
Increased Modality In Eldarty Pallem with Dementia-Related Psychosis
Eldarty panel* with dementia-related pqchnl i treated with alypital antlpsychotic drugs are at an
increased risk ol daath compared la placebo. Analysis ol seventeen platobo-controllod trials (modal
duration ol 10 m o b ) In tioso pallonts moalid a risk ol daath In h drag-lrealoj patients ol between
1.6 to 1.7 times that soon In placebo-treated patients. Over the course ol a typical ID week controlled
t i l l , he rate ol daath In drug-Mad patients was ipont 4.5%. compare* to a rale ol about 2.6% in the
placebo group. Itlhoujb the cames ol («a«i were varlel, motl ol the deatht appeared to be eilter cir-
dlonscular fag, heart'allure surjten death) nr inleetious {eg, pneumonia) In nature. SEROQUEL {quell-
apine) is not approved lor the treatment ol patients with Dementia-Related Psychosis.

BRIEF SUMMARY ol Prescribing Information-Salon) prescribing, please consult complete contribute to an elevation in core body temperature, e.g., exercising strenuously, closure to extreme heat, recav- Traatnunt-Emergent Advene Expirlerite Incidence In 3- to 12-WeH Plawbc-Cantroued Clinical Trials'lortne
Prescribing Inlormalion. ing concomitant mediation with anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal Treitmint ol Schiznphmnla and Bipolar Mania Imonotherapv): Bod) as a Whole: Hiadache. Pin. Asthenia,

dysmotillty and aspiration bate been associated with antipsychotic drug use. Aspiration pneumonia is a common Abdominal Pain, Back Pain, Fever Cirdionnilac Tachycardia, Postural Hypotension; Digestive: Dry Mouth,
cause ot morbidity and mortality in elderly patients, in particular those «ith advanced Alzheimer's dementia. Constipation, Vomiting, Dyspepsia, GastroenterBs, Gamma Gluamyl, Transpeptkiase Increased; Metabolic and
SEROQUEL and other antipsychotic drugs should be used c a u t a * in patients at risk tor aspiration pneumona. Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Dizziness, Anxiety;
Suicide: Tne possibility ol a suicide attempt: u inherent in bipolar disorder and schizophrenii; close supervision ot Respiralnrv: Pharynpfe, Rhinitis; Skin and Appendages: Rash; Special Se.s.s: Amblyopia. 'Events tor which the
" * ! ? ffil*'""!;?!!!?"1"^?" ^" 'P '^ 'wSEROOJELshouldte wntten tar the smalH SJROOUEL incidence was egual to or tes than placebo are not listed, but included the Muring: accUental injury,

^SStS ak** *Kl <*' "* 'mtml• *pIes*n' ""*l e*wr—" s y n * ° " hos* l l y p B ' t e ™ '

MDICniONS AND USAGE: Bipolar Mania: SEROOUEL is indicated lor the treatment ot acute manic episodes asso- ing issues w«h patents lor whom they prescribe SEROQUEL. Orthostatlc hypotension: Patents should be advised J ™ " 1 M . « * « • (»>• ™l i f c W « ( 5 ft Table 2, tram the lull Presonbing Intorrnahon, enumerates
ciaterj with bipolar I disorder, as either monottterapy or adjunct therapy to lithium or drvalproex. The efficacy of ot the risk ot orthostatie hypotension, especially during the 3-5 day period ot initial dose titration, and also at times • » " ™ " c 8 ' ™ ™ a <° ™ n 8 m s l P e ™ t o l treatment-emergent adverse events that occurred dunng therapy
SEROOUEL in acute bipoiar mania was established in two 12-week monotfierapy trialsand one 3-»eek adiunctttier- of re-initating treatment or increases in dose. Inteiferenn wWi Cognlllvii and Mofor Pertafmarm: Since somno- (up to 3-weeks) ol acute mania in 5% or more of patients treated wrtti SEROQUEL (doses ranging from 100 to 800
apy trial of bipolar I patients initially hospitalized lot up to 7 days tot acute mania. Effectiveness has not been sys- lence was a commonly reported adverse event associated wih SEROOUEL treatment, patents should be advised of mrj/day) used as adjunct therapy to Irftium and divalproex where the incidence in patients treated with SEROOUEL
temafcaly evaluated in clinical trials lor more than 12 weeks in monotherapy and 3 weeks in adjunct therapy, the risk of somnolence, especiaJly during the 3-5 day period of initial dose tiration. Patients should be cautioned was greater than the incidence in placebo-treated patients, Trutment-Emargent Adverse Eiperiance Incidence in
Therefore, the physician who elects to use SEROQUEL for extended periods should periodically re-evaluate the long- about performing any acMy requiring mental alertness, such as operating a motor vehicle {including automobiles) 3-Week Placebo-Controlled Clinical Trials' for the Treatment ol Bipolar Mania (Adjunct Therapy): Body as a
term risks and benefits of the drug lor the individual patient. Schizophrenia: SEROOUEL is indicated tor the treat- or operating hazardous machinery, until they ate reasonably certain that SEROQUEL therapy does not affect them Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular Postural Hypotension; Digestive: Dry
merit 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; Nervous: Somnolence, Dizziness, Tremor, Agnation;
trolled triate of schizophrenic ^patents. The effectiveness ot SEROOUEL 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 fot which the SEROOUEL incidence was equal to or less than placebo are not list-
has not been systematically evaluated in controlled trials. Therefore, the physician »ho elects to use SEROQUEL for SEROOUEL. Concomitant Medication: As with other medications, patents should be advised to notify their physi- ed, but included the following: akathisia, diarrhea, insomna, and nausea. In these studies, the most commonly
extended periods should MrwdcJy re-evaluate the long-term usefulness of the drug for the inrMlual patient. cans rf they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol: Patients should be observed adverse events associated with the use of SEROOUEL (incidence of 5% ot greater) and observed at a rate
MtmiAiDICATIONS: SEROQUEL is contrainjtted in individuals wih a known hypersensrMy to this mediation advised to avokl consuming alcoholic beverages while taking SEROOUEL. Heal Exposure and Dehydration: Patients On SEROQUEL at least twice that ol placebo were somnolence (347.) dry mouth (19%) asthenia {10%) constipa-

