
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, raceiv- TreatmBfrt-EmBrgant Adveisa Exparience Incidenca in 3- to 1 Z-Week Placabo-Corrtrolled Clinical Trials1 for the
Prescribing Information. ing concomitant medication with anticholinergic activity, or being subject I: dehydration. Dysphagia: Esophageal Treatment el Schizophrenia and Bipolar Mania Innolheratf): Body as a Whole: Headache, Pain Asthenia

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

Ekferl) patients with dementia-related psychosis treated with atypical anliprychotlc drugs are at an
Increased risk of death compared lo platebo. Analyses el seventeen placebo-controlled trials (modal
duration ol 10 weeks) In these patients revealed a risk ol death in the drug-treated patients of between
1.6 lo 1.7 times that seen In placebo-treated patients. Over tie course ol > typical 10 week controlled
Mat, the rate el death In drug-treated patter* was about 4 A , compared lo a rate of about 2.1% In Ihe
placebo group. Although lie tiroes of death lore varied, most el the deaths appeared lo be either car-
diovascular (eg, heirt failure, sudden death) ur infectious (eg, pneumonia) In nature. SEROQUEL Iqueli-
aptal B M ipprovei Inr the IreatmBnt ot patlentl with Denier«la-nelaled Psythosii.

SEROQUEL and other antpsychotic drugs should be used cautiously in patients at nsk tor aspiration pneumona. Nutritional Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Dizziness Anxiety;
Suicide: The possibility ot a surfe attempt is inherent in bipolar disorder and schizophrenia; close supervision ot RasniratorY" Ptarvnoiis Rhinte Skin aid Aouandauaa' Bash- Snaclal Senses' Amblvooia. 'Events lor which the

w nnt hmi waiiatwi nr iiwri tn m annrwiaWp prfont in nationtu with I rtrpni hi«drv tyP6'1™! riypotension, increased appetite, infection, insomnia, leukopema, malaise, nausea, nervousness, pares-

f tt i k f t h t t i h t i ith 1FRITOIFI ti h l r i h k d i r events ass0ClaKfl Wlln ™ use ot otHUUUbL (incidence 0! 5% or greater and Observed at a rate On SEROQUEL at

IHOICATIOKS AND USAGE: Dipolar Mania: SEROOUEL is indicated tor the treatment of acute manic episodes asso- ing issues wih patents for whom they prescribe SEROOUEL, Ortheslalic Hypotension: Patients should oe advised mma ( * > • m*[ I ™ M l n d * » ' » W Table 2'lrom • » l u l P r e s c * l n « Information, enumerates
ciated with bipolar I disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The efficacy of of the risk of orthostaSc hypotension, especially during the 3-5 day period of i n B dose Station, and also at times • » i " * 1 ™ . <«"*«* *>«" nearest percent, of treatment-emergent adverse events that occurred during therapy
SEROOUEL in acute bipolar mania was established in two 12-week monotherapy trials and one 3-week adjunct ther- of re-Bating treatment or increases in dose. Interference wilt Cognitive and Motor Performance: Since somno- ( * t° 3-weeks) of acute mania in 5% or more of patients treated with SEROOUEL (doses ranging from 100 to 100
apy trial of bipolar I patents initially hospitalized for up to 7 days for acute mana. Effectiveness has not been sys- lence was a commonly reported adverse event associated wih SEROQUEL treatment, patients should be advised of rng/day) used as adjunct therapy to Ithium and di/alproex where Ihe incidence in patients treated with SEROOUEL
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. Treatment-Emergent Adverse Experience Incidence in
Therefore, the physician who etats to use SEROQUEL for extended periods should periodically re-evaluate the long- about performing any actwity requiring mental alertness, such as operating a motor vehicle (including automobifes) 3-Week Placebo-Controlled Clinical Trials' for Ihe Treatment of Bipolar Mania (Adluncl Therapy): Body as a
term risks and benefits ol the drug for ttie individual patient. Schizophrenia SEROOUEL is indicated lor 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; Digestive: Dry
ment of schizophrenia. The efficacy of SEROOUEL in schrzophrenn was established in short-term (8-week) con- adversely Preonencv: Patients should be advised to notify their physician I they become pregnant or intend to Mouth, Constipation; Metabolic and Kulrillonal: Weight Gain; Nervous: Somnolence, Dizziness, Tremor, Agitation;
trolled trials of schizophrenic inpabents. The effectiveness of SEROOUEL in king-term use, mat 6, 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 tan placebo are not list-
has nmtieen systematically evaluated in contrails! tnals. Therefore the physician who elects to use SEROOUEL lor SEROOUEL. Concomitant Medication: As wrth other medfcrions, patients should be advised to notify their physi- ed, hut included the following: akathisa, darrtiea, insomna, and nausea. In these studies, the most commonly
M « U - - . *~u—,„»!„» * . i»«,.,»™ , _ M ^ , 0, te d n j | lor t ^ rtMdual patient cans i they are taking, or pan to take, any prescription or over-the-counter drugs. Alcohol: Patients should be observed adverse events associated wih the use of SEROOUEL (incidence of 5% or greater) and observed at a rate

