M l s in " * miDe"doses"Z50 » ffii«kti d t b f i t l 2200 tit d f h i h i All rtd t
(rats). There were statistically significant increases in thyroid gland folicular adenomas in male mice at doses of 250 a trial wlhin the premarketing database of approximately 2200 patients treated for schizophrenia. All reported events

nyperosmorarcomaoroeam.nasoeenreixinedinpa.ienrsirea.eowi.riaiypicaian.ipsycnoncs.inciuoingbMuutL StaSStiS^^^ are included except those already listed in Table 1 or elsewhere In labeling, tnose events for which a drug cause was
Assessment ol the relationship between apical antipsychotic use and glucose abnormalhies is complicated by the 3 S ? ' * T \ f tasa""' T * C ! T S ° 8 m r i l i s t 0 " ' ™ n l ™ l t e " l s " n p 0 1 ™ l 0 " * " * *
possibility of an increased background risk of diabetes mellius in patient? wih schizophrenia and the increasing inci- S 22 !SmrZS h LTrte in IStoS, i f i d M n S 5 — S h7» i L * " * te M * Ie|Mtal occur"d dur"B ' " * " * w i h S ™ Q U E L - • " » " " "ol n m s a * ™ s 8 d b y ' '
dence of diabetes mellte in the general population. Given meseconfounders, the relationship between ajpiral SnXS Events are farmer categorized by bixly system and listed in order of decreasing frequency according to the following
antipsychotic use and hypergrycemia-telated adverse events is not completely understood. However, epidemiologi- SL1SLJ2nXlxine ff X^^ deMims: l " * ™ t * ™ M n l s " l t e e o c c u r t i n » i n al lBasl 1 / 1 0 ° I " * * ( " * tm M J r e l * m'"ltle

cal studies suggest an increased risk of treatment-emergent hypergr/cemia-related adverse events in patients ,¥"2*"™,°iSA^SSiH'^SiSJSMTi SSSSK <*t*>tM " * l m Ptoho-controlled trials appear in this listing); infrequent adverse events are those occurring in
treated wrtfi the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse events in patients ! „ „ T ™ ,,' "|SJJS1'„ , nS*ff i Ttorltam rltrrtr™i< in £>STrpla* " ™ t o 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients. NemouSyslem: Frejunt
treated with atypical antipsychotics are not available. Patents with an established diagnosis of diabetes mellrtus who ™",'' L" ™i 5a thS S mprtaLTk ilXlSTiXSJrf™ h» Kn ZZi nrhmn hypertonia, dysarthrra; M w w n r . abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, invol-
are started on atypical antipsychotics should be monitored regularly tor worsening of glucose control. Patients with S X a t e prolactin levels in r o S s S e r u m imeasurements i n a ^ S S t y a i i T s S ff o j S e unlar» ™ e n » * ™ l u s ™ ' ™ * P * " " * hallucinations, hyperkinesia, libido increased', urinary retention,
risk factors for diabetes meius (eg, obesity, family history of diabetes) who are starting treatment wih atypical m L ~ > m p ^ n mm n m i a C ) i n ipvei, a maximum nf V- and 11-tnlri in male and female rats resnertrveh/ incoordination, paranoid reaction, abnormal gart, myoclonus, delusions, manic reaction, apathy, ataxia, depersonal-
antpsycriotjcs should undergo lasting blood glucose testing at the beginning ot treatment and periodicallyduring ™ ™ ™ ™ fftaSK dents* ch™ adm inistration o ottoVnipSStic W ™ . * P « »™*™. « * * * reaction, hemiplegia; ftwaphasla, buctoglossal syndrome, choreoathetosis, deli-
. — m to M M tr»M ».h * « , ! ,nwM,« «h«,u i» m — t. ™»m, nf h»,w*™ m n ̂ ^ ̂  ^ j ^ t e d . The rBtanc(, „, fc „ , , „ aAm „ pr0iactin.^|diated ium, emotional lability, euphoria, libido decreased', neuralgia, stuteririg, subdural hematoma. Body as a Whole:

mammary gland tumors in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General). fiipntH syndrome; M t j a a t neck can, pelvic pain", suicide attempt, malaise, photosensBvly reaction, chills,
« . r was m s n ™ ™ nnwever some naunrs rrai.rpo oinnniiannn nrann Mutagenesis: The mutagenic potential of quetiapine was tested in six in * o bacterial gene mutation assays and in face edema, moniliasis; flare: abdomen enlarged. Digestive System: fixm* anorexia; » $ n m t increased sal-

