
BRIEF SUMMARY ol Prescribing Information—Before prescribing, please consult complete contribute to an elevation In core body temperature, e.g. exercising strenuously exposure to extreme heat, recerv- Traatment-Emergtnt Adverse Experience Incidence in 3- to 12-Week Plewebo-Controlied Clinical Trials^ for tm
Prescribing Information. ing concordant medication wlh anticholinergic activity, or being subject to dehydraion. Dysphagia: Esophageal Treatment of Schizophrenia and Bipolar Mania (monotherapy): Body as a Whole: Headache, Pain, Asthenia

dysmotlly and aspiration have been assorted with antipsychotic drug use. Aspiration pneumona is a common Abdominal Pain, Back Pain, Few; 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; Metabolic and
, ™ n , , o , . , . . „ _ . . . . . . . , 4 u g s s h - b s u s j d « £ ^ a ^ * l ^ J f L * p ! * n . , L n » l ™ n ^ " " " " . i 1 " ! 8 ^ * ? « G ™ . SEPT Increased, SGOT Increased; Nenrous: AgitaSon, Somnolence^Dininess, Anxiety;

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with atypical anllpsychotic drugs are al an
increased risk ol death compared to placebo. Analyses ol seventeen placebo-controlled trials (modal
duntion ol 10 weeks) in Ihese patients revealed a risk ol dealh in the drug-treated patients ol between
1.6101.7 times that seen in placebo-treated patients. Over the course ol a typical ID week controlled
trial, the rate ol death In drug-treated patients was about 4.5%, compared to a rale ol about 2.5% in the
placebo group Although He causes ol death were varied, most ol the deans appeared to In either car-
diovascular leg, heart isilure. sudden death) or infectious (eg, pneumonia) lit nature. SEROOUEL (queti-
apine) is not approved lor lire treatment ol patients with Demenlia-Relaled Psychosis.
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clinical studies. Because of th€ risk of orthostatic hypctension with SEROQUEL caution should be obrjerved in car- « n t s a s « « h f c u s e o f S E R O a u E L reidence of 5% or greater) and observed at a rate on SEROQUEL m
diac patients (see Orihostatic Hypotension) Information lor Patient): Physicians are advised to discuss the follow- lfBst toM lhlt ol I * " * 0 " ™ s m n ( * r a I 1 8 * dramss (11%), dry mouth (9%), constipation (»•/.) SGPT

INDIUTIuNS AND USAGE: Bipolar Mania: SEROOUEL is indicated torthetreatment of acute manic episodes asso- ing issues with patients for whom they prescribe SEROQUEL Orthostalic Hypotension: Patents should be advised m m » W " " I * 1 i " n (5'•>• " l * * ( * W T * I Irom the full Prescribing Inlormation, enumerates
dated with bipolar I disorder, as either monotfierapy or adjunct therapy to lithium or divalproex. The efficacy of of the risk ol orthostatic hypotension, especially during the 3-5 day period ol M a i dose Strata and also at times *• ' " * " « ™ ™ l 0 fc "elrest P e r a * «• treatment-emergent adverse events tat occurred during therapy
SEROQUELinacute bipolar mania was established in two 12-week monotherapy trialsand one 3-week adjunctther- of re-initiating treatment or increases in dose, lirterference with Cognitive and Motor Periormance: Since somno- f u P t 0 3-weeks) of acute mania in 5% or more of patents treated with SEROOUEL (doses ranging from 100 to 800
apy trjal of bipolar I patients intoally hospitalized for up to 7 days for acute mania. Effectiveness has not been sys- lence was a commonfy reported adverse event associated wWi SEROOUEL treatment, patents should be advised of mg/day) used as adjunct therapy to lithium and divalproex where the incklence in patients treated with SEROOUEL
tematicalty 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 tlration Patients should be cautioned was greater than the incidence in placebo-treated patents. Traatmenl-EmergBnl Adverse Experience Incidence In
Therefore, the physician who elects to use SEROQUEL for extended periods should periodically re-evaluate the long- about performing any activity requiring mental alertness, such as operating a motor vehicle (including automobiles) 3-Week Placebo-Controlled Clinical Trials' for the Treatment of Bipolar Mania (Adjunct Therapy): Bod) as a
term risks and benefits of the drug for the individual patient. Schizophrenia: SEROOUEL is indued lor the treat- or operating hazardous machinery, until they are reasonably certain that SEROOUEL therapy does not affect them Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hypotension; Digestive: Dry
ment of schizophrenia. The efficacy ot SEROOUEL in schizophrenia »as established in short-term (6-week) con- adversely. Pregnancy: Patients should be advised to notify their physician il they become pregnant or intend to Mouth, Constipation: Metabolic aod Nobflional: vVekjht Gain; Nervous: Somnolence, Dizziness, Tremor, Aglaton;
JrOed trars of schizophrenic rnpatients. The effectiveness of SEROQUEL in long-term use, that is, for more than 6 weeks, become pregnant during therapy. Nursing: Patients should be advised nol to breast leed il they are taking Respiratory: Pharyngitis. 'Events for which the SEROOUEL incidence was equal to or less than placebo are not Ikt-
S i b M J ? " t ! i * " ? ¥ " " f E S l n t . 1 t a * ? l h 1 5 W * P * * ] ? P , ™ * hr SEROOUEL Concomitant Medication: As with other medicatons, patients should be advised to notify their physi- ed, but included the following: akathisia, darmea, insomnia, and nausea. In these studies, the most commonly
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UBS' " ' * * M e n t s *>»»bt observed adverse events associated w i i the use of SEROOUEL (incidence of 5% or greater) and observed at a rate
S: SEROOUEL is contraindirated in individuals with a known hypersenstl/ly to this mediation advised to avod consuming alcoholic beverages while taking SEROQUEL. Heal Exposure aod Dehydration: Patients „„ SEROOUEL at least twice thai of placebo were somnolence (34%). dry mouth (19%). asthenia ( I B ) , constipa-