1h a known hypersenslivity to this mediation advised to avoid consuming alcoholic beverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients m SEROOUEL at fast twice that of olacebo were somnokince (34%) dry mouth (19%) asfhena (10%) constipa-
should be advised regarding appropriate care in avoiding overheating and dehydraton. LaboratoryTests: No specif- — • •• - ' ••'•-- '•• • •-- -'• '

Eldeny patients with ic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination t

(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrtiythmia). Additional signs may include tid) and phenytoin (100 mg fid) increased the mean dral clearance of quetiapine Oy 5-fold Increased doses of Symptomt Data from one 6-week clinical trial of schizophrenia comparing five fixed doses of SEROOUEL (75,153,300,
elevated creafne phnsphokinase, myoglobinuria (rhabdomyolvsis) and acute renal failure. The diagnostic evaluation SEROQUEL may be required to maintain control of symptoms of scheophreno in patients receiving quetapine and ™ ' 7 5 ° ml / d a») I"™11"1 mmt lor * * * * treatment-emergent extapyramtfal spptoms (EPS) and dose-
of patients wrth this syndrome is complicated. In arriving at a diagnosis, ft is important to exclude cases where the phenytoin or other hepatic enzyme inducers e g carbamazepine barbiturates rifampin glucocorticoids) Caution reatedness for EPS associated wfth SEROQUEL treatment. Three methods were used to measure EPS: (1) Simpson-
dinical presentation includes both serious medical illness (e.gjjneumonia, systemic infection, etc.) and untreated should be taken rt phenytoin is wWidrawn and replaced with a non-inducer (eg valpmate) Ohralprmr Angus total score (mean change from baseline) which evaluates partansonsm and akathisla, (2) incklence of sponta-
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential CoadminHration of quetiapine (150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma con: neous complaints of EPS (akatnisa, akinesia, cogwheel rigidity, edrapyramidal syndrome, hypertona, hypokinesa,
diaonoss include central antcholinergic tnacity heat stroke, drug lever and pnmary central nervous system (CNS) a»nHK of quetiapine at steady-state by 17% without ejecting the extent ol absorption or mean oral clearance, neck rigidly, and tremor), and (3) use of antichrinergic mediations to treat emergent EPS. vital Signs and
pathology. The management of NMS should include: 1) immedate disconbnuaMn nf anbpsycholc drugs and other » „ • ( , „ , : Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 65%. Cimetidine: Laboratory Studies: Vital Sign Changes: SEROOUEL is associated w i orthost* hypotension (see PRECMJTIONS).
drugs n« essential to concurrent therapy; 2) intensive symptomatic treatment and medical monrionng; and 3) treat- Administration of multiple dairy doses of cimetidine (400 mg id for 4 days) resulted in a 20% decrease in the mean Weigh! Gail: In schizophrenatn* the proportions of patients mBebng a weight gain criterion of >7% of body weight
ment of any concomitant senous medical P'oblemsfor which specific treatmenti are available. There is no general ora clearance of quetiapine (150 mgtid). Dosage adjustment for quetapine is not required when 1 is orven with cime- were compared in a pool of four 3- to 6-week placebo-controlled clinical trials, revealing a statistically significantly
EXL ^ ' £'fSlSSLS 52Jl T ' f 5 ?'"! f p *S SB "dint rm M l n h i b i l ™ : C » » * ' * « " i » l W o c o n a z o l e 1 2 0 0 m g o n c e d a i l y f o r 4 d a y s ) a p o t e n t i n h i b i t o r o f t i i d f i h t i f S E R O O U E L ( 2 3 % ) d t l b ( 6 % ) I i t h t i l t h

