
BRIEF SUMMARY ol Prescribing Information—Strfera prescribing, please consult complete
Prescribing bifoflMtion.

m o u s e d Mortality in Eldarly Patients with Dementli-Aelated Psychosis: Elderly patients with
dementia-related psychosis trestid with atypical intlasychollc drags are at an incraaud risk ol

• - - n p l i c r t K M t r a l l i
piychosll trut yp

d i i nmparad to placebo. Anilym of sonntaen p
11 » . * ) In » m pttlir« rnntad i rlst ol deift In the drug-treated pillerrbi el bttween 1,«

I In placatotniM patients Over the couse ol a typical 10 week conlnllad

g
rallad Irian modal duration ol

t d l l b l b t 1«) p ft In the drugtreated pillerrbi el bttween 1,«
la 1.7 llmoo that M I In placato-tniM patients. Over the course ol a typical 10 week conlnllad
trial, the r ib ol death In drag-Mod prtuna n s obouRSS, compared to a rate ol about 2.6%
In the placebo group AUtmgri U H w l d t t l d t l th d t h d toin tin placebo group. ANhwgli D M canes ol daath ware varied, most ot the deaths appeared to
bo otter cardiovascular (10, hurt h l l u n , sudden death) or Infectious (eg, pneumonia) In
nabire. SEROQUa (quatlaplM) It not approved lor the treatment ot patients with Dementia-
Related Psychosis.

IHDIOtTIOHt AID USAGE: Bipolar Maala: SEROQUEL E indicated lor the treatment ol acute manic episodes
associated witli bipolar I disorder, as either moncnliHaiiy or adiunct ttKrapy to littiium or divalproex. The effica-
cy of SEROOUEL in acute bipolar mana was established in two 12-week monoherapy trials and one 3-week
adiunct therapy trial ol bipolar I patients initially hospitalized for up to 7 days lor acute mana. Effectiveness has
not been systematically evaluated in clinical trials for more than 12weeks in monotherapyand3 weeks in adjunct
rjierapy. Therefore, the physimn wto elects to use SEROQUEL for extended periods should periodically re-eval-
uate the long-term risks and benefits of the drug for the individual patient. Schizophrenia SEROOUEL is
indicated for the treatment of schizophrenia. The eltacy ot SEROQUEL in schizophrenia was established in
short-term (6-week) controlM Dials of schizophrenic mpattats. The effectiveness ol SEROQUEL in long-term
use, that 6 for more than 6 weeks, has not been systematically evaluated in controlled trials. Therefore, the
physician who elects to use SEROQUEL lor extended periods should periodically re-evaluate the long-term
usefulness ol the drug lor the individual patent.
CONTRAIKDICATiOHS: SEROQUEL rs contraindkated in individuals with a known hypersensrrMy to this
medication or any ol its ingredients
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therapy does not affect them adversely. Priapism: One case of priapism in a patient receiving SEROQUEL has
been reported prior to market introduction. While a causal relationship to use of SEROOUEL has not been estab-
lished, other drugs with alpha-adrenergic blocking effects have been reported to induce pnapism, and it is pos-
sible that SEROQUEL may share this capacity. Severe pnapism may require surgical intervention. Body
Tempenturt Regulation: Although not reported wilh SEROOUEL. disruption of the body's ability to reduce
core body temperature has been attributed to antipsychotic agents. Appropriate care is advised when prescrib-
ing SEROQUEL for patients who will be experiencing conditions which may contribute to an elevation in core
body temperature, e.g., exercising strenuously, exposure to extreme heat receiving concomitant medication with
anticholinergic activity, or being subject to dehydration. Dytphagia: Esophageal dysmotility and aspiration have
been associated with antipsychotic drug use Aspiration pneumonia is a common cause of morbidity and mor-
tality in elderly patients, in particular those with advanced Alzheimer's dementia. SEROQUEL and other antipsy-
chotic drugs should be used cautiously in patients at risk for aspiration pneumonia. Suicide: The possibility of
a suicide attempt is inherent in bipolar disorder and schizophrenia; close supervision of high risk patients should
accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets con-
sistent with good patient management in order to reduce the risk of overdose, use in Patients with Concomitant
Illness: Clinical experience with SEROQUEL in patients with certain concomitant systemic illnesses is limited.
SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history of
myocaidial infarction OF unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should
be observed in cardiac patients (see Orthoststlc Hypotension). Information for Patients: Physicians are advised
to discuss the following issues with patients for whom they prescribe SEROQUEL. Orthoitstlt Hypotension:
Patients should be advised of the risk of orthostatic hypotension, especially during the 3-5 day penod of initial
dose titration, and also at times of re-initiating treatment or increases in dose. Interlerenci with Cognitive and
Motor Psrforminte: Since somnolence was a commonly reported adverse event associated with SEROQUEL
treatment, patients should be advised of the risk of somnolence, especially during the 3-5 day period of initial
dose titration. Patients should be cautioned about performing any activity requiring mental alertness, such as
operating a motor vehicle (including automobiles) or operating hazardous machinery, until they are reasonably
certain that SEROQUEL therapy does not affect them adversely. Pregnancy: Patients should be advised to
notify their physician if they become pregnant or intend to become pregnant during therapy. Nuning: Patients
should be advised not to breast feed if they are taking SEROQUEL Concomitant Medication: As with other
medications, patients should be advised to notify their physicians if (hey are taking, or plan to take, any pre-
scription or over-the-counter drugs. Alcohol: Patients should be advised to avoid consuming alcoholic bever-