„ „ _ „ „ „ „ „ , , , . . „ J S f c ™ 7 £ conunuanon orann- an fc ̂  m[nrnafan gene miam ^ in C|,jnBse tastef Ora^ ce|s H o M W Mim/ high mmntra. M i o a incrased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenteritis.
»wriim™?r...SiSSHSu™l!»i.'."ffiSS ™», «*« ««hn,i,ii, h™i.n.™ - « u »»h t™s of qnetapine may not have been used for all tester strains. Ouetrapine did produce a reproducible increase in gastritis, hemontioids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum hemorrhage,
dinintss Start! andS XK mm^SSl^SSS^SnS nl"tations in Dne Sllmxtl' 4J*»™™w tester strain in the presence of metabolic activation. No evidence ot das- mouth ulceration, recta! hemorrhage, tongue edema; torn glossitis, hematemesis, intestinal obstruction, melena,
r^^SSSSaSSS^ScmiSSi W SfB)of tteSStreSed wih ! ° « e n i c P * n l i a l w a s m n e l . i n l n " * " . * " m o s o m a l aberration assay in cultured human lymphocytes or in the pancreatitis. Cardiovascular System: Fmumt palpitation; Wret iml ; vasodilatatiori, QT interval prolonged,
SEROOUEL compared wih 0% (0/607) on placebo and about 04% (2/527) on active control drugs SEROQUEL '" " ™ m ™ ™ c l ™ l s a » i n * • Impairmenl of Fertility: Quetiapihe decreased mating and fertility in male migraine, bradycardia, cerebral ischemia, Irregular pulse, T wave abnormality, bundle branch block, cerebrovascu-
should be used wih oarticular caution in patients with known cardiovascular disease (history of myocardrai infarc- Sprague-Dawley rats at oral doses of 50 and 150 mg*g or 0.6 and 1.8 times the maximum human dose on a mg/m' t,r accident, deep thrombophlebiis, T wave inversion; flare: angina pectoris, atrial limitation, AV block first degree,
ton or SSlM^^^tiSSlmS^SSS^iSm tels' D l » r e l a W * * l n d u d I 1 1 lncreases" l*rval l0 " * a"d ln te """*'ol m l n » s ^mal * s m e s s - " 8 * natt failure, ST elevated, thrombophlebiis, T wave flattening. ST abnormally, increased ORS duration,
which would predispose patients to hypotension (dehydration, hypovolema and treatment with antihypertensrve ^S^iSf^-Z^^S^J'™ I"*1? „" al"""n, C, .If"-'!'!" "wpinHiKy SystBm: F m m t pharyngitis, rhinitis, cough increased, dyspnea; /n/ntHMt pneumonia, eplstaxis,
medications). The risk of orthostatic hypotension arid syncope may be minimized by limiting trie initial dose to ™* ™ m M *fh '<* T« -^? 7 f t f HS? f* i c n 1 T i a*rna: ***'•him'- t W ™ n ' a t a - " I * * >nd Nutritional System: Fnw»«t;periprieral edema; » x i « *
25 mg bid. If hypotension occurs during tiration to the target dose a return to the previous dose in the titration m ™ n aose, rn I n l . T adversely anecteo manng ana tenuity in lemaie aprague-uawiey rats at an w e | g M |0SS| g y j ^ phosphatase increased, hyperiipemia, alcohol intolerance, dehydration, hyperglycemia, creatinine
schedule is appropriate Cataracts: Tne development ol cataracts u s observed in association ullli quetiapine S ™ a M " 5 U " * • " • » " • " ™ s ™ r " ™ " 1 ™ m a " ™ ° n . a m ™ T I S j "?, ? , • increased, hypoglycemia; Bartglycosurla, gout, hand edema, hypokalemla, water intoxication. Skin and Appendages
treatment in chronic dogstudlas {see Animal Toilcology). Lens changes have also been observed In patients SSSS.BSSH^iSJKnBlilS mSim t.Sn» • > * • """*sweal inB; **""*prur"s'a tne' " " • m M * " n a l f e ' maculopapularrash,seborrhea,