iaSSSmm I. Elder* mm - M M • * * Eldo* ,a«..S * KXSaK.rnB^^
dtmenthi-relited pnhosis mated «lth atypical arrtipsychollc drugs am at an incruseil risk ol death compared drugs have not been extensiyeh/ evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, cau- ™7™™S
to placebo. SERoSfc (qietlaplni) is not approved* the treatment ol patients with dornenu'a-nHated psy- ton should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the £££KMSK1^^
c t a i . (ue Box.d Warning). K.uroKplic Mallgn»it Syndrome (NMS). S p.-ertal, UL,. sv^Dlor, -aTrcte. i::ne- cognitive and motor effects of alcohol in a clinical tral in subjects with selected psyihotic disorders and ateoholic K£S™^
times referred to as Neurotic Malignant Syndrome {NMSI has keen reported in assocMion with administration of beverages should be avoided while taking SEROQUEL. Berauseof us potential for inducing hypotension, SEROQUEL S^fStT SS21S! S . 127J * I S 2 « . w *?« 'I
antipsychotc drugs, including SEROQUEL. Rare cases of rillS have been reported v * SEROQUEL. Clinical mani- may enhance the effects of certain antilvpertensi™ agents. SEROOUEL may antagonize tne effects of tsvodopa and ^ffihftSS^^^SJSS^Rn^iT^lttjS
testates of NMS are hyperpyrexia, muscle rigidity, alered mental status, and evidence of autonomic instability dopamine agonists. H e Effect ol Other Drugs oi Oueliapine: Pheiytoin: CoadministratJon of quetiapine (250 mg STJ^S," SS S S L S i ? KH 2?»S iiPS'S ™
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include tid) and phenytoin {100 mg tid) increased the mean oral clearance of quetiapine by 5-fold Increased doses of Symptoms. Data from one 6-week clinical tral ot scnizophrehia companng five fixed doses of SEROQUEL (75,150,300,
elevated creatine phosphokinase, mycolobinuro (mabdomyolysis) and acute renal failure. The diagnostic evaluation SEROOUEL may be required to maintain control ol symptoms of schizophrenia in patients receiving quetiapine and W 7 5 ° ™«*») ProviM ™ * r a *» * > t e k ol treatmenkmergent extrapyramklal spptoms {EPS) and dose-
of patients with this syndrome is completed. In arriving at a dngnosE, it is important to exclude cases where the pbenytoin or other hepatic enzyme inducers (e.g, carbamazepine, barbiturates, rifampin, glucocorticoids). Caution elatedness for EPS associated wrtti SEROQUEL treatment. Three methods wete used to measure EPS: (1) Smpson-
dmical presentation includes both serious medical illness (eg, pneumonia, systemic infection, etc.) and untreated should be taken i phenytoin is witdrawn and replaced wih a non-inducer (eg Mlproate) Divalproex: Angus total score (mean changetrom baseline) which evajuates partunsonism anrj akathisia. (2) incidence of sponta-
or inadequately treated extrapyramklal signs and symptoms (EPS), Other important considerations in the differential CoadminStralon ol quetiapine 150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma con- neous complaints of EPS (akathisia. afcinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia,
diagnosis include central arrticholinergic toxicitv, heat stroke, drug fever and primary central nervous system (CNS) centration of quetiapine at steady-state by 17% without affecting the extent of absorption or mean oral clearance neck rigidity, and tremor), and (3) use of anfcbolinergk: medications to treat emergent EPS. Vital Signs and
pathology. The management ol NMS should include: 1) immedete discontinuation of antipsychotic drugs and other Thiondanne: Thioridaiine (200 mg bid) increased the oral clearance ofquetiapine (300 mg bid) by 65%. Cimnhdine: Laboratory Studies: Vital Sign Chariots: SEROQUEL t associated with orthostatie hypotension (see PRECAUTIONS).