rhythmia}. Additional signs may include elevated creatirw phosphokinase, myoglobinuria Irhabdomyolysis)
and acute renal failure, ma diagnostic evaluation of patents with this syndrome is complicated. In arriving at a

. — ...... ___. . , — ._ _r__. _ laboratory tests are recom-
mended. Dreg Interactions: The risks of using SEROQUEL in combination with other drugs have not been exten-
sively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, caution should be used
when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the cognitive and
motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic beverages
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orottems (or wtilch SDecife treatments are avaifef* There t> no oeneral aoreement about specific oharmaco-
E g l d L t i w r t r e o i S c f NMS. It a padorrt requires antipsychotic drug treatment after rKoveryfrom NMS.
i i o p o m i l ralrrtooucoon ol drug therapyshouube carelulfc considered The patent should be carefully mon-
ta&nmmcesrms^bSre^^
involuntary, dyskinetc movements may deveSpki patierrts treated wih antipsychotic drugs. Although the prew
lence of the syndrome appears to be hihest among lhe elderly, especially elderfy women, it is impossitjle to rery
upon prevalence estimates to predict, at the mceprJon ol anopsychoti treatment, whk* patents are likely lo
dewkip the syndrome. vVI>ethe> ant psychotic drug products di i r»their potentalto causa tardr* dyskinesia
is unkiown. U » risk of developino arrjm dysKsia and lhe likelihood mat it will btoime irreversible are
believed to increase as tie duration ol treatment and the U H cumuMve dose ol antipsyebobe drugs adminis-
tared to the patent increase. However, the syndrome can develop, although much kss commonly, after relatively
brief treatment periods at low doses. Theie is no known treatment lor establislKd cases of tardrve dyskinesia.
a r t a g h t t o s y t i d m r n a v r e m t r ^ l l y o r a m p k ^
treatment, itsolt, however, may suppress (or p a r t * suppress) He signs and symptoms ol tte syndrome and
thereby may possibly mask Hie underlyingprocess. The elect that symptomaoc suppression has upon the long-
term course ofthe syndrome s unknown GKm tfese conskjeraboiis. S^ROOUEL slioulrj be prescribed in a man-
ner that is most likely lo minimize the occurrence of tardrve dyskinesia- Chronic anfpsydiofc treatment snould
generally be reserved lor patents who appear to suffer from a chronic illness that 1) is known to respond to
ant'psycfiotc drugs, and (2) for whom alinialive. equally effective, but potentjally less tiarmful treatments are
not available or arjpropria.. In piUnts wtio do require chronic treatmerrl. the smallest dose and the shortesi
duration of treatment producing a satisfactory clinical response should be sought Trie need for continued treat-
me* should be reassessed periodically. If signs and symptoms of tardw oysBnesa appear in a patent on
SEROOUEL, drug dKontnuaton shoukl be considered. However, some patients may require treatment wrft
SEROOUEL despie tie presence of the syndrome. Hyperorytemli and D l a M n Hellrte: Hyperglycema, in
some cases extreme and associated with ketoacidosE or hyperosmoar coma or death, has been reported in
patents treated wih atypical anfpsychotcs, including, SEROQUEL. Assessment ol the relationship between
atypical antipsychotic use and glucose abnormalies is complicated by the possibility of an increased back-
ground r i * of diabetes mellitus in patents with schrophrena and tie increasing incidence of diabetes melli-
tus in the general populaton. Given these confounders, the raafonship between atypical anfpsychotic use and
l « p e i t i y c o r « H t f f a ^