y P p g ora clearance of quetiapine (150 mgtid). Dosage adjustment for quetapine is not required when 1 is orven with cime were compared in a pool of four 3- to 6-week placebo-controlled clinical trials, revealing a statistically significantly
EXL ^ ,' £'fSlSSLS 52Jl Th ' f 5 ?'"! f p *S SB "dint rm M lnhibil™: C»»*'*«"i »l Woconazole 1200 mg once daily for 4 days), a potent inhibitor of greater incidence of weight gain for SEROOUEL (23%) compared to placebo (6%). In mania monotherapy trials th
S^^^^^SSS^^^S^&SI:^ ^»=nrome P450 3A, reduced oral clearance of queliapine by 64%, resultjng in a 335% increase in maximum plas- proportens of patients meeting ttie same weight gain criterion were 21% compared to 7% for placebo and in mania

iZ' ™ = t t i f t i i C a t i o n i s i n d i c a t e d w n e S E R O Q U E L i d i i t U i f i k t l d t h d i t t h t l t h t i f t i t t i t h i h t i t T i 1 3 % d t
^ , q p y , g p proportens of patients meeting ttie same weight gain criterion were 21% compared to 7% for placebo and in mania

^ ^ J ^ l X S ^ S u ^ S i Z ™= concentration of quetiapine. Caution is indicated wnen SEROQUEL is administereU wifii ketoconazole and other adiunct therapy trials the proportion of patients meeting the same weight criteTion were 13% compared to 4% for

d tht»ill b SS S S S S ^ S S S S S S S S S S S S S l S S B * ""f01™ ilk"ms """SER0OUEL and 'tabDffil! am>K 8elwm »roup Dornpa*ms lor '°°led
cause tardive dyskinesi B unknown. The nsk of developing tardrle dysBneaa and the likelihood that»will become S S S S S S x ^ S S S S S a S S S S S S S S l a S S K B * " " f 0 1 ™ ilk"ms """SER0OUEL and 'tabD'ff i l ! a m > K 8elwm »roup Dornpa*ms lor ' °° l e d

irreversible are believed to increase as the duration 0(tr£itrSen1 and the total cumulative dose of antipsychotic drugs ^ S S S S S M S S S S I S X X Z S ^ S S Z I * " * ™ * " « t revealed no statistically significant SEROQUEl/rJaceOo differences in Ha proportions of
d i i t d t th t i t i H th d d l l t h h l l ft i RS12SS S ^ S 3 S S S » * * " f "™" ' f*"** m"m[ *an«fs in ECG amel «cUin90T0Tcan( ™ • * H

irreversible are believed to increase as the duration 0(tr£itrSen1 and the total cumulative dose of antipsychotic drugs ^SSSSSMSSSSISXXZS^SSZ I y g p o p o t o s o
administered to the patient increase. However, the syndrome can develop, altnough much less commonly, after r i - R S 1 2 S S o mo Ndl < S n M ^ u a S n » n 3 The rS oS cSr » * * " f " ™ " ' f * " * * m"m[ * a n « f s in ECG l » r a m e l t r s ' « c U i n 9 0 T ' 0 T c ' a n ( ™ " • * H(>VMr'

atively Urlef treatment periods ai low doses. There is no known treatment tor establshed cases of tardive dyskinesia, aKoBI J S EinBSfc the proportions of patients meehng the criteria for tachycanlia were compared in four 3- to 6-week placebo-controlled
although the syndrome may remit penally or completely«antipsychotic treatment is wlfhdrawn Antipsychotic apS (150 hid) Th h t i i f k t U I H a t d i S t t i f S (250 * i c i " ^ ** ta tIe*1Bnt ̂  schizophrenia rsvealino a 1% (4/399) incidence for SEROQUEL compared fo 06%