drugs not essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treat- Administration of multple daily doses of dmetidine (400 mg Id for 4 days) resuled in a 20% decrease in the mean Weight Gain: In schizophrenia trials the proportions of patents meeting a weight gain criterion of >7% of body weight
ment of any concomnant serious medical problems for which specific treatments are available. There is no general 0H| clearance of quetiapine (150 mgtid). Dosage adlustment for quetiapine is not required when I is given wit rime- were compared in a pool of four 3- to 5-week ptnbo-contrrjM clinical trials, revealing a statistically significantly
agreement about spec* pharmacologital treatment regimens or NMS. If a patient requires antipsychohc drug tidne. P«B 3A Inhibitors: CoadminetraSon of tetoconazole (200 mg once daily tor 4 days), a potent inhibitor ot greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monothetapy trials the
treatment alter recovery rom NMS, the potential remtroduction ot drag tierapy should be caretull)•considered. The cylrxhtome P450 3A, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in maximum plas- proportions of patients meeting the same weight gain criterion were 21% compared to 77. fot placebo and in mania
patient should be carefully mondored since recurrences of NMS have been reported. Tardne Dytkimsia: A syn- m concentration of quefapine. Caution is indicated when SEROOUEL is administered wrtti ketoconazofc and other i f p a therapy trials the proportion of p a t e * meeting the same wekjht criterion were 13% compared to 4% for
tTt I ."£&? ill!"S- *S iT'tUlTh^ftfS S "tST inhibtors ° ' *ochrome m * W - teconazole'Jranaz* M f™**1!- " " » * « . l m | P r a m l " ' c tabo. Laboratory Changes: An assessment ol tie premarketing experience fot SEROQUEL suggested that ri is
™ 'JShi,%X S?»,S S K JSiS WSt tSS&SS K"mM-'"mMm[ V " 1 ^ " * " o l " u — n e J ° m » » « * * P T " ( ]S "" " • y ° I T KKiated with aspptom* increases in SGPT and i creases in bS ta l cholesterol and W*cerides (see PBE-
women, 16 impossible to rely upon prevalence estimates to predict, at the inception ol antipsychohc treatment, u 75 mg H ) or risperidone (3 mg bid wrjh quetiapine 300 mg bid did not alter the steady-state pharmacoki- u imoi is i An assr-ammt nt hemstolmiral mrametm in * i r t - t ™ ntota-mntmlH t r * ™ * r i no rliniral-
wheh patients are ikely to deve op Die syndrome. Whether antipsychotic drag products differ in their potentia to netirs nt miotian ne Fftact nl tiiurtlanine on Other Dnins- Lorazenam- The mean oral r-learanw of taenam 12 mo r ? ' fln assessment 01 neTOioiogcai parameters in snort term, pHceoo-controiiea mas reveaBO no clinical
cause tardive dyskinesia is unknown. The risk of developing tardrvl dyskinesia and the likelihood that it will become ™E S^^S?SmSS2SSmmS«SmiZ h| ""Port" d«»raic» betuen SER0QUB. and pticeto. m 1 ^ ^ BeMnngraip c tmpnws Irxjioalid
irreversible are believed tc incnase as the duration of treatment and the total cumu t̂ive dose of antipsychotic drugs SSS^^^MSSSSSSSSSSSMt^SSm^ I * 1 * ™ * * 1 1 " * r e r a l e d " ° * * * * s » n t o n l SEROQUEL/placebo dfcences in the proportions of
administered to the patient increase. However, the syndrrjme can develop, although much less commonly, after rel- ^^rMS^mnmX^^^^^S^n^- f * T T P I"1"** iT" **T 1LECG f™1"5' ""J"8,°T'f ? ^ ^ " " S
ativery brief treatment peneds at low doses. There is no known treatment for established cases of tardive dyskinesia, anaTtoBI , a t o * acSSnistered as d k a k n s 5 mo bid"I was increased bv 1̂1 % in the otesence of rjueii- ^ P^P1"*0115 rt P 3 " " * meehng the criteria for tachycardia were compared in four 3- to 6-i«eek placebr>controlled
a»Hgh the syndrome may remit, partially or »mpBSy,« antipsychotic: treatment is withdrawn. Antigychotic ^ff^M^nSs^ ?li!!ilSl