an increased risk of treatment-emergent hypergrycema-related adverse events in patents treated wih tie atyp-
icat antipsychotics. Precise risk estimates for nypetorycemia-related adverse events in patients treated with atyp-
ical antirsychotics are not available. RatJents with an established diagnosis of diabete mellitus who are started
on atypical antipsychotja should be monrttmd regubrty lor worsening ol glucose control. Patients with risk lac-
tors for diabetes moilrtus (eg. obesity, tamlly history ot diabetes) who are serting treatment wftn arvpical antipsy-
etiotte should urrderoo faslira btaod glucose testing at the beginning of treatnerrt and periodical^ during Beat-
m e * Any patent treated wit! atypical anfpsychofes should be monitored lor spptoms of hypergrycemia
i l d i d i i r i a . poryphagla, and weakness. Patents who develop spptoms of hypergrycemia

S e r i e s should undergo fasting blood g l S « f n g . I n S ' c i e s ,
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corronuaton of antmaoetc treatment despite drsanrbnuabon of He suspect drug.
PflECMITIOKJ: Gann l : M o M c HypohMion: SEROOUEL may induce orthoaatt hypotension associated
with dcioess, tactlycarTjia and, in some patents, syncope, especially during the M a i dose-ltralon period.
probably reflecting its a-adrenergk: antagonist properties. Syncope was reported in 1% (23/2567) ol tte
patents treated w i i SEROOUEL, compared with OH (0/BO7) on placebo and about O . « (2/527) on acfve
control drugs. SEROQUEL should be used witt. particular canton in patients with known cardiovascular disease
(history of myocardal infarction or iscbemic heart disease, heart failure or conducbon abnormalities),
cerebrovascuar drwse 01 conditions whfch would predispose patents to hypotension (dehydration, hypov-
okma and treatment with antJhypertHisive medications). The risk ol orthostatic hypotension and syncope may
be minirnirad by limittnrj tt» initjat dose to 25 mg M . l/hypotonsion occurs rjurino Btration to the tarrjet dose.
a relum to the previous dose in the Baton scheduk is appropriate. Cataract The d e v t k w i M of sotansti
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once daily for 4 days), a potent inhibitor of cytochromeP4M3A reduced oral clearance rt quetiapine by 84%.

«*quetapine (300mg bid)«not alter the steady-sMe pharmacokinetcs ol quetnpine. EfMd of " u a p l n e
" J * « Dmga: Limopam: The mean oral ctannce ol loazepam (2 mg, single dose) was reduced by 20%
f^K™i'«'ap!"e 'd5*55ls2f0 l I !» l l< l '1;sa S1**™11 ™ mean minjim corantra-
™ ™ e ™ ™ , ™ absorption of total and free valproe acid at steady-state were decreased by 10 to 12% when
drvalproa (500 mg bid) was administered with quetapine (150 mo bid). The mean oral c earance of otal val-

» T h « t a g e s j « r e nri s«nrScint LJIom: Concomitant administraltn of quettapine 250 rngtid) w(h
™ . m tad no effect on arry of the steady-state phatmacokinetc parameters ol littnum. Antpyrfm:
Mminaralon 01 munpB dairy doses up to 750 mgflay (on l t d schedule) 0 (uetrapineto subiects with sew-
» W < * ™ * ™ n had no clinralry relevant efiect on the ckarance of anlpynne or urinary recovery ol
arttjpynne metabolites. These resujs indrate that quetapine does not significantly induce hepatic enzymes
"sponat* ' » ' < » » » « ^ n j t a H metabolism of antpynne. ^ n o o r a l i , Mutaginiiin,
hnpalm»nl 01 Fortuity: CKinogaiMls. carcnogenicly studies were conducted in C57BL mice and Wistar

^ • ^ S ^ S U X S ' X i ""f"*,0121175'2a i ' 5 0 .*? a,nd,t0 fi 5».8av'ape at doses of 25,75, and 25Omrykg lor two years These doses are equralerit to 01 0.5,1.5, and 4.5 times
™ maximum human dose 800 mg/day) on a mg/nf basis (mice) or 0.3,0.9, and 3.0 tmes the maximum
hunBndosecflamoyWteisjraB) T t a | « » s » t a IrysigniSrajtincreasesinthyroidgandfokuarafr
nomas in male mce al doses of 250 and 750 mgjkg or 1.5 and « t m e s the masmum human dose on a mg/m'