to placate. SEBOOIlEL qiouiplie Is >ot approved for the treatment of patients with dementia-related psy- Jon should be used when it is taken in comb nation with other centrally acting drugs. SEROOUEL potentiated the
* c « M w l . l d l t a l « , N ™ ™ i e | t f c M a ^ cognitive and motor effects ol alcohol in a dineal trial in subjects with selected psyjhutic disordersand alcoholic
times referred to as NeurolepSc MaJgnarrt Syndrome M I S has been reported in assocafon with administration ot tjeveraoes should be avoided while takino SEROQUEL Because ot its potential for inducino hypotension SEROOUEL H pg ( g, g, g, g, g y ) p
amtpsychotic drugs, including SEROQUEL fere cases of r k bay. beeTTreported with SEROOUEL. Clinical mani- m»£cethe Ss I ce™ KrtS aV* s K l» «»> ">l*™t *>' iose-relatedness of adverse events. Logistic regression analyses revealed a positive tee
M a t e of d are hyperpyrexia, muscle rirjidrtv, altered mental status, and e i i tom of autonomic instability define agonists. The B S S S ^ S S ^ m # S S ^ ^ S ^ m 2°"se Vm " te loh™n? *"* ' " * "H""*iMcmnal * J n d " P f" "T"1*"1