chronSeatmert S Dnrim c 3 t r i T S L cmrred in m i S oTrSenti S e d I ! in * » teB " » »Z™ « * S » ' 0.3 to 2.4 times the maximum human dose on a nigtabasis or in rabbis at « ™ Synecomastia-, noduna. polyuna, acute fcdney failure. Special Senses: M u t m t conjunctivas, abnormal
SEROOUEL comoaredoO?/ 11/fSl I Scebo and 0 7'/ Sl]«i;rtvpcontrol ri™-1 A s v S i h S o s v 2510 ™ " » • « o r ° ' 6 ' » 2 • < l i m f f i tie nmimum human dose on a mg/m' basis. There was, however, evidence of ™on, dry eyes, tmnlus, taste perversion, blepharrts, eye pan; flare: abnormally of accommodation, deafness, glau-
choticsSROOULt^S^S^mi^SSX^SSSi embryoffetal toxicity. Delays in skeletal ossification were Selected in rat fetuses at doses of 50 and 200 moAg (0.6 and coma. Musculoskeletil Syslam: / B * . , ™ * pathotogiral fracture, myasthenia. twitching, arthralgia, arthritis, leg
Iowatheseizureithreshold e I tthelmeft d e E i a Conditionsffff Imer t h e S n S t S S m v t o n m 2-4 t l m « " maximum human dose on a mg/m' basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the cramps, bone pan. Hemk and Lymphatic System: / t u n e r * leukopenia; M j j B e n t kukocytosis, anemta, ecchy-
orevalent in a oooutation of 65 vears or older Hvnnthvroidism1 Clinical trtals wih SEROOUEL demonstrated a dose maximum human dose on a mg/m'basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetus- mosis, eosinophilta, hypochromc ahemta; lymphadenopathy, cyanosis; flaw: hemofysis, thrombocytopenia.
Felated decrease in total and free thyroxine (T4) 6f approximateiy 20% at the higher end otthe therapeutic dose range es at 100 mgAg (2.4 times the maximum human dose on a mo/m' basis for both species). There was an increased Endocrine SystBm: toftsji™*- hypothyroidism diabetes mellitus; ftmrhyperthyroidism. -adjusted for gender. Post
and was maximal in the first two to tour weeks of treatment and maintained without adaptation or progression dnr- l n c l * m ° * ' m M softlssue anomaty (carpal/tarsal flexure) in rabbi fetuses at a dose ol 100 mg/kg (2.4 times the Marketing Experience: Adveree events reported since market introduction which were temporally related lo SER0-
ing more chronic therapy Generally these changes were of no clinical sionilicance and TSH was unchanged in most "t*1""1111 lKlm tee on' "*" ' te.sis)- E"dence ol t™*" 1 1 1 l m i * ('•=•> te!eases" * * « . * I * » • ' DUEL therapy include: leukopenia/neutropenia. If a patent develops a low white cell count consider discontinuation
patients and levels otTBG were unchanged. In nearly all cases cessation of SEROQUEL treatment was associated death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a perfpostnatalrepro- of therapy. Possible risk factors for leukopenia/neutropenia include pre-existing low w l * cell count and history of drug
wih a reversal of the effects on total and free T4 irrespective of the duration of treatment About 04% (12/2791) ductive ̂  in rats, no drug-related effects were observed at doses of 1,10, and 20 mg/kg or 0.01,0.12, arid induced leukopenia/neutropenia. Other adverse events reported since market introduction, which were temporally
ol SER0QUEL patients did experience TSH increases in monotherapy studies. Six ot the patents with TSH increas- ° - 2 4 iIm ™ m x l r ™ ™ a " ° o s e on a " I 1 " b a s l s - Howeww. in a preliminary peri/postnatal study, there were related to SEROQUEL therapy, but not necessarily causally related, include the following: agranulocytosis, anaphylax-
es needed replacement thyroid treatment. In the mania adjunct studies, where SEROQUEL was added to lithium or ™crBases • ™ ™ P " P ™ . and decreases in mean litter weight at 150 mg/kg, or 3.0 times trie maximum human e hyponatremia, rhabdomyolysis, syndrome ol inappropriate antidiureic hormone secretion (SIADH), and Stevens