Mammary grand were

ulatng hormone (TSH) resul tni j tarr ler tancedr^ota and deannceolthyrane^rodeijliver. Changes
" TSH, thyroxine, and thyroxine ckarance consistent wrJi tins mechanism were observed in subchromc loxici-
ty studies in rat and mouse and in a 1-year toxicrty study in rat; however, the results of these studies were not
definitive. The relevance of the incjeases in thyrofcItollicuiar cell adenoma, " m a n risk thraugh whatever
m^«i«^.Anli»^te^
Serum measurements n a 1-yr tarty study showed thatquetepi e increased medan serum prolactin levielsa
™ u m * ^ and 13-fold in male and femate rat, respictMjilncreases in mammary neopasms have ten
' " S i " ^ 1 5 f d ™ administration ofother antpsychotc drugs and are considered to be protein-
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Treated Patient* in Short-Term, Placebo-Controlled Trials: The following treatmt
that occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 1%
or more of patients treated with SEflOQUEL (doses ranging from 75 to 300 mg/day] where the incidence in
patients treated with SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-
Emergent Adverse Experience Incidence in 3- ID 12-Week Placebo-Controlled Clinical Trials' lor the
Treatment of Schizophrenia and Bipolar Mania (monothenpy); tody as a Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever; Cardiovascular: Tachycardia, Postural Hypotension; Digestive: Dry
Mouth, Constipation, Vomiting, Dyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased;
Metabolic and Mutriilonal: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence,
Dizziness. Anxiety; Resplrahw PharynQitis, Rhinitis; Skin and Appendages: Rash; Special Senses:
Amblyopia. 'Events for which the SEROQUEL incidence was equal to or less than placebo are not listed, but
included the following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyra-
midal syndrome, hostility, hypertension, hypertonia, hypotension, increased appetite, infection, insomnia,
leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema, sweating, tremor, and weight toss. In
these studies, the most commonly observed adverse events associated with the use of SEROQUEL (inci-
dence of 5% or greater) and observed at a rate on SEROOUEL at least twice that of placebo were somnolence
(18%), dizziness (1 IS ) , dry mouth (9%), constipation (8%), SGPT increased (5%). weight cam (5%], and dys-
pepsia (5%). Table 2 enumerates the incidence of treatment-emergent adverse events that occurred during
therapy (up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging
from 100 to 600 mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients
treated with SEROQUEL was greater than the incidence in placebo-treated patients. TreatmonMmergrt
Advene Eiperience Incidence in 3-Week Placebrfontrollod Clinical Trials1 tor the Treatment ol Bipolar
Mania {Adjunct Therapy): Body is s Whole: Headache, Asthenia, Abdominal Pain, Back Pain; C i r t l o m w l r
Postural Hypotension; Digestive: Dry Mouth, Constipation; Metabolic and Nutrftionsl: Weight Gain; NemnK
Somnolence, Dizziness, Tremor, Agitation; Respiratory: Pharyngitis. 'Events for which the SEROQUEL incidence
was equal to or less than placebo are not listed, but included the following: akathisia, diarrhea, insomnia, and
nausea. In these studies, the most commonly observed adverse events associated with the use of SEROQUEL
(incidence of 5% or greater) and observed al a rate on SEROQUEL at least twice that of placebo were somno-
lence (34%), dry mouth 119%], asthenia (10%), constipation (10%), abdominal pain (7%), postural hypoten-
sion (7%), pharyngitis 16%), and weight gain (6%). Dose Dependency of Adverse Events In Short-Twin,
PtaceooXontrolled Trials: Dose-related Adverse Evtnti: Spontaneously elicited adverse event data from i
study of schizophrenia comparing five fixed doses of SEROOUEL (75 mg, 150 mg, 300 mg, 600 mg, and
750 mg/day) to placebo were explored for dose-relatedness of adverse events. Logistic regression analyses
revealed a positive dose response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and
weight gainixtnuyramldal Spptoms: Data from one 6-week clinical trial of schizophrenia comparing five
fixed doses of SEROQUEL (75,150,300,600,750 mg/day) provided evidence for the lack of treatment-emer-
gent extrapyramidal symptoms (EPS) and dose-relatedness for EPS associated with SEROQUEL treatment.
Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change from baseline) whlcfi
evaluates parttinsonism and akathisia, (2) incidence of spontaneous complaints of EPS (akathisia, akinesia, cog-
wheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and tremor), and (3) use of anti-
cholinergic medications to treat emergent EPS. Vital Signs and Laboratory Studies: Vilal Sign Changes:
SEROQUEL is associated with orthostatic hypotension (see PRECAUTIONS). Weight Gain: In schizophrenia tri-
als the proportions of patients meeting a weight gain criterion of >7% of body weight were compared in a pool
of four 3- to 6-week placebo-controlled clinical trials, revealing a statistically significantly greater incidence of
weight gam for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the proportions of

" , meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania adjunct
tfials the proportion of patients meeting the same weight criterion were 13% comp<

y Changes: An assessment of the premarketinj) experience for SEROOUEL s i . .
, associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglycerides (see

PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials revealed no
clinically important differences between SEROQUEL and placebo. ECG Changes: Between group comparisons for
pooled placebo-controlled trials revealed no statistically significant SEROQUEUplacebo differences in the

•portions of patients experiencing potentially important changes in ECG parameters, including QT, QTc, and
intervals. However, the proportions of patients meeting the criteria for tachycardia were compared in four

3- to 6-week placebo-controlled clinical trials for the treatment of schizophrenia revealing a 1 % (4/399) incidence
for SEROOUEL compared to D.6% (1/156) incidence for placebo. In acute (monotherapy) bipolar mania trials
the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL compared to
0% ((V178) incidence for placebo. In acute bipolar mania (adiunct) trials the proportions of patients meeting
the same criteria was 0.6% (1/166) for SEflOOUEL compared to 0% (0/1711 incidence for placebo. SEROQUEL
use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a
mean increase of 1 beat per minute among placebo patients. Thfs slight tendency to tachycardia may be related
to SEROQUELs potential for inducing ormostatic changes (see PRECAUTIONS). Other Adverse Event
Observed During the Pn-Mirk*lng EvaMtai ol SBtOQUEL; Following is a list of C0START terms that reflect
treatment-emergent adverse events as aehrwd in the introduction to the ADVERSE REACTIONS section reported
by patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase of a trial within the premar-
keting database of approximately 2200 patients treated for schizophrenia. All reported events are included except
those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was remote, and
those event terms which were so general as to be uninfomnatrve. It is important to emphasize that, although the
events reported occurred during treatment with SEROOUEL, they were not necessarily caused by it. Events are
further categorized by body system and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are those occurring in at least 1/1A patients (only those not already listed
in the tabulated results from placebo-controlled trials appear in this listing); infrequent adverse events are those
occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients. Nervous
System: Fnqmt hypertonia, dysarthria; Artaevent abnormal dreams, rjyskinesia, thinking abnormal, tardive
dyskinesia, vertigo, involuntary movements, confusion, amnesia, psychosis, hallucinations, nyperkinesia, libido
increased*, urinary retention, incoordination, paranoid reaction, abnormal gait, myoclonus, delusions, manic
reaction, apathy, ataxia, depersonalization, stupor, bruxism. catatonic reaction, hemiplegia; tort: aphasia,
buccoglossal syndrome, choreoathetosis, delirium, emotional lability, euphoria, libido decreased*, neuraloia,
stuttering, subdural hematoma. Body as a Whole: Fnqatath syndrome; M t B W f l t nee* pain, pelvic pain',
suicide attempt, malaise, photosensitivity reaction, chills, face edema, monillasts; A m ; abdomen enlarged.
- • • • - • - I appetite, gamma glutamyl
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basrs. prugrelated effects included increases in rterwl to mateand in the numberol maongs r^uired lorsuc-
cessful impregnaton. These effects continued to be observed al 150 mg/kg even after a two-week penod with-
curttreatment. The no-effect dose for inigired matinp and ferflity in m * rats ™ 25 m g ^ or 0.3 times
™ maximum human dOSe On a mo/nv DaSIS. Quetiapine adversely affected maDng and fertility Id f6maK
Sprague-Dawley rats at an oral dose of SO mg*g, or oltimes tte maximum human dose on a mg/m' basis,
prug-related effects inciuded decreases in mafJngs and in matinrjs resulting in prBirancy and an incr'ease In the