(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include M and phenytoin (100 mg tkf) increased the mean oral clearanceof quetiapine by 5-fold Increased doses of Symptoms: Datafrom one 6-week chnitjai trial of schizophrenia comparing five fixed doses ol SEROOUEL (75,150,300,
elevated create phosphoMnase, myoglobinuria (rtiabdomyolysis) and acute renal Mure. The diagnostic evaluation SEROOUEL may be required to maintain control of symptoms ot schizophrenia in patients receiving quetiapine and ™ . m m s * * ) P ' " * " 1 ™ * i ™ l o r fc " °1 teatmerMmergent exlrapyramktal symptoms (EPS) and dose-
of patients wHh this syndrome is complicated. In arriving at a diagnosis, it is important to exdube cases where the phenytoin or other hepatic enzyme inducers eg carbamazepine barbiturates rifampin giucccorticoids) Caution refatedness for EPS associated with SEROQUEL treatment. Three methods were used to measure EPS: (1)Simpson-
dMcal presentation includes both senous medical illness (e.j.. pneumonia, systemic infection, etc.) and untreated should be taken i phenytoin is wihdrawn and replaced with a non-indurer (eg valproate) Divalproer Angus total score (mean change from baseline) which evaluates parxinsonism and akathisia, (2) incidence of sponta-
or iradequalery treated extrapyramkial signs and symptoms (EPS). Other important considerations in the differential CoadminstraSon ot quetiapine (150 mg bM) and drvalproex (500 mg bid) increased the mean maximum plasma con- rieous complaints of EPS (akathisia. aUnesia, cogwheel rigidity, extrapyramidal syndrome, hypertono, nypokinesia.
djjnosis include central anticholinergic toxicny heal stroke, drug lever and primary central nervous system (CNS) centra*" ° ! quetiapine at steady-state by 17% wihout affecting the extent of absorption or mean oral clearance, neck rigidity, and tremor), and (3) use ol anticholinergic medications to treat emergent EPS. Vital S i p and
pattwlogy. Tde management of NMS should include: 11 immBrjiate rjiscontmuation of arrapsycrionc drugs and other Thiofiibzino: Ttiioridazine (200 mg bid) increased the oral clearance of quetapine |300 mg bid) by t>5%. Cimolidine: Laboratory SIUIIBS: r m l Sign Changes: SEROOUEL is assobated wfth orttiostatic rrypotension (see PREUUTIOMS).
mELf?* "L°lnc"™n 5-5 lHSSSS!^SL"i !TT°^!S* Administration of multiple da* doses of cimetkline (400 mg IB for 4 days) resulted in a 20% decrease in the mean WekjhtGain: In schizophrenia trials the proportions of patients meeting a weight gain criterion ol >7% ol body weight
ment ot any conccmrtant serious medical problems lor which s p e c n ^ M e n c i are availal*. There is no general oral clearance of quetiarnne M 50 mj tid). Dosage adjustment for quetiapine is not required when it is given with cime- were compared in a pod of four 3- to 6-week placebo-controlled clinical trials, revealing a statishcalry significantly
jgreement about specific l *™acok j i c j I r aJwnt 2 ™ n s " " > patient requires ant psychotic drug a n , . p450 M kihlbhors: Coadmnistration ol ketoconazole [200 mg once dairy lor I days), a potent inhibitor of greater incidence of .eight gain for SEROQUEL (23%) compared to placebD (8%). In mania monotherapy H s th
JSX^S^t^SfS^TXS^JSSt^-tSt •n^nrame P450 3A, reduced oral clearance of quetiapine 6y S4%. resulting in a 335% increase in nuximum plas- proportions of patients mrjng the same weight gain crtterion were 21 % compared to 7% for placebo and in mania

lly monitored since recu rentes ol NMS have been reported. Tanfhre DyMiesla. A syn- m concentration of guehapine. Caution is indicated when SEROOUEL S administered with ketocmtole and other i j i a th t i l th rti l h * ti th ht riS m l t « to

B£SB^^S^ST^3. SiSSsSS^^^m w S
which patients a R e r y to d e v e l o p syndrome. Whether antipsyebotic drug products differ in their potential to 2S "Sine SSSS^tm^Sm^iS^iSSSSl ?™K t ™ ^ h e S S S ' m°im " S0,?""1 P"™** 1 »ls « * d n» *ical'
cause taidtve dysBnesn is unknown. The risk of developing tardrve dyskinesia and the likelihood that B will become 3JS SSreducedlw 20% ! ttisoresence of S a o S S S a s 250 mo M taira S C n The * " n p ° r W "erBnces beWlen SERWUEL m l * « t a K t <*** > * « » ar«"P comparisons lor pooled
ineversitft are believed to increase as the duration of treatment and thetctal cumulative dose of anSpsychotic drugs SSZSSSSSiSSSSZSSSSSZ P " ™ * * " « * " " " M »° **** s W * « SEROQUElyplacebo differences in the proportions of
d i t d t tt t i t i H th d d l l t h h h l l ft l ! 1 S 3 5 S S patients experiencing potentially important ch i ECG t i l d i QT QT d PR i t l H
e f t are believed to increase as e d u a o of treatment and thetctal cumulative dose of anSpsychotic drugs SSZSSSSSiSSSSZSSSSSZ P * * sW p pp

