BRIEF SUMMARY of Prescribing Information—Betore prescribing, please consult complete
Prescribing Information.

Increased Mortality in Elderly Patients with Dementia-Related Psychasis

Eiderty patients with dementia-related psychesis treated with atypical antipsychotic drugs are af an
increased risk of death compared to placaho. Analyses of sevenigen placebo-controfied trials (modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between
1.6 10 1.7 times thal seen in placeho-treated patiants. Over the course of a typical 10 week controlled
rial, the rate of death In drug-treated patients was about 4.5%, compared to a rate of ahout 2.6% in the
plauho Lnnp Although the causes of death were varied, most of the deaths appeared ta be either car-
diovascular {eg, heart failure, sudden death) or alactious {84, pneumonia) in nalum SEROQUEL (queti-
apine) is not approved for the Ireatment of patients with Dementia-Related Psychosis.

ANDICATIONS AND USAGE: Bipotar Mania: SEROQUEL is indicated for the treatment of acute: manic episodes asso-
ciated with bipolar | disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The efficacy of
SEROQUEL in acute bipolar mania was established in two 12-week monotherapy trials and one 3-week adjunct ther-
apy trialof bipolar | patients initally hospitalized for up to 7 days for acute mana. Effectiveness has not been sys-
tematically evaluated in clinical trils for more than 12 weeks in monotherapy and 3 weeks in adjunct therapy.
Therefore, the physician who elects to use SEROQUEL for extended periods should periodically re-evaluate th long-
Ten fsks and benes of the drug for the individual patient. Schizophrenia: SEROQUEL is indicated for the treat-
ment of schizophrenia. The efficacy of SEROGUEL in schizopfrenia was established in short-term (B-week) con-
ﬁdedmmschmmhrenw inpatients. The effectiveness of SEROQUEL i long-term use, that is, for more than B weeks,
as not been systemamy evaluated in controfled trials, Therefore, the physician wha elects to use SEROQUEL for
extended periods should peridically re-evaluate the fong-term usefulness of the drug for the individual patient .
I:OII'I'HAIIIJIDAHDHS ROQUELis dividuals with a known itivity to this medication
o ns
immu Wortality in Eiderly Patients wiih Dementia-Relatad Psychasis: Elderly patisnts with
treated with atypical anti & drugs are at an increased risk of death compared
1] plwm SERDII JEL (quetiapine) is not approved for the treatment of patients with dementia-reiated psy-
chusis (sae Boxed Warning). Neurolepic Mal dunlnl idrome QIMS) A patentially fatal symptom complex some-
times referred to as Neuroleptic Mallonam S‘a irome (NMS) has been reported in association with administration of
antipsychotic drugs inchuding SERQ re cases of NMS have been reported with SEROQUEL. Clinical mani-
festations of NMS are hyperpyrexla muscle rigidity, altered memtal status, and evidence of autonomic instability
(imegular pulse or blood pressure, tachycardia, diap! Mesm and cardiac dysrirytheia). Additional sugns may include
elevated creatine phosphokinase, myoglobinuria (mahmmyalyssi and acute renal falure. The diagnostic evaluation
of patients with this syndrome is complicated. in arriving at a diagnosis, it is important to exclude cases where the
clinical presentation includes both serious medical llness (e. E Pgneumcnla Systemic infection, ¢tc.) and untreated
or inadequately reated extrapyramidal signs and symatoms (EPS). Other imporiant considerations in the difierential
nosis incliide central antichofinergic toxicity, heat strake, nrug fever and primary central nervous system (CNS)
logy. The management of NMS should include: 1) immediate iscontnuaton of antipsychotic drugs and ather
drugs not essential to concurvent therapy: 2) intenive symptomatic treatment and medica! monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specmc Ireatments are availabile. There is o general
agreement about specific phamacological treatment regimens for NMS. If 4 patient requires antipsychiafic d
{reatment after rewverK‘Imm NMS, the potential reintroduction of dvuu Iherapy should be carefulty considered. The
patient shouid be carefully monitored since recurrences of NMS have bee roned Tardive Dyskinesla: A syrr
drome of polennally ineversible, involuntary, dyskingtic movements may deveop in patients treated with ant J]
choti drugs. Athough the prevalence of the syndrome appears to be highest among the elderl, especially el esr¥y
women, it is lmpcssmle fo rely upon prevalence estlmales to predict, at the inception of antipsychotic treatment,
which pauems are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential [
cause tardive cyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihoad that it will become
irmeversibk are betieved to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
admiréstered to the patient increase. However, the syndrome can develop, afthough much less commanly, after rel-
atively brief traatment periods at low doses. There is no known treatment far established cases of tardive dyskinesia,
a'mounh the syndrome may remit, parllally or campletely, if antipsychotic treatment is withdrawn. Antipsychotic
I¥ however, may suppress {or partially suppress} the signs and symptams of the syndrome and there-
b}’ may nbssuw mask the undenym% process. The effect that symptomatic suppression has upan the long-term
course o the syndrome is unknown. Given these considerations, SEROQUEL shouid be prescribed in a manner that
is most likely to minimize the occurrence of tardive dyskinesia. Ghronic antipsychotic reatment should generally be
reserved for patients who appear to suffer from a chranic ilness that (1) is known to respond to antipsychotic drugs,
and (2} for whom alternative, equally effective, but potemtialty less harmful treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the Shortest duration of treatment produc
g a satisfactary clinical response should be sought. The need for continued treatment should be reassessed peri-
cally. If yonsand symnmrns of tardive dyskinesia appear ina patlem on SERGQUEL, drug discontinuation should