1
tS£,i0r ̂  " f ^ , 0 1 ^ i 2 ? " " 5 ™ ^ ^ a,1% l4/399> !"ci?en<:e ft" SEROQUEL compared to 0.6%

treatment, itself, however, may suppress (or partially suppress) the signs anrj symptoms of the syndrome and there- j j , wjfl, n h i ; m (^ n 0 , 0 ^ on ™ D) t 5 , steady-state pharmaco&ehc parameters ot lithium Aniipydne- (1(156) incidencefor placebo. In acute (monotherapyl bipolar mania tnalsthe proporbons of patients mseting the cn-
by may possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term Administration of multiple dairy doses up to 750mq/day (on a tid schedule) of quetiapine to subiects with selected feria for tachycanjia was 0.5% (1/192) for SEROQUEL compared to 0% (0/178) incidence for placebo In acute bipo-
course ot the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a manner that psychotic disorders had no clinically relevant effect on tie clearance ot antpyrine orurinary recovery of antipyrine & ™ " M ™ t ) triatethe proportions of patients meeting the same criteria was 0.6% (1/166) tot SEROQUEL com-
s most likely to minima the occurrence of tardrve dyshinesia. Chronic antipsychotic treatment should generally be metabolites. These results indicate that quetiapine does not skjnhlcantiy induce hepatic enzymes responsible for P"'ed to 0% (0/171) incidence tor placebo, SEROQUEL use was associated with a mean increase in heart rate,
reserved lor patients who appear to suffer from a chronic illness that (1) is known to respond to antipsychohc drugs, ctjetorne P450 ™ * " « 1 metabolism ot antipyrine Carcinogenesis Milaoenesis Impairment ol Fertllltf assessed by ECG, of 7 beats per minute tampered to a mean increase ol 1 beat per minute among placebo patients
and (2) lor whom alernatlve. equally effective, but potentially less harmful treatments afe not available or apprapri- c^rcinogBiiKis: Cardnogenicly studies were conducted in C57BL mice and Wfetar rats! Quetiapine was adminis- This Sight tendency to tachycardia may be related to SEROQUELs potential lot inducing orthostatlc changes (see PBE-
ate. In patients who do require chronic treatment, the smafcst dose and the s ortest duration of treatment praduc- M in the diet „ mice „ ims rf 20i 75,250, and 750 mg/kg and to rats by gavage at doses of 25,75, and CAUTIONS). Othor Adverse Events Observed During the Pn-ManWIng Evaluation ol SEROQUa: Following is a list
mg a sabsfactory clinical response should be sought. The need tor continued treatment should be reassessed pen- 25() mlAg for „,„ yIars Thes( doses ar, ,qlll,a|en| 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
ofalty.«sijns and symptoms ottardive d y s t a a p ^ r in a patienton SEROQUEL drug discontinuation should ,m mm) o n , ̂  ̂  ,mice) „ , 0 3 0 9 M 3 „ , j m e s ̂  m l m human tee m , ̂  ̂  REACT|0NS SKion ̂ ^ j , f ^ M l d „ „ , S E m u E L 1 mufSpfe doses > 75 mg/day during any phase ol
t Z £ l ShZ ElEKE.S?,!^J2SSS52K3E»S££ * ) • ^" " * * * * * n ™ — incIelsBS in l h > r o k l • w lolfcul" l d ™ l r a s " " ° l e ""* * tees ol m *a « * " • « Premarkeing database of approximately 2200 patents Heated tor schizophrenia. A! reported events

X^^^S£SSSJSSi!SiS and 750 mgAg or 1.5 and 4 5 times the maximum human dose on a mg/m'basis and in male rats at a dose of ar€ included except those alriady listed in % 1 or elsmhere in labeling, those events for which a drug cause was
250 mgfl<a or 3.0 times the maximLin human dose on a moym' basis. Mammary gland arienorarcinomas mrs sta- remote, and te event terms which were so general as to be uninformaive. It is important to emphasize that,
M c a * * f c * " c r m d in tal*rlts * " tes tesled l f t 75'"" 2 5 ° f ? " U ° * - 30 i m » » # « » « « * reported occurred dunng treatment with SEROOUEL, they were not necessarily L e d by 1
te™™ recommended human dose oriamft/rff basis). Thyroid follKubr cell adenomas may haw resulted Events are further categorized by body system and listed in order of decreasing frequency according to the followingcal studies suggest an increased risk of treatment-emergent hypergrycemia-related adverse events in patients ^JSS^S^^^iS^'S^S^^!^?S^S tabulated results from placebcKontrolled trials appear in this listing); infreQuent adverse events are those occurring in