admirastered to ttie patient increase. However, the syndrome can develop, although much less commonly, after rel- !110 to i2% whenSoroex 1500 moW,i 3 m i n i s 5 1 * o u S ine ( 1 a moHlThemean m l S r patients experiencing potentially important changes in ECG parameters, including QT, QTc. and PR intervals. However,
attvety brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesia, aStosSoSSinisteed ™ S the proportions of pahents meeting the criteria fcr tachycardia were compared in four 3- tc 6-week placebo-controlled
although the syndrome may remit, partially or completely, if antipsychotic treatment is wJhdrawn Antipsychotic Jpte ( 1 5 0 mg Sd) The changes were not s t a E t LlftioKncornbrSminlstraSon of o u S i n e (250 mo c l n H '"*lor fc lreal""1 * a * « P » « i a revealing a 1% (4B99) incidence tor SEROOUEL compared to 0,6%
treatment, itself, however, may suppress {or partially suppress) the signs and symptoms of the syndrome and there- A , i min fa n0 ( j i m snv 0) | J , steadv-stale uharmacokinetic parameters of lithium Anlinvrine (1156) incidence tor placebc-. In acute (monotherarw) bipolar maniatrials the proportions of oatiems meeting ttie cri-
by may possibly mask the underlying process. The efcrthat symptom* suppression has upon the lonrj-term Adrninistration of multiple daily doses up to 750 mg/riy (on a tJd schedule) of fjuetiapine tu subjects wrth selected teriafor tachycardia was 0.5% (1/1S2) for SEROQUEL compared to 0% (0/178) incidence for placebo. Inacutebipo-
?Stts"*""ISn l^^J^?ISK^SS^^!^'n3TSlS psychotic disorders had no clinicalt/ relevant effect on the clearance of andpyrine or yrinary recovery of antipyrine tar mania (adjunct) trials the proportions otpatients meeting the same criteria was 0.6% (1/166) for SEROQUEL com-

i i f i 7 T . « f i ^ f 2 f . [ J lly be m j u j o f e These results indicate that quetiapine does not signrficarrtty induce hepatic enzymes responsible for pared to 0% (0/171) incidence for placebo. SEROQUEL use was associated with a mean increase in heart tab,
^£J^^^^^MM^^!S^S^'^S^S * o c h ™ B m " l t d ° l t ( l nl9abolisrn ol a * " n e ' Carclnogenesis, Mulagenesls, Impairment of Fortuity: assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placBbo patients.
and 2) forwtioni aternabve, equally eflectrve^ut potentially less harmfultreatmenB are not ava hat* or appropn- c j ^ r t t CaicinooenicJy studies were conducted in C57BL mice and Wistar rats. Quetiapine was adminis- This slighttendencytotachycardii may be related to SEROOUELs potential for inducing orthostatk: changes (see PflE-
* "jSff *ldS!^I Z ? S i SSLS2SSI ISJUSSSSS ^ i n fc * ' l 0 micB * * « o f » • ^ ' » l n ( l 7 5 ° " * > ̂  "rals b» «a w«e * tes»'». '5, and CAUTIONS). Other AlVerse Events Oossmd During l ie PnHHarkeling Enluadon of SEB0O»: Following is a list

250 mgAg fcr two years. These doses are 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 denned in the introduction to the ADVERSE

iSSSSSSSEss^^i&asgsszisttJtt s^S^riSSSSSSS s s ^ x s a a
antipsychotic use and rvpergrycemia-related adverse events is not completely understood. However, epidemiologi- SaJctacTrlthvnfnSS definrtions: frequent adverse events are tnose occurring in at least 1/100 patients (only those not already listed in the
ral studies suggest an increased risk of treatment-emergent hyperglycema-related adverse events in patients 2m_S2SfobSin <S* tSLW m M r e s u l s l r ™ P<aoetm-corrtroilecl trills appear in this listing): infrequent adverse events are those occurring in
treated with the atypical antipsychotics. Precise risk estimates for hyperglycema-related adverse events in patients ZSSiSS^^mRSSSi^iSS^SA 1"™ to 1/10O0 patients; rare events are those occumng in lewer than 1/1000 pahents. Nervous System: ftww*
treated wJh atypicaiantipsychotics are not available. Patients with an established diagnosis of dabetes mellrtus who ! !??ff i raSTthrK?S mechan sm t unknS " I P " * * " V s 1 * * M»«l»vif;abnormal dreams, dyskineaa, thinking abnormal, tardrve dyskinelia. vertigo, invol-
^^ffi'^Vf^TtSS^^ ^^Vi^^S^-SXZSl^iX^ untarymovements,mnfuston.amnesia,psychosis,haEcMms.IvAnesia.libidoincrelsed",urinary?etention,