y p o e s s y , aKoBI J S E i n B S f c p p p g y p p b o c o t o e d
although the syndrome may remit penally or completely,«antipsychotic treatment is wlfhdrawn. Antipsychotic apS (150 mi hid) The chanqes were not sionifkant U i I HnrnmrantadminStration of c S n e (250 mo * i c i " ^ ** ta tIe*1Bnt ^ schizophrenia rsvealino a 1% (4/399) incidence for SEROQUEL compared fo 0.6%
treatment, itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome and there- K™JJ*»JJ " ^ "„'„"S£%!"TS^jiSlSil Blf i t f (1/156| incidence for placebo. In acute (monotherapy} bipolar mana tnals the proportions of patients meeting the cn-
rlKS^'-'TlSTK^^ AdrninistratJon of multiple daily doses up to 750 mrj/dV(on a tid schedule) of quetiapine tc subjects with selected teria for tachycardia was 0.5% (1/192) for SEROQUEL compared to 0% ((V178) incidence for placeOo. In acute bipo-
murse of the ^ndrome is unknown. Given these considerations SEROOUEL should be prescribed in a marine that psyctotk, disorders ̂  n0 ̂  re (e— ikjl on ̂  0 |a r a m 0) s n l y , ^ m r B c ^ 0) rf()yrine |ar mama (adruncf) tnals the proportions of patients meeting the same criteria was 0.6% (1/168) for SEROQUEL com-
B most hkery ttitninraize the occurrence of tardivei dyskinesia. Chronic antipsychotic treatment should generally be metabolites. These results indicate that quetiapine does not significanDy induce hepatic enzymes responsible lor pared to 0% (0/171) incidence for placebo. SEROQUEL use was associated with a mean increase in heart rate,

rC£^^ cylochrome P450 mediated metabolism of antipyrine.Ca™inog.ne,is, Mulagenesis, lmpaim»nl ol FarUlit,: ^ ^ A ' S 1 5 . " l 7 . ^ ^ min!"lc^'?r?d " i l ^ i ™ . 5 6 ?'.! totP ™n"» =f."«.Ptoho patienB.

possibility of an increased background nsk oldobetesmellrSjs in p a r k * with schizophrenia and the iricreasing inci- Z^TSS^^£^J/^ll^SJ!-£SX^iliS^ * " * ** " * * " v M ramd dunng * * " • * ™ Q U E L they were not necessarily caused by 1
dence of diabetes mellitus in the general populafai. Given these contenders, lit!ireladonsfiip between atypical S.S'SScffifi^r.lSitaffl Events are further categorized by body system and listed in order ot decreasing frequency according to the following
antipsychotic use and hyperglycema-related adverse events is not completely understood. However, epidemiologi- £2*S?2KineTK X m t m : " " I " ™ 1 * r a m* m teB o c c u ™»»at least 1/1 DO patients (only those not already listed in the
cal studies suggest an increased risk of treatment-emergent hypergfcmia-related adverse events in patients SSS^S^^^iS^^'S?^»^^^SSXS tabulated results from placebo-controlled trials appear in this listing); infrequent adverse events are those occurring in
treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse events in patients J?S ™ '^JSSSSfSSS^S^^^^iSS&tlMS 1'™ to 1/1000 patients; rare events are those occurring in fewer tan 1/1000 patients. Nervous System: I n p *
treated with atypical antipsychotics are not available. Patients wrth an established rtiagnosis of diabetes mellitus who S C n K ™ ^ ^ u ^ S S b X l I l U hypertonia, dysarthrfa; Magrwif: abnormal dreams, dyskinesia, thinking abnorr^. tarurve dyskineiia, verticAinvcJ-
are started on atypical antipsychotics should be monlored regularly for worsening of glucose control. Patients with X i ™ H S £ S ? f f S i S • » ' * * * * * * * * * * • * I " ' Vteti

Increases in mammary neoplasms have been found in rodents after chronic administration of other anhpsychotc * * P « " ™ ™ . « ' » « « » * * " * » : « K " P H * buccoglossal syndrome, choreoalheteis, delir-
"^ ^ are considered to be prolactin-medlated. The relevance ol fhfe increased incidence of proacin-midated - , emotional lability, euphoria, IWo deemed', neuralgia, stuttering, subdural hematomi Body as a Whole:
" " " V g " tumors in rats to human risk is unknown (see Hyperpraadnemia in PRECAUTIONS, General, frej»«*flu syndrome; WrtOfMntneck pain, pet* pain', suWdeattempt, malaise, photosensiMy reaction, dills,