treated with the atypical antpsyctiotics. Precise risk estimates for hypir rycema-related advetse events in padents nt^EKt^^ 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients. NHVOUS System: ftwwnt
treated «i1h atypical antpsychotics are not available. Patients mth an established diagnosis of diabetes mellitiis who S h m n t t S S S ^ hypertonia, dysarthria: ftrthspBot abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertiQO, invol-
are started on atypical antlpsychohcs should be monrlored regularly for worsening of glucose control. Patients wih S 2 ™|SK TSs IS^SSiT^-iSSTSSmSi! " * » m K m > s ' m l ™ ' a ™ « * W * " * hallucinations, hyperkinesia, libido increased; urinary retention,
risk factors fot diabetes met is (eg, obesity, family history ot diabetes) who are starting treatment with atypical SSlSZmSZSSs a Simum ol 3-an 13-W n S anffern* nts es3lv »™rdinahon, paranoid reaction, abnormal gait, myockinus, delusions, mant reachm, apathy, ataxia, depersonal-
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anhpsychotics should undergo tasting btod glucose testing at the beginning ol teatment and periodically dunng fe : „_„,„, .„ neoolasms have been found in rodents after chronic administration ol other antiosychc* HDI". * W i m m - 1 * 1 ™ m>m' f>emip*egia; Bm'aphasa buccoglossal syndrome, choreoathetosis, celir-
K? S'Tir^S? ft PS" f !"*""* l^K^W"1' TSlSSfSS^^'^^i^^oSSiS ™ , emohmal lability, euphoria, libido decreased-, neuralgia, stuttering, suMuml hematoma. Body as a Whole:

iS^SS^MX^ S&2 n m i S W tumors in rats to human risk is unknown (see Hyperprolactinemia in PBECAUTIOHS, Guieral). F n w M h syndrme; M t i m t neck pan, p e l * pin- , suMe attempt, malaSe, photosensitfvity reaction, chills,
ffi,t^JSlSB u n m a n s I k nmsm potential ot quetiapine w s tested in six in * bacterial gene mutation assays and in face edema, mmiliasis; (fan; abdomen enlarged. Digestive System: fisjKnt anorexia; //Jtajwnt increased sali-
^ ^ continuation olanl- an ̂  mmau ^ ̂ m ̂  in chines, Hamster Ovary a * . However, sufficiently high concentre- vatjon, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenteritis.

lions "• 'ue l*ne ™ » n o 1 haw ̂  "^l o r al " * * ins- * * ' ' " ' d i d I " * " ' 'producible increase in gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gasttoesophageal reflux, gum hemorrhage,
™ t * M " ™" s*mdk W » ™ " ™ l l s t e r M"in *e I " 1 " " D l maA l c l i - m -N o ™ d e n c e ol clls' " * d ™ * " - r H f i l l"n»nliitje. tongue edema; H m glossitis, hematemesis, inteshnal obstruction, metata,
' W * P" 1 "* 1 <as obMnel1 in •" * * > * ™ ° s ° ™ l aberratiDn assay in cultured human lymphocytes ot in the pancreatitis, Cardkrvasralar Systnh: AafmorV palpitation; Um/mt vasodilatation, 0T interval prolonged,
*> * > *ronucleus assay in rats. Impairment olFertllit.: Quetiapine decreased madng and fertility in male migraine, bradycardia, cerebral ischemia, irregulaVpulse, T wavelnormally, bundfc branch block, certtovaicu-

^^^TJ^S^^^^S^m?*SS^ &nf£^^^^T\r^TUtTTm^rT ^ ^ W e n t , deep thrombophlebitis, T v»ave i i o n ' ; /^.-angina pectoris, atrial fibrillation, AV blockfirst degree,
tiofi or rschemt heart disease, heart MuTe or conduction abnormalities), cerebrovascular disease or conditions ff- D^?le"el"udell;n™ " Ti,T™iIn*l""S 1™SS J l S ' c0'"eslile M " " • S T 8taled' * ™ * " l * « * . T « " " * « * « • ST abnormally, increased ORS duration.
which would predispose patents to hypotension (dehydration, hypovokma and treatment v * antihypertensive lul T S " ^ ! ? ! 8 * ? * mmfi |D,h " i T f i 2 1 , 1 5 ° " * ™ n * » " « « « * fenod without treat- te,!,^ s ^ ^ , Fmmt pharyngls miniis cou,h i m s a J i ¥ m M ^ p M M i l 8piaaxis
medications). The risk of orthostatie hypotension and syncope may be minimized by limiting the i n f i dose to "*"'• J" ™H*«t S!lor 'TZniS^Jffl i ^ S L S i £ S l S ,S lsll"Ila; te: h ™ ' ' nyperventjlation. Metabolic and H.tritio.al System: Fmmt peripheral edema; /»ta,«.«t
25 mg bid. If hypotension occurs during tiration to the target dose a return to the previous dose in the Station t u l ™ d o s ° " ' •"*"* bas's. ° u * J l n e adversely affected mahng and terhljy in tern* Spragr tMey rats at an ^ ̂  a U h ptephatase iKr6asrt hyperlipemia. *ohoi intolerance, dehydration, hyperglycem», creatinine
schedule is appropnate btaracb: The development of oabracts «a i ODwrveil in associltlon otltl queUaflne f te ol Mi*l»' u i m K J'E™^™" *S "ilffiS? J n K S E i S increased, hypoglycemia; /bn/glycosuria, gout hand edema, hypokalemia, water intoxicahon. Skin end Appendagn
treatment In dinnlc do; ttudkn | S M Animal TnHcology). ten. channel have also ben obwved In patients J f S l S i l T S i S {ffl1^r»^Wn?«S mSl™ »2K * » « ftagwnt sweating: M i o u n C pruritjs, acne, eczema contact dermatitis, maculopapular rash lebotrria,