J5SS S S M £ ™ " ™«'»" ™™ »*><*« *>**>» ™*«™ * & »m « • « » n * and female rats, re p e A - inCDOrdln*» P1™"1 raaon.lbnorrt * m»octa"s- * * * » » . ™ i c r e a c i ° ^ " P * * * * " ^ » ^
ffi!3 Increases in mammary neoplasms have been lound in rodents after chronic administration of other antifsychotTc rahon, stupor, bruxism, catatomc reaction, hemiplegia; Bara:apliasia, buccoglossal syndrome, choreoathetosis. delir-

* < * « l « m * ™ * «proladn-mediated. The relevance of this increased incidence ot prrjacSn-m dialed «™. emotional lability, euphoria, libido decreased", neuralgia, stuttering, subdural hematoma. Body as a Whole:
mammarygland tumors in ratste human nsk is unknown (see Hyperprolactinemia in PRECAijTIOHS. General). fiwjuaHrflu syndrome; MBOwMneck pain, pelvic pain-, suicide attempt, malaise. photosensitivNy reaction, chills,

XSSXi^Stm£SSSSSS M"l"g>n>»it: The mutagenic potential of quetiapine was tested in six m vflro bacterial gene mutation assays and in faceedema, moniliasis; R»>.'abdomenenlarged.Dlgntr«Sy>tnn: fisjBMtanoreida; M w , ™ * increased sall-
SSSSSSX £2 rlri a " » * i ™ ™ 1 * " W muMl)n a s s a » i n O * * " ta*r """V ' * • H " ™ ' . s u H « * Ngn concentra- vahon, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia. flatulence, gastroenteritis,

G S n t e S l I t a U i r S R u m mav induce orthostahc hvnotension assocated with ttm ol quel"pinB " * " * h M been u s e d ' » ' * teler s l*s- O0*K did P™*™ * reproducible increase in gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum hemorrhage,
mma^SiSSSS^SsS "lutalims" ™ S"""*1* fW^'muriom tester strain in the presence of metab* activation. No evidence of clas- mouth ulceration, rectal hemorrhage, tongue edema; Urn: glossrtjs. hematemesis, intestinal obstruction, melena,

rX^cSSS^ SSZ^'TS^TStTSt^tZ1^^"^ Pancreatitis tortiovaKtala, System: fn^mt palpitation; M^vasodilatation, 0T interval prolonged,
SEROOUEL, compared wlh 0% (0/607) on placebo and about 0.4% (2/527) on active control drugs. SEROQUEL ? m ™ u c ™ l s s s> >« * ' m » a ' ™ ' n l ° l F ™ f t - 1 " ? . 1 ! ™ " E ^ " H " > * l n " * ™8ra™e, bradycardia, cerebral ischemia, irregular pulse, I wave abnormality, bundle branch Bock, cerebrovascu-
should be used w% particular caution in p a M s with known cardiovascular disease (history of myocardial infarc- SEWi*Sa-HflrTJ nf SJi""^"'* lar actident. deep ttirombophlebrtis, T wave inversion; f!m>: angina pectoris, atrial fibrillation, AV block first rjegree,
ion or isctanic heart disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions ™ Dr"^?lBl,ellecli"*ldeII!lcSf H t 2f * ™ I . " J S E T ? £ .?^" ™ s e s t a heart ttlure'ST etaltl1' * ™ * i | * * » * T <™ M ™ » ST abnormality, increased QRS duration,
which would predispose patients to hypotension (dehydration, hypovuemia and treatment witi antihypertensrve ™JprSSi,2?™SSfflSSSlir.ZSS ™ ̂ l/iT^Sf r? R « l l i r l l o r » 'I** " * * ^ W * ' m i * c o u » h m m i ^ f ™ t m < m t Pn e u l l l o n i 4 eP i s l a < S '
medications).The risk of orthostatic hypotension andsyncope may be minimized by limiting the inf i l dose to ?",„ J"°nf*£," Tn^S? K & j -Si f9'!, 5 n !^2T a > m ' " ™ ; te» nyperventilation. Metabolic and H i M o n l System: ftHTuaor.- peripheral edema; M t u m t
25 mg bid. If hypotension occurs during Sration to the target dose, a return to the previous dose in the StraSon J"J*» °" "**™. S^jS^SfS?SS^1iSSSS^l'^XSi * * loffi> * * • llhosll l1alase increasM' nyperiipemia. a U H intolerance, dehydration, hyperglycemia, creatinine
schedule is approorlate Cabracls: The denlopilienl of «bracls«»obiened In mociallni «Wl queliapln. "!*«« 5»2*J2*JE tZlZ^Z ft•lX^jTStt!2SS increased, hypoglycemia: fl»s:glycosijria, gout hand edema, hypukalemia. water intoxication.̂ Inind Appenoages