S£S*SSSS^£SSS^iXSXStmS3S »*ienesis: The mutagenic potential ol quetiapine was tested in Siiw bacterial gene mutation assays and in face edema, monilasis; Dm. abdomen enarged. Dkjesllve Sysram: frejm* anorexia; (Mtaamntincreased sali-
» h * S S ! ! ! M E ! S ""'SM"pal lentS m"" ° ° * " * ° a * sn i i HDD mammalan™ene mutation assay in Chinese Hamster Ovary cells. However̂ ufficienfry high cmcentra- vaion. increased appetite, gamma glutamyl transpeptidase increased, gingi/lis, dysphagia, flatulence, gastroenteritis,
P B S H S Gewral- O r S k f l t v r t S o n S o u t L may induce orfnostalc hvnotension assocated wih tas ol I "*1 1™1 m a » n o t " " t m used lor *tesler slrlins- Ouel*ne did l ) r o d " c t ' " P ™ 1 " " * « ' « « P*1 1^ hemorrhoids, stomatitis, thirst tooth canes, fecal incontinence, Qastroesophageal reflux, gum hemorrhage,
S e s s SvcardiaandI hism^i o S s svncooeesoec*durinnfc^iSSftraton nerirrf nmbablv rnutations in one Sdmmib rWrt/murfc/m tester strain in the presence of metabolic activation. No evidence of das- moutti uksration, rectal hemorrhage, tongue edema; flaw: glossitis, hematemesis. intestinal obstruction, melena,
i S S S ^ S t S l Z v S m S M m s S i S t t t S S togenic potential «as obtained in an /n i-Srochromosomal aberration assay in cultured human rymphocyles or in the pancreatitis. Cardiovascular System: fmmt palplation;Umpmt vasodilatation, 0T interval prolonged!
SEROOUEL, compared with 0% (MOT) on placebo and about 0.4% (21527) on active control drugs. SEROOUEL " ™ m

r |?? ' l d ™ S I " . « S S l T w i l S S S ™ d|8hCrelSed ^ h " 8 " V " ™ " " " ? ! mi8rlin1' b r l * ™ d i cmbral i s * * i m l * r pulstl T wlve*nonI'* b " n * l ) I a ™ * * * « « * ' » » »
should be used with particular caution i i patents w«h known cardiovascular disease (history of myocardial inlarc- ^ f ^ a S I W • ^ * 8 i • * 8 1 lhe ™ ™ t ™ ^ ° " a m « / ' " ! 6' accident, deep thrombophlebitts, T wave inversion; /tire: angina pectoris, atrial fibrilation, AV block first degree,
ton or B e t a * heart dsease, heart failure or conduction abnormalities), cerebrovascuar disease oi conditions ft* D r u ' ' j ; e l a t e d

n , t * c 5 l 2 " * d ; n c S s ; f S J '!*."'! ta " f ° l " ! S r e I | u ! ! ? l £ s S " " » ' * tort la""re'ST *valed' H ™ 1 " * " ! * . T « ™ >*lnin«- ̂  * ™ * » i n c m s « l ®® « " " •
which would predispose patents to hypotension (dehydration, hypovclemia and treatment wih anfihypertensw ™ 7 5 ? ? S , S f E ™ 2 J £ £ K f j ™ S , S S , , £ ^ d ? m l ? " R M » l n t l " ' s>*m- " W " * p h a r y n * * * • ™ * i n c r e a s e d ' * > " » ' Mm'mt l ™ u m ™ ' I * * *
medications). The risk of orthostatic hypotension and syncope may be minimized by limiting the initial dose to ? * ™ n ™ l c l ™fj ™ trrtpaired mating are! fejltyin male rats was S m # g or 0.3 times the mamum j^. , „ . Sctup (̂ perventilation. Melabolli and Nutritional Svslam: Fmimt peripheral edema; t i tajMif.
2S mg bid. If hypotension occurs during titrafon to the target dose, a return to the previous dose in the Strata ™ " * » °n a " J f &* £ * S * 4 S £ ? J S ™ ? 1 S ^ ^ t S S ^ S S Z "* ' l oss ' i t e t a f t e l ' l a t l s e imas!<1' Hmdipemia, alcohol intolerance, dehydration, hyperglycemia, creahnine
schedule is a i t C t a t s The delopment of cataract! b d l i t i ith t i i £ * » ! ' 5 » j " * « " * » «l[ ™ » ™ j ™ w * « « " ' f " l " " ! ^ J T ^ S ̂  ^ l telri t h d d h k l t i t i t i M d U d

g yp g g , p Jf £S4S£?JS ™?1S^^tSS^SSZ * ' f l ' m p e m a , alcoo oeace , d e y d a o , ypegycemia, creahnine
schedule is appropriate Cataracts: The development of cataract! was observed la association with q.etiapine £ * » ! ' 5 » j " * « " * » «l [ ™ » ™ j ™ w * « « " . ' f " l "" ! ^ J T ^ S ^ ma^' rW«lycerna; teglycosuria, gout, hand edema, hypokalema, water intoxication M a n d Uppendages