divalproate, 12% (24/196) of SEROQUEL treated patients compared to 7% (157203) of placebo treated patients had * » m' ™ 9 * tas- T < " ' " » ° " * » « * and w e k o M U studies in pregnant women and quetapine should J o n M 1 Sptm ( S j S ) .
elevated TSH levels. Of the SEROQUEL treated patients wih elevated TSH levels, 3 had simultaneous low free T4 »$ »fd ft.""fT* SerP*nlHh ius f Ies fc S * ' " isi'° *ei?mi tfor S ^ S ™ G mllSE ™ D DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled substance. Physical
levels Cholesterol and Trloffceride Elevauons: In schizophrenia trials. SEROQUEL treated patients had increases * J * • f « O B . on la or and derveryin humansIIS untaowri.lt.isingMlnlieis:SERCfflU LwasexcretedM* and Psychologic dependence: SEROQUEL has not been systematically studied, in animals or humans, for its poten-
from baseline in cholesterol and trigtyceride of 11% and 17%, respectively, compared to slight decreases for place- "'"^"S^SKli5lIl^i¥^iE^l*TJlJ S3nftf? tial for abuse, tolerance or physical dependence. Whllethe clinical trials did not reveal any tendency for any dnjg-seek-
bo patients. These changes were only weakly related to the increases in weight observed in SEROQUEL treated « ™ « n r ™ " I SEROQUEL should not breast feed. Pediahic USB: The safety and effectiveness of SEROQUEL in , tota : m olmviions were not systematic and i is nnt nnrahlp tn nreriM nn tf» h a * nt this I mitpd n »
patents. Hyp erprolacllMmbj: Mhough an elevation of prolactin levels was not demonstrated in clinical trials with P«*tnc patients have not been established. Genetic Use: Of the approximately 3400 patients in clinical studies with J ™'"« ™' ™" '»J»™ ™g*™™""'SJcZ'S
SEROOUEL increased prolactin levels were observed in rat studies with this compound, and were associated with SEROQUEL, 7% (232) were 65 years of age or over. In general, there was no indication of any different tclerability of SrS, hi S i aSSSdiTiSTSi SISZSSSSZ
an increase in mammary gland neoptasia in rats (see Carclnogenesls). Tissue culture experiments indicate that SEROQUEL in the elderly compared to younger aduis. Nevertheless, the presence ot factors that might decrease phar- g™ ™" » i ??C™MFI P . 2hl!2 ^SS!^SS^£ZM^S^
approximately one-third of human breast cancers are prolactin dependent m w!ro, a factor of potential importance if macoklnetic clearance, increase the pharmacodynamic responses SEBOQUEL, or cause poorertolerance or orthosta- XlSfi"
the prescription of these drugs is contempfejted in a patent with previously detected breast cancer. Although distur- sis, shouU tad to consideration of a lower starting dose, slower tiration, and careful monitoring during the initial dos- ™ n u ™ " ™ ' , „ , " , , ; ' , ? • T i , * Y T ((ueiiapineiumaraie) in acute overoosage was m-
bances such as galactorrhei amenorrhea gynecomastia and impotence have been reported wih prolact n-elevat- ing period in the ekterly. The mean plasma clearance of SEROOUEL was reduced by 30% to 50% in elderly patients « H • • » * « ' trial database (6 reports) wrtii estimated doses ranging from 1200 mg to 9600 mg aid no latali-
ing compounds, the clinical significance of eleVated serum prolactin levels is unknown for most patients. Neither din- when compared to younger patients. ties. In generaN reported signs and symptoms were those resulhng from an exaggeration of ths drug's known phar-
ical studies nor epidemiology studies conducted to date have shown an association between chronic administration ADVERSE REACrtONS: The information below is derived from a clinical trial database for SEROOUEL consisting of macological effects, i.e, drowsiness and sedation, tachycardia and hypotension. One case, involving an estimated