?Sm B ! StohoanSfSKSaXi K?*Sta 25 to tOO mtkg or 0 6 to 2.4 bras the maximum human dose on a 0 n > baas. There was, however, evidence ot ™ ' * " W » • * « . M « P « ™ ™ . *ptatfds, eye pain; B»m.-abnonraUy ot accommodation, deafness, glau-
iTklteiBrSSS embryoMtoxciy. Delays in skeletal ossiltahon were detected in rat tXses at doses of Ma id 20] mgAg (0.6 and m Mosoolosielolal System: U e o w n t pafhobeical fracture, myastheni, twJching, arthrakja, arthritis, leg

S maximum humandoseonamrj/nrfbasis). Fetal body weight was reduced in rat fetuses at 2O0 mgfloj and rabbit fetus- mosis, eosinophilla, hypochromic anemia; rymphadenopathy, cyanosis; t m hemorysis, thrombocytopenia.
fateSrSSSi^K^ e3atram*(2.4«m?th«r«axim.mh.m»dcrse.nam?/m'Sfetboth^ Lt'^^^^^W'1??1!',!!!^
and was maximal in the first two to tout weeks ot treatment and maintained without adaptation or progression dur- " a * ™ »f > ">»»' s ° « s s u t anomaly {carpaMarsti tare) in rabbit fetuses at a dose of 100 mg*g (2.41mes tie Marketing Experleim: Adverse events reported since market introdudion which were temporally related to SERO-
ino mote chronic theraov Generally these changes were of no clinical siontlcance and TSH VBS unchanoed in most rraxlm"rn tor™dos8 ° " a ^ | B S I S ) ' E ™ * r a * •t8mal loxnt' I 1 8 ' d e c r e l s e s " !"* ""S1" 1 " a n d / o r M L • " » » * d e : fcukopena/neutropenla. If a patient develops a low whie cell count consider dBconfinuation
patents and M s of TTIG were unchanged Innearly all cases cessation of SEROQUEL treatrnert was associated death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a peri/postnatal repro- of therapy. Possible risk factors tor leukopenia/neutropenia include pre^existng low white cell count and history of drug
« * a reversal ot the effects on total and tree T4, irrespective of the duration of treatment. About 0.4% (12/2791) * * * * * « nts. <*> drug-related effects were observed at doses of 1,10, and 20 mpAg ot 0.01,0.12, and induced leukopenia/neutropena. Other adverse events reported since market introduction, which were temporally
of SEROOUEL patients did expetkuce TSH increases Konofnerapy studies. Six of the patients with TSH increas- 0-24 times the maximum human dose on a m j « toss. However, in a preliminary penjostnatal study, there wete r IBed to SEROQUEL therapy, but not necessarily causally rested, include the fallowing: agranulocytosis, anaphylax-
es needed replacement thyroid treatment. In in mann adjunct studies, where SEROQUEL was added to I l ium or l n c r a s e s » l e a m P»P < * * a r i r i decrelses" <"*"> « ™ P at 150 md*g, or3.0hmes the maximum human B hyponatremia, rhabdomyotysis, syndrome of inappropriate anidiurehc hormone secretion (SIADH), and Stevens
divalproate, (2% (24n%) of SEBOQUELtreated patients compared to 7% (15^03) of placebo treated pabems had dose en a mo/iff basis. There are no adequate and well-oontroffed studies in pregiiant women and nuetiapine should Johnson Syndrome (SJS).
elevated TSH levels. Ot oSe S£R0QUEi treated patients with elevated TSH levels. 3 had simultaneous low free T4 ^mmm^^^'x*f^^^^^i*''i'^-^' DRUG MUSE MID DEPENDENCE: Cmtnilted Subflwis Cl»s: SEROQUEL is not a controllerj substance, Ptyslcal
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approximately one-third olTiuman breast cancers are profaenn dependerrl /o vftrj, a factor ofpoterrbal importance if macokinetic clearance, increase the pharmacodynamic response to SEROQUEU or cause poorer tolerance or orthosta- g ™ ? u ° i ^ S ^ ^
OK prescriptton of these drugs Is contemplated in a patient with previously detected breast cancer. Atthough distur- sis, should lead to cons«leration of a lowerstarting dose.slower titration, andcareful monitcfin|dunngthe initialdos- ™ E " K L ? t T Z T S ^