S S S S S T K S I t r i l S * T " d i 0 6 1 U i S l T S S S B i n n l s * t e * z 5 •>™"*1 o r u '» 2 4 * " * f c n™" 1 ™ l l ™ t e m "^^^«»1** a l "^fmmSi '" 'nW"na' p 0 ^ n a ' ? " " " * * * l a S " * ' " t m m l * m m " I " " 1 * * a b m —

l « S n a r S o S d r S s T S h S r 2S to 100 mg*g or 0.6 to 2.4 S k the maximum human dose on a m o « basis. There was, however, evidence of « m ft eyes, tinnrtus, taste perversion, blepharitis, eye pain; B»».abnormality of accommodalim, deafness, ilau-
embryrHetaltowly. Delays in skeletal ossBcaion were detected in rat fetuses at doses of 50 and 200 mg*g (0.6 and coma. Mraltskeletal System: M t o w t t pathological fracture, myasthenia, twitching, arthralgia. arthritis, leg
2.4 times the maximum human dose on a mg/m= basis) and in rabbits at 50 and 100 mgAg (1.2 and 2.4tJmes the cramps, bone pain. Hemic and Dmphatlc System: Aaownr: leukopenia; MmiwMr leukocyiosis, anemia, ecchy-
maximum human dose on a mgWbasS). Rftlbodyweshtwasreducedinratfetuses^OOmgrKgandrabbltetus- mosis, eosinophilia, hypochromic anemia; lymphadenopatny, cyanosis; Km: hemopysis, thrombocytopenia.

S S S M ^ m ^ i W Z ^ S m X S ^ P i m m ?s at 100 mg*g (2.4 times the maximum human dose on a mg/m= basis for both species) There was an increased Endocrine Sjrdem: U s ^ e n f : hypothyruidism, diabetes mellltus; fbro: hyperthyroidism. 'adjusted for gender. M
ard was maximal in the first two to four weeks of treatment and maintained wihout adaptation or progression dur- "• !"" ^'mnor a * Issue anomaly (tarpal/tarsal flexure) in rabbi fetuses at a dose of 100 mg/kg (2.4 times the Marketing Eipenence: Adverse events reported since market introduction whtt were temporally related to SERO-
ing more chronic therapy. Generally, these changes were ol no clinical significance and TSH was unchanged in most ™ ™ human dose on a mg/m' basis). Evidence of maternal toxicrty (i.e., decreases in body weight gain and/or OUEL therapy include: bkopenBteutropeno.»a patent develops a low white cell count consider discontinuation
patients and levels of TBG were unchanged In nearly all rases cessation of SEROQUEL treatment was associated d e * > " " " ' r 5 ™ " 1 " fc h ' 0 | i t e » * * * * * H at * doses in the rabbi study. In a peri/postnatal repro- oltherapy. Possible riskfactors lor tukopeno/neutropena include pre-existing low whhe cell count and history otdrug
w * a reversal of the effects on total andfrae T4, irrespective ol the duration of treatment. About 0.4% (12/2791) * « * • * * » * n 0 drug-related effects were cteerved at doses of t 10, and 20 mg*g or 0.01,0.12, and induced leukopenB/neutropenia. Other adverse events reported since market introduction, which were temporally
of SEROOUEL patients did experience TSH increases in monotherapy studies. Six of the patients with TSH increas- » a ™ ™ " " " I " 1 1 " 1 J " ™ ™ e on a mg/m' basis. However, in a preliminary pen/postnatal study, there were related to SEROQUEL therapy, but not necessarily causally related, include trie Mowing: agranulocytosS, anaphytax-
is needed replacement thyroid treatment. In the mania adjunct studies, where SEROOUEL was added to lihium or 'ntrelses 'n ™ ™ pup death, and decreases in mean Inter weight at150 mg/kg, or 3.0 times the maximum human j s hyponatrema, rtiabdomyolysis, syndrome of inappropriate antkfiureic hormone secretion (SIADH), and Stmns
chvalproate, <2% (24rt96j of SEROQUEL treated patients oompared to 7% (1M03) of placebo treated patients had d ™ ; 5 ^ te L ? » " d e ' - I \ ^ ^ Johnson Syndrome (SJS). ' ' • " " *