thirst, tooth caries, fecal incontinence, gastroesophageal refluK, gum hemorrhage, mouth ulceration. rectal hetn-
0IThage. tongue edema; Don: glosslts, hematemesis, intestinal obstruction, melena, pancreatitis,
cardlonsalar S|Hom: f m m t palpitation; l i m m * : vasodllatafon. QT interval prolonged, migraine,
b B d y a r d a cerebral ischemia, irregular pulse, T wave abnormality, bundk branch block, carebrovascubr
mklenl' * P thrombophlebitis, T wave inversion; Urn: angina pectoris, atrial fibrillation. AV block first
degree, congestve heart failure, ST elevated, thrombophlebitis, T wave flattening, ST abnormality, increased
0HS duratioTReapjrXofr Snbm: fiiwnCpharyngitis. rhinrtis, cough Increasea. dyspnea: h « W » » t ' pneu-
^ n j epistaaTasthma' / t i n : hiccup: hyrVnlat ion. MotlbiHIc and Nutritional Systan? Froowst
p«riPh«l «*™: '»*>""* « » ' ! « * * » I * " * * " ™ » * 'fP*'™. *»« inl»i"».
dehydr,|iol| hyperglycema, creatinine increased, hypogrycemia; Han.-grycosuria, gout, hand edema,
bpitob. water "ntoxicaf on, M n i i « l * r ^ 1 g B ! y t t m : f r « ^ s M , r , : ( » 4 » * P r a * a e ,
^ j , , , , m n M fc^s mamigapub, ̂  seborrtKa. skin ulcer; flan.- eifolialve dermatitis, psoriasis,
skin discoloration. Urootnllal Syrtm: Mrnmt dysmenorttw, vagMIs', urinary incontinence,
me,rorrnaoia-. impotence', dysuriavaginal moniasis', abnormal eiaoilaton-, cystitis, urinary frequency,
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with a history ol seizures or with conditions that potentially tower the seizure threshold. e.g., AHieimer's
dementia. CorMitons that lower ttl. sei^re thrBShold'nHy be ™re prevalent in a population of 65Uyears or older.

: Clinical trials with SEROQUEL demonstrated a dose-related decrease in total and tree ttryrox-
i t l 2 m t t l ^ ^

.6 tmes tte maximum tuman dose on a

rrpottynUhn: Clinical trials with SEROQUEL demonstrated a doserelated decrease in tota and ree ttryo
i r i ( T W a P p r o x i r n a t e l y 2 m a t t l ^ ^
to lour weeks of treatment and maintarned wrttntrt adaptation or progression during more chronic therapy,
G e n e * , tee danges were of no dnkal s i n r t a S a S d TSH was unchanged in most patients, and lev-
els of TBG were unchanged. In nearly all cases, cessation of SEROOUEL treatnent was associated with a
reversal of IhB effects on Mai and free t4, irrespective ot the duration ol trratmenL About 0.4% (12^791) ol
SEROOUEL patients did experience TSH iBoase^monotherapy studies. Six of the patents v * TSH nereis-
«neecMiip^r.lhyr«tn îtlnthemanBadrjndfc

ed in clinical triate witt) SEfiOQLJEL rcrtrad onibctin levete were obserwd in rat studies with this comoouridanI M^SwttTa>)f£m^fS^^S^mSmmTSSi
experimerr&iiHkalBrrataDoroximaMv one-third ol human breast cancers are prolactin deoendent m METD a rac-
torof potential itmranceTthe prescription ot these drugs is contempakd it a patent wHi previously detect-
ad breast cancer Althouoh dsturbances such as oatactorrhea amenonhea ovnecomasta and imootence
have been reported wrji p r o t ^ M r , ampcSds, the dinkaisignrScaraolekrvated'serum proactin
fevers is unknown Ice most patents Neither a m a suhes no rjpidermologic studies conduOed to date lave
shown an assccaton between chronic admiastaton of this dass of drugs and tumorigenesis in humans; the
avtfabb evktanca 5 considered too Umffjd to be unclusne al this tme Iranarnlmo E h m t h w
Aiymptomanc, transM and reversible elevations it serum transaminases (primarily ALT) have been reported,
In sdnrjohrenia triate the rxoportotis of patents with transamirase elevators of > 3 times t v upper limns of
the normal reference range in a pool of 3- to rrweek pBcabc-contrdkd tnate were approximately 6% for
5f ROOUEL compared to 1% for paaoo. In acute bipolar mania trials, tte proportions ol patents wr* transam-
inase elevators of > 3 tmes he upper H i s of the normal r o t a t e range in a pool ol 3- to 12-week placebo-
cortroM trials ware apfmrmtjryl% for both SEROQUEL ant placebo. Ttese hepatic enzyme ekvabons usually
occurred w t h t H h e H 3 weeks of drug teatmnt and promptly retimed to pnMtudy b « * wUi ongoing treat-
mont with SEROQUEL. P o W k l for Cetjattvi and t k * > InpalnnnC Somnolence was a common^ reported
adverse event reported in patents treated w i i SEROQUEL especially during the 3-5 day period of initial
ifosritraton. In scMzopnrenia trias, samrience was reported i i 18% of patients on SEROQUEL compared to
11% o lp taoo p a t e * In acute bipolar mania trials using SEROOUEL as monolnrapy, somnolence was
reported in 16% of patients on SEROQUEL compared to 4% of placebo patents. InaaiteSpoarmariatriaB
using SEROQUEL as adjunct therapy, somnefcnee vas reported« 34% ofpafents on SEROQUEL compared to
9% of placebo counts Since SEROOUEL has the potential to impair judgment, Ihiiking.ormotorskills, patients
shoukl be caut i^arMjpoi tcmngartv i ies requiring mental alertness, such as coerafng a motor vehiki
(including automobiles) or opening hazardous machinery untl they are reasonably certain that SEROQUEL