!l *» •> of 25 to 200 mgAg or 0.3 to 2.4 limes the maiimum human dose on a mg/nf basis or in rabbits at ««Synecomasha', noctuna, polyuna, acute kidney Hure. Special Senses: IriMfMt. coniunciviis, abnormal

llFl ^hfliiWhptR^rjifai^innatipnKwithahKtnrvnfwmirKnriMttir/inrihinnsthatnntennafh/ embryo/Maitowcrty. Delays in ske etal ossification were detected in rat fetuses at doses o50and200mg/kg (0.6 and coma Musculoskeletal System, ffl p g , y , g, g , , g
SSieSre IfiteZSS eS B S e k A l M l q t n . « « ™ * maotniirn human dose on a maW bass) and in rabbis at 50 and 100 uxj/kg (1.2 and?4 times the cramps, bone pain. Hemic end Lymphatic System: Fm/mt leukopenla; MreeMtt fcuteyiosS, anema ecchy-
prevalent in a population of 65vears or older, itnotlNrailUltn' Clinical tnalswrth SEROOUEL demonstrated a dose- rrmmum human dose on a mg/m! baas). Fetal body weight was reduced in rat fetuses at 200 mj*g and rabbit fetus- mosis, eosinophilia, hypochromt enema; lymphadenopatfly, cyanosis; »lr»; f«moi/SB, fhrombocytopena.
related decrease in total and free thyroxine |T4) of approximately 20% at the higher end of the therapeutic dose range es at 100 ma/kg (2.4 times the maximum human dose on a mo/m' basis lor both specks). There wasan increased EndocriM System: totiouHil: frypothyroidism, diabetes mellitus; Bern: Itypertllyroidism. 'adiusted lor gender. Pint
and was maximal in the first two to four weeks of treatment and maintained wihout adaptation or progression dur- incidence of a minor soft tissue anomaly (carpalAarsal flexure) in rabbit fetuses at a dose of 100 mg/kg (2.4 times the Marketing Experience: Adverse events reported since market introduction which were temporally related to SERO-
ing more chronic therapy Generaily these changes were of no clinical significance and TSH was unchanged in most majdmum human rioss on a rng/m1 basis). Evidence of maternal toxicity (i.e., decreases in body weight gain and/or QUEL therapy include: leutopenia/neutropenia. II a patent develops a low white cell count consider discontinuation
patients, and levels of T% were unchanged. In nearly all cases, cessation of SEROQUEL treatment was associated death) was observed at the high dose infte rat study and at all doses in the rabbit study. In a pen/postnatal repro- of therapy. Possible risk factors for leukopenia/neutrapenia indude preexisting low white cell count and history of drug
with a reversal of the ejects on total and free T4. irrespective of the duration of treatment. About 0.4% (12/2791) ™ * e stu* n rats, no drug-related effects were observed at doses of 1,10, and 20 mg/kg or 0.01,0.12, and induced leukopema/neutropenia- Other adverse events reporter! since martet introductiDn, which were temporally
of SEROOUEL patients did experience TSH Increases in monotherapy studies. Six of the patients wih TSH increas- W » " » * « ™ " ™ m J t<™ " J J ° » • " * * I ™ . However, in a preliminary peri/postnatal study, there were rested to SEROOUEL therapy, but not necessanly causally retted, include the following: agranulocytosis, anaphyax-
es needed renacement thyroki treatment. In the mano adiunct studies, where SEROOUEL was added Id lithium or " m a s « l * l m l W * * , and decreases in mean litter weight at150 moAg, or 3,0bmes the maximum human s, hyponatremia. rtiabdomyolysis, syndrome of inappropriate antidiuretic hormone secretion (S1ADH), and Stevens
divaiproale, 12% (2*196) of SEROOUEL treatetf patients compared to 7% (15/203) of placebo treated patients had Jose on a mgAff base. There are no adequate and well-controlled studies in pregnant women and quebapine shouB j o h r B O n s^irome (SJS).
elevated TSH levels. Of the SEROQUEL treated paler* wih elevated TSH levels, 3 had simultaneous low free T4 Reused during pregnancy « y if the potential benefit iistifles the potential re* to the fetus. Labor and Delivery: The DRUG ABUSE AND DEPENDENCE' Controlled Substance Class' SEROOUEL is not a controlled substance Physical