approximately onethird olTiuman breast cancers are profaenn dependerrl /o vftrj, a factor ofpoterrbal importance if , p y p U p
OK prescriptton of these drugs Is contemplated in a patient with previously detected breast cancer. Atthough distur- sis, should lead to cons«leration of a lowerstarting dose.slower titration, andcareful monitcfin|dunngthe initialdos-
bances such as gabctorrhea. amenorrhea. oynecomastla, and impotence have been reported with prolactir«tevat- ma period in the elderly. The mean plasma clearance of SEROQUEL was reduced by 30-/. to 50% in elderfy patients ^ ^ ^ 9 m ^ ^ ^
ing compounds, therjnicaj sentence ol elevated serum prolactln levels is unknown formost patients. Neither din- when compared to younger patients. ties. In peraUported signs and symptoms were those resulting ftom an exaggeration of the drug s known phar-
cal studies not epWemiokK* studies cmduded to date hive shown an assocetlon between chronic administration ADVERSE REACTIONS: The information below is derived from a clinical trial database lor SEROOUEL consisting of macclogical effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, invoking an estimated
ol this class of Jugs andtumorigenesis n humans' the available evidence is considered too limited to be conclusive over 3000 patients. This database includes 405 patients exposed to SEROQUEL tot the treatment ot acute bipolar overdose ol 9600 mg, was associated with hypokalemia and first degree heart block. In post-marketing experienn,
at this time. TmmmhMtt Ekmflenr Asymptomatic trarrsM and reversible elevations in serum transaminases man& (monotherapy and adjunct therapy) and approximately 2500 patients and/or normal subjects exposed to 1 or there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or QTc prorogation
(primariry ALT) have been reported. In schrzophrenn trials, the proportions of patients will transaminase elevations more doses ol SEROQUEL tor the treatment of schizophrenia. Ot these approximately 3000 s u b * * approximately Managemnt ol Overdosage: In rase of acute overdosage, establish and maintain an airway and ensure adequate
of > 3 times tie upper Imits of the normal tetetence range in a pool of 3- to r>week placebo-controlled trials were 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who partic-ipated in multiple dose ettec- oxygenalon and ventilation. Gastric Svaoe {after intubation, if patent is unconscious) and administration of activat-
approxlmately 6% tor SEROQUEL compared to 1% for placebo. In acute bipolar mania trials, the proportions of ttveness trials, and their experience cottesponded to approximately 914.3 patient-years. Refer to thetull Prescribing ed charcoal together with a toative should be considered. The possibility of obtundation, seizure or dystonic reac-
patients will transamtase e M o n s of > 3 times ttie upper limits of the normal reference range in a pool of 3- to Information fot details of adverse event data collection. Advene Findings Obsemd In Short-Term, Controlled fon ,| tne head and neck following overdose may create a risk of aspiration «th induced emesis. Cardiovascular
12J«eek PbcetxMMitroled trials were approxirratetv 1% for both SEROQUEL and ptabo. These hepatic enzyme Triakc Adverse Ever* Associated with Drscnnllniiatinn ol Treatment in Shorj-Term Piatelio-Controlled Wall : monitoring should commence immediately and should include continuous eWtocatdiogrephic moniorino to detect
elevations usually occurred within the first 3 weeks of drug treatment and promptly returned to prestudy M s win Bipolar Mama: Overall, discontinuations due to adverse events were 5.7% lot SEROQUEL vs. 5.1% tor ptabo Dossi ) ie arrhythmias If anfatrhvthmk: th i d i i t d d i i d i i d d iidi
ongoing trgatmem vMth SEROOUEL. PotmHal tor Cogritta and Mobr liripiirnWrn: Somnolertce was i commonly in monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjuncttherapy. Schizophmnia: Overall, there was t^^^SX
reported adverse event reported in patients treated witti SEflOQUEL espedally (urintj the M day period ol initial little difference in the incidence ol discontinuation due to adverse events (4% lor SEROQUEL vs. 3% tor placebo) in ££JuELSnSiS Nsreason S u i M e T t g S
(loseHitration. In schizophrenia trials, somnolence was reported in 1 S% of patients r>n SEROQUEL compared to 11 % a pool of controlled trials. However, disconhnuations due to somnolence and hypotension were considered to tie drug SJ™ .„ « Z Esaoine iesulinoinomE*hyD*nsta T h S
ofjlacebo patients. In acute btWar mania trials using SEROQUEL as mmotherapy, somnolence wafreported in related (see PRECAUTIONS): Somnolence 0.8% vs 0% for placebo and Hypotension 0.4% « ft lor placebo ^SS^Sl!^SiSSSrZSS SE
16%o< p a t K Oh SER0OUE1Spared to 4% ol placebo patents. In acute bipoto mania triak using SEROQUEL Advene Events Occnrring at en Incidence ol 1 % nr Mnre Among SEROQUEL Treated Pattents in Shnrl-Term, ZfS&SS, 3!» ml n» ESSfS, JZS !2 Z«
a s a d j i r t l r w , s o m n o t a w a s i r l e d i n 3 4 % o f ^ PlaMbo-Comrolled Tri»lt: Tfie prescriber should be aware that ttie figures in the tables and tabulations in the full tI^,S^£StZSlS^^^S^S^iS
Since SEROQUEL has the potential to impair judgment thinkinfl, 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- ^nous flulds an*or s»mp*omirnefc agents (epinepbrme and dopamin should ot be used, since be
pntormtng adMes requiring mental aWness, such as opera*, a motor vehicle (including automobiles) ot oper- ice whete patent characteristics and other factors dffferfrom those that prevailed in the clinical trials. Similarty, the J o n may worsen hypotension mthe sethnp. ol ttuetiapine-inOuced a pha blockade). In cases of severe ffidrapyrami-
atiriii hazardous macninery until they are reasonably certain that SEROQUEL therapy does not affett them adverse- cited Irequencies cannot be compared with Sou/es obtained Irom other clinical inveshrjations involving different treat- aal symptoms^nticrwlinerrjic medication should be administered. Close medical supervisicn and monitonng should
ty. PrtMtai: One case of pnapism it a patient race™ SEFIOQUEL has been reported priorto market introduction, ments, uses, and investigators. The cried figures, however, do provide the prescribing physidan with some basrsfor conhnue unhl the patient recovers.
W r * a causal relationship to use of SEROOUEL has not been established, other drugs with atitia-adrenergic block- estimating the relative contribution ot drag and nondrug factors to the side effect incidence in the population studM. SEROQUEL is a registered trademark of the AstraZeneca group ol compante.
M e t n r t h M l M n [ e p o r t e d t o W i M « m , a r K l « S p o s s i r * t t « S E R O ™ Table 1, in the full Prescnbing Informaton, enumerates the incidence, rounded to the nearest percent of treatment- CAstraZeneca 2004,2005
I K t m may require surgical Intervention, led) Temperature Regulation: Although not reported wth SEROQUEL emergent adverse events that occurred during acute therapy of schrzophrena (up to 6 weeks) and bipolar mm (up 3019X10 Rev. 12/05 AstraZeneca Pharmaceuticals LP
dtsruptjon of the body! abilly to reduce core b e * temperature has been attributed to antipsychotic agents, to 12 weeks) in 1% or more of patients treated with SEROQUEL (doses ranging from 75 to 800 mg/day) where the 236175 Wilmington, Delaware 19850-5437
^ t W d A t S E R l X l U E L I t l h ^ l b l B t incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients. Made in USA
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»w I can
#1
Now the most prescribed atypical*