SSiSffS^m^SMi^l^^Si^SS- ing pehod in the elderly. Tne mean plasma dearSce of SEROOUEL was reduced by 30% to 50% in elderly patients fted in ttie clinical trial database (6 reports) with estimated doses ranging from 1200 mg to 9600 mg and no fatali-
ing «>>T^nds.KdinicaliignrlicaiiCe of eCated serum prolactiitlevels Is unknown formost patients. Neither din- when compared toranger patients. hes. In generat reported signs and symptoms ivere those resulting from an exagoerabon of the drug's known phar-
kal s l ide nor epkfemMogic studies conducted to date have shown an association between chronic administration ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of macological effects, i.e, drowsiness and sedation, tachycardia and hypotension One case, involving an estimated
of this dass of drugs and tumorigenesis in humans' the available evidence is considered too limited to be conclusive over 3000 patients. This database includes 405 patents exposed to SEROQUEL for the treatment of acute bipolar overdose of %00 mg, was associated wlh hypokalemia and first degree heart block In post-marketing experience,
al this time. Trammlnaio Elevations: Asymptomabc, transient and reversible elevations in serum transaminases mania (monotherapy and adjunct therapy) and approximately 2600 patients and/ry normal subjects exposed to 1 or there have been very rare reports ot overdose ot SEROOUEL alone resulting in death, coma or QTc prolmgaion.
(primarily ALT) have been reported. In schizophrenia Irak, the proportlms of patients with transaminase eMions more doses of SEROOUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximately Management ol Overdosaye: In case ol acute overdosage, establish and maintain an airway and ensure adequate
of > 3 times tie upper limits ot the normal reference range In a pool of 3- to 6-week placebo-contrrjed trials were 27(0 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who paric-ipated in multiple dose effec- oxygenation and ventilation. Gastric lavage (after intubation, I patient is unconscious) and administrabon of actlvat-
jpproxiiratery 6% for SEROQUEL compared to 1% for placebo. In acute bipolar mann trials, the proportions of tiveness trials, and theirexperience corresponded to approximately 914.3 patient-years. Refer to the full Prescribing ed charcoal together wi t a laxative should be considered. The possibility of obtundation, setae or dystonic reac-
pabents wih transaminase elevations of> 3 imes the upper talk of tne normal reference range in a pool of 3- to Information for details of adverse event data collection. A i m Findings Ooservei in Short-Term, Controlled (•„„ $ «,, n(ad and neck following overdose may create a risk of aspiration wih induced emesis. Cardiovascular
12-week placebc-controlled trials were approximate!. 1% for both SEROOUEL and placebo. These hepatic enzyme Wall: Adverse Events toocilted win Olstontin.ation of Treatment •1 Shell-Termi Placebo-Controlled Trials: monitoring should commence immediately and should include continuous electrocardiographic monitoring to detect
ebations usually occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels with Bipolar Mania: Overall, discontinuations due to adverse events were 5.7% for SEROOUEL vs. 5.1% for placebo ^^ arrhythmias If anlarrtwthmic theraov is administered disoovramUe Drocainamide and ouinidine cam a
ongoing treatment with SEROQUEL Poterrdll lor CognrSve and Motor kipilrment Somnotence was a commonly in monotherapy and 3.6% for SEROOUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia: Overall, there was E.°L 'ZZoi S^mBS^riiSC!! naS«th acute oveidoS
r e p 3 adverse event reported in patients t r e a t e d * SEROOUEL especially during the 3-5 day period of initial little Oifference in the incidence of discontJnuanon due to adverse events (4% for SEROQUEL vs. 3% for placebo) in S S SJ,J it is realonalX"iMb^aiiSiDClk^vSh