approximately one-third ofluman breast cancers are prrMnTpendent i , trim a factorTpotential importance i macokinetic clearance, increase the plarrracodynamic response to SEROOUEL or cause poorer tolerance or orthosta- E m S r - :»• ! P J J ? J 1 ™ , **' S ^ MmI,
t k prescnotm of these drugs is contemplated in a patient with previously delected breast cancer. Although dttir- sis, should lead to cmsUeration ol a lower starting dose, slower Station, and careful monioring during the initial dos- J J 1 ™ * ® ' " ™ " S ,? ' ^ 2 , ^ L — 1 . S ™ U E L (quetiapinefumarate) in acute overdosage was hm-
tances such as galactorrhea amenorrhea gynecomastia and impotence have been reported will prrjadn-eksflt- »0 period in the eldedy. The mean pbsma clearance of SEROOUEL was reduced by 30% to 50% in elderly patients ^ «the clinical trial database (6 reports) with estimated doses ranging from 1200 mg to 9600 mg and no fatal-
ing compounds, the clinkal significance ol elevated serum prottrin levels is unknown for most patents. Neitier clln- when compared to younger patients. ties. In general, reported signs and symptoms were those resulting from an exaggeration of the drug's known phar-
ical studies nor epidemkMogic sruAes conducted to date have shown an assocation between chronic administration ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROOUEL consisting of macologkal effects, i.e.. drowsiness and sedation, tachycardia and hypotension. One case, involving an estimated
ofthis class of drugs and tumorioenese in humans the available evidence is considered too limited td be conclusive over 3000 patients. This database includes 405 pahents exposed to SEROQUEL for the treatment of acute bipolar overdose of 9600 mg, was associated with hypokalemla and first degree heart block. In post-marxeting experience,
at this (me. Transamlnase Elevidrw: Asymptomatic, transmit and reversible elevations in serum transaminases mania (monotherapy and adjunct therapy) and approximate^ 2600 patients and/or normal subjects exposed to 1 or there have been very rare reports of overdose of SEROOUEL alone resoling in death, coma or OTc prolongation,
(pnmanly ALT) have been reported. In schizophrenia trials, the proportions of patents wih transamiiase elevations more doses ot SEROQUEL for the treatment of schizophrenia. Ol these approximately 3000 subjects, approximately Hanagemeril ol Overdosage: In case of acute overdosage, establMi and maintain an airway and ensure adequate
of > 3 times the upper limits of the normal reference range in a pool of 3- to 6-week pbcelxKontrolhl trials were 2700 (2300 in schizophrenia and 405 in acute bipolar mans) were patients who partc-ipated in multiple dose effec- oxygenation and venrjBion. Gastric ravage (after intubation, (I patent is unconscious) and administration of activat-
approxirrslely 6% for SEROOUEL compared to 1% for placebo. In acute bipolar mania trials, the proportions of ttveness trials, and their experience corresponded to approximatel/ 914.3 patientsrears. Refer to the full Prescribing ed charcoal together witfi a laxative should be considered. The possibility of obtundation, seizure or dystonic reac-
patierrts with transaminase elevations of > 3 limes the upper limits ot the normal reference range in a pool of 3- to Information for details of adverse event data collection. Advene Findings Observed in Short-Term, Controlbjd (on of the head and neck following overdose may create a risk of aspiration w«h induced emesis. Cardiovascular
12-week ptaoo-controlled trials were approximately 1%forbothSEROOUELandplacebo. These hepatic enzyme Trials: Adverse Ewents Anudalad milti Discontinuation ol Treatment In SSon-Torm, Placebo-ContrallerJ Trials: mnnitorintj should commence immediately and should include corrdnijous electrocardiooraphic monitoring to detect
eevatkns usually occurred within the first 3 weeks of drug treatment and promptly relumed to pre-study M s wih Dipolar Mania: Overall, discontinuations due to adverse events were 5.7% for SEROQUEL vs. 5.1% for placebo possible arrhythmas II antarrtrythmic therapy is administered disoovramide orocainamide and ouin dine carrya
ongoing treatmeht w i h SEROOUEL Potential lor C o g n l t t n and Motor b n p a i r r W n t Somnolence was a commonly in monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia: Overall, there was fSSTSS f SsSSSSSiMSli! S I fSS