>roven efficacy
i taelp patients achieve continued success*14

trusted tolerability
•RS 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
drugs are at an increased risk (1.6 to 1.7 times) of death compared to placebo
(4.5% vs 2.6%, respectively). SEROQUEL is not approved for the treatment of
patients with dementia-related psychosis.

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia.
A rare condition referred to as neuroleptic malignant syndrome has been reported with
this class of medications, including SEROQUEL

Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar
coma, or death, has been reported in patients treated with atypical antipsychotics,
including SEROQUEL Patients starting treatment with atypical antipsychotics who have
or are at nsk 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 tnals were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal
pain, postura! hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

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

' Significant improvement in all 11 YMRS items was measured at Week 3 and continued
through Week 12 in monotherapy mania trials.

Please see Brief Summary of Prescribing Information on adjacent page.

ReferancM- 1 '. tita £, Mullen J, Brecher M, et al. Quetiapine monotherapy for mania associated with bipolar disorder:
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7OJS.2* WA- • i . 2. Sachs G, Chengappa KNR, Suppes T, et al. Quetiapine with lithium or divalproex for the treatment
l^ hmrUr.il 11 H t randomized, double-blind, placebo-controlled study. Bipolar Disord. 2004:6:213-223. 3. SmallJG. Kolar MC,
KcKa1-* Ju J|J4* J^ine in schizophrenia: onset of action within the first week of treatment. Curr Med Res Opin. 2004:20:1017-
1 *T3 4 »taj*j.b':, Breoher M, Fttton L, et al. Maintenance of long-term efficacy and safety of quetiapine in the open-label
Ireeilnfrt rn -»_'i.7. phrsnia. IntClin Psyctiopharmacol. 2004:19:281-289. 5. SEROQUEL Prescribing Information.

SEFOOJf 1 s a registered trademark of the AstraZeneca group of companies.
« ?00R Ast'.tZ-**teca Pharmaceuticals LR All rights reserved.
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25 mg, 50 mg, 100 mg, 200 mg, 300 mg& 400 mg tablets
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