g j infemale rats was 1 mg/kg, or

P p q p was studied 10 JJstar rats and Dutch Belted rabbits dosed during the penod of organo-
Owesrs. No evidence of a teratugenic effect «as detected in rate at d ^ 0 ^ to 200 r^rtg or 03to 2.4 hrnes
the maximum human dose on a mg/m'tjasrs or in rabbrisat 25 to 100 mj/kfj or 0.6 to 24 tmes the ramum

"man dose onamp/rn'basi^ There was, howewr, ejrtence of,embryo* toxtity. Delays in skeletal ossi-
J a t a i wan (WBCtodn r a t M B a at dosas of 50 and 200 rap/kg { 0 | and 2.4tiin« trie rnumuni human
dose on a mg/m= basrs) and in rabbits at 50 and 100 moAg (1 ̂  and 2.4 tmes ttie maximum human dose on
a mg/m' basis. Wai body weigtt was reduced in rat fetuses at 200 mg/kg and rabbi fetuses at 100 mg/kg
(2.4 times the. maximum human dose on a mfl/m' basrsfor both species|. There was an increased incidence of

••num human dose on a mg/m? basis. There are no adequate and well-controlled studies in pregnant women and
quetapine stould be used during pregnancy only I U potential benefit {ustfis the potential risk to the fetus.
L^borind Dtlhnrr: The effect of SEROQUEL on labor and delivery in humans is unknown. Hunlnp Mochtnt:
SEROQUEL was excreted in milk of treated animals during actaton. It is not known ri SEROQUEL is excret-
ed in human milk. It is recommended that women receiving SEROQUEL should not breastfeed. Pedlatrit U M :
The safely and effectiveness of SEROOUEL in pediatric patents have not been established. Geriatric u » : 01
the approximately 3400 patierrts in clinical studies with SEROOUEL, 7% (232) were 65 years of age or over,
In general, there was no indication of any different totobility of SEROQUEL in the elderly compaied to
younger adults. Nevertfieless, the presence of factors that might decrease pharmacokinehc clearance,
increase the pharrnacodynamic response to SEROQUEL, or cause poorer tolerance or orthostasis, should lead
to consideration of a lower starting dose, slower tttraton, and careful monitoring during the inital dosing peri-
od in tte elderty. Tte mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patients
*hen compared to younger patients.

ADVERSE REACTIONS: Tbe irformaton beHw is derived from a chnical tnal database lor SEROOUEL consist-
ing ol over 3000 patents. 01 these approximately 3000 subjects, approximately 2700 (2300 in schizophrenia
and 405 in acute bipolar mania) were patients who participated in multiple dose effectiveness trials, and
their experience corresponded to approximately 914.3 pafent-years.Refer to the lull Prescribing Information
for details of adverse event data colMon. Adverse rindingi O t e m d in Slut -T im, C m t n l M Trtak
Advene E M Aandatid wttt Obnntlnoaiiai ol Treatmant In Shori-Torm, Plmbo-CantnllHl Trills:
Blpnlir IMnla: Overall, drscontinuations due to adverse events were 5.7V. for SEROQUEL vs. 5.1 % tor place-
bo in monotheram and 3.6% for SEROQUEL vs. 5.9% lor placebo in adjunct therapy. ScttMnranla: Overall,
there was l ite difference in the incidence of drsconbnuahon due to adverse events (4% lor SEROQUEL vs. 3%
for placebo) in a pool of controlled trials. However, discorrtinuatioiis due to somnolence and hypotension were
considered to be drag rested (see PrWAimOMtSomnolence 0.8% vs OS tor pacebo arid Hypotension
o.4% vs 0% for placebo. Adnrsa Evens O a r i n g at an b x l d o n ol 1 % or More A i a i i j SERMUEL