b W d t t d i t i t t t d * SEROOUEL c i l l d i th 35 d i d f i i t l B e difference in the incidence of discontinuation due to adverse events ( « f o r SEROQUEL vs 3% for pacec) igg UEL Potential lor Cognl t tn and Motor bnpai r rWnt Somnolence was a commonly py pacebo a d j u c e p y S c o p e O e , was fSSTSS of
repbrW adverse event reported in patients t r e a t e d * SEROOUEL especially during the 3-5 day period of inital B e difference in the incidence of discontinuation due to adverse events ( « f o r SEROQUEL vs. 3% for pacec*,) in S S S u E L s S i l a * t
do^on.lnschmph«noti iafcsomnolenawasrepr>»^ a pr»l of controlled trials. However, discontinuations due to somnolence and hypotension were ccfisidered to be df ug ,JJS ,0*^X1
of placebo patients. In acute bipolar mania trials using SEROQUEL as mbnofherapy, somnolence wTreported in related (see PRECAuTimS): Somnolence 0.8% vs 0% tor placebo and Hypotension 0.4% vs 0% for pacebo ^^J^SS
16%of patents on SEROOUEL compared to 4% of placebo patients. In acute bipolar mania trials using SEROOUEL Adverse Events Occurring at an Incidence ol 1% or More Among SEROok Treated Patients In Short-Term,
as adjunct therapy, somnoence was reported in 34% of patients on SEROOUEL compared td 9% of placebo patients, Placebo-Controlled Tnals: The presenber should be aware that the figures in the tables and tabukiions in the full
Since SEROQUEL has the potential to impair judgment, thinking, or motor skills, patients should be cautioned about Prescribing Information cannot be used to predict the incidence of skle effects in the course of usual medical prac- ^ S S J S J S S * » ' H 1HT» TJl ̂  T j ?̂
performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or oper- tice where patient characteristics and other factors differ from those that prevailed in the clinical trials. Similarly, the llon " " < m s x hypotension in the setting ot quetiapine-mduced alpha blockade). In cases of severe exlrapyrami-
ating hazardous machinery until they are reasonably certain that SEROOUEL therapy does not affect them adverse- cited frequencies cannot be compared with figures obtained lrom other clinical investigations involving different treat- dal symptoms, anbcliolinergic medication should beadmimstered. Close medical supervision and monitoring should
ty. Priapism: One case of priapsm in a patient receiving SEROQUEL has been reported prior to market introduction, merits, uses, and investigators. The cied figures, however, dD provide the prescribing physician with some basis tor M r™ue until the patent recovers.
vVhie a causal relationship to use of SEROOUEL has not been estabsshed, other drags with alphwdrenergt block- estimating the relative contribution of drug and nondrug factors to the skle effect incidence in the population studied. SEROOUEL is a registered trademark ctf the AstraZeneca group of companies,
ing effects have been reported to induce priapism, and I is passible that SEROQUEL may share this capacity. Severe Table 1, in tie full Prescribing Information, enumerates the incidence, rounded to the nearest percent, of treatment- 9 AstraZeneca 20O4,2005
pnapsm may require surgical intervention. Body Temperature Regulation: Although not reported with SEROOUEL, emergent adverse events that occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up 30198-00 Rev. 12/05 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 SEROOUEL (doses ranging from 75 to 800 mg/day) where the 236175 Wilmington, Delaware 19850-5437
Appropriate tare is aoVrsed when prescribing SEROQUEL for patients who will be experiencing conditions which may incidence in patients treated witi SEROOUEL was greater than the incidence in placebo-treated patients. Made in USA
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fught I could be myself again

I can
prescribed atypical*

efficacy
its achieve continued success*14

Tusted 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 divaiproex, and
the treatment of schizophrenia. Patients should be periodically reassessed to determine
the need for continued treatment.
Bderiy 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
(4.6% 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
thte 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.

*AII 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.

> see Brief Summary of Prescribing Information on adjacent page.

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

Redefine Success

t tndwnwk of the AstraZeneca group of companies. www.SEROQUEL.com
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