of this class of drugs and tumorigenesis in humans' the available evidence is considered too limited to be conclusive over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar overdose of 9600 mg, was associated with hypokalemia and first degree heart block. In post-marketing experience,
at this time. Transaminase Elevalioni: Asymptomatic, transient and reversible elevations in serum transaminases mana (monottaapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or there have been very rare reports of overdose ol SEROQUEL alone resoling in death, coma or OTc prolongation,
(primarily ALT) have been reported. In schizophrenia trials, fhe proportions of patients wih transaminase elevations more doses of SEROQUEL for the treatment ot schizophrenia. Ot these approximately 3M0 subjects, approximately Management el Overdosage: In case of acute overdosage, establish and maintain an airway and ensure adequate
of > 3 times the upper limis of the normal reference range in a pool of 3- to 6-week pbcebo-controlled trials were 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients wrio partic-ipated in muiiple dose effec- oxygenation and ventilation. Gastric lavage (alter intubation, if patient is unconscious) and administration of activat-
approximatery 6% for SEROOUEL compared to 1% for placebo. In acute bipolar mania t r i * the proportions ot twness t r i * , and their experience corresponded to approximately 914.3 patient-years. Refer to the full Prescribing ed charcoal together wih a laxative should be considered. The possibility of obtundation, setae or dystonic reac-
patents with transaminase elevations of > 3 times the upper limits of the normal reference range in a poo! of 3- to Information for details ol adverse event data collection. Adverse Findings Observed in Shnrt-Term, Controlled (on of the head and neck following overdose may create a risk of aspiration wih induced emesis. Cardiovascular
12-week placebo-controlled trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme Trials: Adverse Events Associated with Discontinuation ol Treatment in Short-Term, Placehn-CnnlrollBd Trials: monitoring should commence immediately and should include continuous electrocardiographie monitorino to detect
elevations usually occurred within the first 3 weeks of drug treatmenand promptly returned to pre-sturjy levels wih Bipolar Ma in : Overall, discontinuations due to adverse events were 5.7% for SEROOUEL vs. 5.1% for placebo pOssib|e arrhythmias. It anianhythmic therapy is administered, disopyramide procainamide and guinidine carry a
ongoing treatment wr* SEROQUEL. PutentJel lor Cognitive and Motor Impairment: Somnoknce was a commonty in moratnerapy and 3.6% for SEROQUEL vs. 59% for placebo in adjunct therapy. Schizophrenia: Overall, there was theoretical hazard of additive QT-prolonging effects when administered in patients wih acute overdosage ot
reported adverse event reported in patients treated wih SEROQUEL especially during the 3-5 day period of initial little difference in the incidence of discontinuation due to adverse events (4% for SEROQUEL vs. 3% for placebo) in SEROQUEL Similarly it is reasonable to expect that the aloha-adreneroic-blockino properties ot bretvlium might be
dose-tiration. In schizophrenia trals, somnolence was reported in 18% of patients on SEROOUEL compared to 11% a pool of controlled t n * However, discontinuations due to somnolence and hypotension were considered to be drug 2.™,„Z' K t S r , i i i S K K S TnmTno sSanido e to SEROOUEL
ot placebo patients. In acute bipolar mania t r i * using SEROQUEL as mmotheiapy, somnolence was reported in "Wed (see PBECAIJTHIKS): Somnolence 0.8% vs 0% for placebo and Hypotension 0.4% vs 0% tor placebo, KL ,S*SiSn^4rSr>»SJdvX Lfir^riw^dri
16% of patients on SEROOUEL compared to 4% of placebo patients. In acute bipolar mania trials using SEROQUEL Uverse Events Occur™, at an Incidence ol 1% or More Among SEROQUEL Treated Patient! in Suort-Term, L ™3Cln* 2 Z E S