dtse^ltratlon. In schizophtVnia tnals^omnolence was reported in 18% of patierrts on SEROQUEL compared to 11 % a pool ol controlled trials. However, discontinuations due to somnolence and hypotension were considered to be drug SStoteofouS es«rEE^
of ptacetn patients Inacute blpotaf mania trtt using SEROQUEL as monotherapy somnolence waVreported in related (see PRECAUT1OIB): Somnolence 0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo ™J?L iZSSKS
dtse^ltratlon. In schizophtVnia tnals^omnolence was reported in 18% of patierrts on SEROQUEL compared to 11 % a pool ol controed rias However, discontinuations due to somnolence and hypotension were considered to be drug
of ptacetn patients. Inacute blpotaf mania t r t t using SEROQUEL as monotherapy, somnolence waVreported in related (see PRECAUT1OIB): Somnolence 0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo ?_L ™i, ZSSKS
16%of paste on SEROOUEL Compared to 4% of placebo patients. In acute bipolar mania tuals using S^OOUEL Mvene E v e * Occurring al an Incidence of 1 % or More Among SEHOQlfEL Treated M i l t s l> Short-Term, T* 'SS'CS SSS^SKTS!^Jl!SSl?!!rjS?
as arjijrMilhenxry, somrnlenoe was reported in 34% of patieliK on SEROQUEL mrrinared to 9% of placebo patients. Plawbo-Connolled Triab: The prescriber should be aware that the figures in the tables and tabulations in the full be considered. HypDtens™ ard arculatory ccjlapse stiould be mated wrth appropriate measures such as intra-
S t a SEROQUlL has the potential to impair judgment, thinking, or motor skills, natjeitts should be cautioned about Prescribing Information cannot be used to predict the incidence of side effects in the course of usual medical prac- "enous flulds and'or f * ™ T * J f * (epwpnnne;andifamine stiould not be used, smce beb stimula-
PHforming aOMIes requiring mental aHertness. such as <xHfating a motor vehirje (including automobiles) or oper- tee where patient characteristics and other factors differ from thosethat prevailed in the clinical trials. Similarly, the ton may worsen rrypotension in me setting of quetiapine-inducedalpna blockade). In cases of severe extrapyrami-
aling hmarilous machinery undl they are reasonably certain that SEROQUEL therapy does, not affect them adverse- cited frequences cannot be compared wih figures obtained from other clinical investigations invornina different treat- Hal symptoms, anticholinergic medication should be administered. CSose medical supervision and monrtonng should
hr. FntHun: One case of priaplsm In a patient recervirig SEROQUEL has been reported prior to market introduction, merits, uses, and investigators. The cited figures, however, do provide the prescribing ptrysician with some basis for continue until the patent recovers.
tea causal nHhonshlp to use of SEROOUEL has not been established, other drugs with alpha-adrenergic block- estimating tie relate contribution of drug and nendrug factors to the side effect incidence in the population studied. SEROQUEL is a registered trademark of trie AstraZeneca group ol companies.
ra effects have been reported toinducepriapism.anditis possible that SEROQUEL may share this capacity. Severe Table 1, in the full Prescribtng information, enumerates the incidence, rounded to the nearest percent of treatment- © AstraZeneca 20M, 2005
pnaplsm may require surgical intervention. Bnry Temperature RetuMlon: Athough not reported wlh SEROQUEL, emergent adverse events that rccurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up 30198-00 Rev. 12705 AstraZeneca Pharmaceuticals LP
disrupton ot the body's abhty to reduce core body tempsrature has been attributed to antipsychotic agents, to 12 weens) in 1 % or more of patients treated with SEROQUEL (doses ranging from 75 to 300 mg/day) where the 236175 Wilmington, Delaware 19850-5437
Appropriate care is advised when prescribing SEROQUEL for patierrts who will be experiencing conditions which may incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients. Made in USA
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