nr U n t m t hypolhyrrjioism dabnes mSltus A M hyper-

S i d d l k i / t i I a patient develops a low

agranulocytosS araphylaxs hyponatin* ihabdorrrtsS syndroim of inappropriate
aioT̂  S'lidffi^CdromelSJSI mm""m"vm

creases in dose, drug-seeking benavior.
OVtTOOUGE: Human atpertansa: Experierra with SEROQUEL {quetiapine lumarate)in acute cverdosage was
limited in the clinical trial dafatase (6 reports) with esbmated doses ranging from 1200 mg to SMOmgandno
fatalles. In general, reported skins and symptoms were those resulting from an exaggeration ol the drags known
pharmacological effects, i.e., drowsiness and sedaton, tachycardia and hypotension. One case, involving an
esf mated overdose of 9600 mg,was associated with twokafcrna and first deoree heart btock. In post-marketini,
expenence, there have been very rare reports ol overdose of SEROOUEL alone resulting in death, rara or QTc
piotagafon. Manaoemenl ol OverdMjgi In case ol acute overdosage, estarjsh and maintain an airway and
ensure adequate oxygenation and verrWation. Gastric lavage (after intubation, if patent is unconscious) and admi>-
Btrafon of activated charcoal together with a laxative should be considerBd. The possibility of obundation. seture
or dystonic reaction of the head and neck following overdose may create a risJc of aspiration wnti induced emesk
Cardiovascular monitoring, should commence immedetely and should toclude contnuous erectmcardiographec
monitoring to oetect possible anhytimas.»antarrhythmc therapy rs administered, dSopyiamkte, prccmamr*
and qui i i fa carry a Iheoretcal hazaid of additive Of-prolongino effects wt»n administered 11 patents with acute
overdosage of SEROOUEL. Similarly It is reasonable to expect that the aWB-admoigModong properties ol
bretylium mnM be addrove to nose of queoanine, resulting in prookmtc hypotension. There s no sf*rfc ant-
dote to SEROOUEL Tlwetore appropriate supportive measures should be nstMad. Ttjpossibity of multtph
drug invoivemritshould becorejJired,, HypotosonandcircuBory collapse!should'beMated w*lapproprtato
measures such as intravenous finds and/or sppalhomimeoc agents (epraptnne and oopamta shoukl not be
used, since beta stjmulabon may worsen hypotensron in lhe setting of queiapiiie^nrluced alpha olockade). In cases
c( severe efflapyramklal symptoms, anfctiolnenjc morjeaton should be udministBred. Close medical supervision
and mentoring should continue untl the patent recovers.
SEROQUEL is a trademark of the AstaZeneca group ol companies Manufactured for:
©AstraZeneca 2004,2005 AstraZem Pharmaceutcals U>
232218 RevOSOS Wilmington. Delaware 19850-5437
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always wanted to achieve more

Now the most prescribed atypical*

y
To help patients achieve continued success*

To help patients stay on treatment15

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar I
disorder, as either monotherapy or adjunct therapy with lithium or divalproex, and the
treatment of schizophrenia. Patients should be periodically reassessed to determine the
need for continued treatment.

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

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

Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar
coma, or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Patients starting treatment with atypical antipsychotics who have or are at risk
for diabetes should undergo fasting blood glucose testing at the beginning of and during
treatment. Patients who develop symptoms of hyperglycemia should also undergo fasting
blood glucose testing.

Precautions include the risk of seizures, orthostatic hypotension, and cataract development.

The most commonly observed adverse events associated with the use of SEROQUEL in
clinical trials were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal pain,
postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

* All atypical prescriptions: Total prescriptions. Jan. 05-June 05. New prescriptions. Sept. 04-
June 05. IMS Health. National Prescription Audit.

'Significant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania trials.

Please see Brief Summary of Prescribing Information on adjacent page.

Seroquel
quetiapine fumarate

25 mg, 100 mg, 200 mg i 300 mg tablets

www.SEROQUEL.com
ca group 01 compan
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