as adjunct therapy, somnolence was reported in 34% of patients on SEROQUEL compared to 9% of placebo patients. Placebo-Controlled Trials: The prescriber shoukl be aware that the figures in the tables and tabulations in the full Z^TT'JS^SMZSZLLIF h I i h u , 1 T h bS i
Since SEROQUEL has Ihe potential to impair judgment, thinking, or motor skills, patients should be cautioned about Prescribing Information cannot be used to predict the incidence of side effects in the course of usual medical prac- " ™ s , " 1 " * a ™ sympathomMehc agents (epinephnne ancI dopamih shouB ot be use, since beB stmula-
performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or oper- lice where patient characteristics and other factors differ from those that prevailed in the clinical trials. Similarly, the ' « " may worsen hypotension inthe setting of guetiapine-induced a pha blockade). In cases of severe exlrapyrami-
aling hazardous machinery until they are reasonably certain that SEROOUEL therapy does not aflect them adverse- cied frequencies cannot be compared with figures obtained from other clinical investigations involving different treat- aal symptoms, anticholinergic medication should be administered. Close medical supervision and monrtonng should
k Priapism: One case of priapism in a patient receiving SEROOUEL has been reported prior to market introduction, ments, uses, and investigators. The cited fgures, however, do provide the prescribing physician wih some basis for ™ ™ "i l l the patent recovers.
While a causal relationship to use of SEROQUEL has not been established, other drugs wih alpha-adrenergc block- estimating the reMve contribution of drug and nondrug factors to the side effect incidence in the population studied. SEROQUEL is a registered trademark of the AstraZeneca group of companies.
ing effects have been reported to induce priapism, and i is possible that SEROQUEL may share this capacity. Severe Table 1, in the H I Prescribing Information, enumerates the incidence, rounded to the nearest percent, of treatment- 6 AstraZeneca 2004,2005
priapism may require surgical intervention. Body Temperature Regulation: Although not reported «hti SEROQUEL, emergent adverse events that occurred during acute therafy of sohtophrenB (up to 6 weeks) and bipolar mania (up 30198-00 Rev. 12705 AstraZeneca Pharmaceuticals LP
disruption of the body's ability to reduce core body temperature has been attributed to antipsychotic agents, to 12 weeks) in 1 % or more of patients treated wih SEROQUEL (doses ranging from 75 to 800 mg/day) where the 236175 Wilmington, Delaware 19850-5437
Appropriate care is advised when prescribing SEROQUEL for patients whowillbe experiencing condiions which may incidence in patients treated with SEROOUEL was greater than the incidence in placebo-treated patients. Made in USA
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efficacy
its achieve continued success114

Ousted tolerability
To help patients stay on treatment15

SEROQUEL is indicated for the treatment of acute manic episodes associated with
bipolar I 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
drags 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
cfinical 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.

s Brief Summary of Prescribing Information on adjacent page.

Seroquel
quetiapine fumarate
25mg,50mg, 100 mg, 200 mg, 300 mg& 400 mg tablets

Redefine Success

d trademark of the AstraZeneca group of companies. 239378 4/06 WWW.SER0QUEL.COIH
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8tandomiwd, double-blind, placebo-controlled study. Bipolar Disord. 2004;6:213-223. 3. Small JG, Kolar MC, KellamsJJ.
i. 4. Kasper S, Brecher M, Flttort L, et al. Maintenance of long-term efficacy and safety of quetiapine in the open-label treatment of
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