 Howeve; with SEROQUEL despite the presence ofthe syndrome.
Hyperglycainia and Dlalmu Walitus: Hy in some cases extreme and associated with ketoacidosis or
hyperasmolar coma o death, has been i including SEROQUEL.

Assessment of the relationship between atypical antipsychotic use and gluwse abnormalties is complicated by the
possibilfty of an increased background risk of diabetes mellitus in patients with schizophrenia and the increasing inci-
jence of diapetes melltus in the general population. Given these confounders, the relationship between atypical
anupsych(mc use and hyperglycemia-related adverse events is not completely understoad. However, epidemiologi-
ca! studies suggest an increased sk of treatment-emergent hyperglycemia-related adverse events in patients
eated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-elated adverse events in patients
Ireaxed with aryptcaramlpsycnmm are not available. Patients with an established diagnosis of diabetes mefitus who
are started on atypical amnsrchancs should be monitared regularly for worsening of glucose control. Patients with
risk factors for diabetes melitus (eg, obesty, family history of diabetes) who are starting treatment with atypical
antipsychotics should undergo fasting blood ulucose testing at the beginning of treatment and penodlmlw dunnu
tieatment. Any patient freated with atypmal antips) zrclhancs should be monitored for symptoms of hy
including pclympsla polyuria, palyphagia, and weakness. Patients who develop symptoms of hyperglﬁ'cemla dunnu
treatment with atypical antipsychotics Should undergo fasting blood glucose testing. In some cases, hyperglycemia
has resoived when the atypical antipsychotic was dlscontmued however, some patients required continuation of anti-
diabetic reatment despits discontinuition of the suspect E
PRECAUTIONS: Generai: rROUU L may ind i ion associated with
dizziness, tachycardia and, in some patients, syncape, especially dunnq the intial dose-tiration period, probabl
eflecting s o -adrenergic antagonist propertis. Syncope was reported in 1% (23/2567) of the patients treated wi
SERCQUEL, compared with 0% ((/607) on placebo and about 0.4% (2/527) on active control drugs. SERGQUEL
should be used with particular catition in patients with knawn cardiovascular disease (history of myacardial infarc-
tion or ischemic heart disease, heart failure or conduction abnormaliies), cerebrovascular disease or condtions
which would predispose patisnts to hypotension (dehydration, hypovolemia and treatment with antihypertensive

memcanons& The risk of orthostatic hypotension and syncope may be minimized by limiting the inital dose to m

25 mg bid. 1f hypotension accurs during titeation to the farget dose, a retum to the previous dose in the titration

schedule is appropriate. Cataracts: The development of cataracts was observed in associalion with quetiapine

en in chronic dog studies (see Animal Toxicology). Lens changes fiave also been observed in glaliams
numn Innumn E treatment, but a causal retationship o SEROQUEL use has ot been establis

loss, the pmhlmy M lcmlwllr dlmu cannot be excluded at this iime. Thersfore, examination of

m mﬂmma quate ract formation, such as It lamp exam or other lnraprlm san-

1008, is mommlnm a Inlllnlm of treatment or shortly thereatier, and i 6 month intervals dn\m

Ireatment. Seizures: During clinkal trials, seizures occurred in 0.6% (18/2752) of patients treated

SERBQUEL comnared 16:0.2% (1/607) on placebo and 0.7% (4/527) on active control drugs. AS with ofher antipsy-

chatics SEROQUEL should be used cautiously in patiertts with a history of seizures or with conditions that potentially

lower the seizure threshald, ¢.., Aizheimer's dementia. Candtions that lower the seizure threshold may be more

0 tidine. PASO 34 Mhibfiors:

contribute to an elevation in care body temperature, e.g., exercising strenuously, exposure o exireme heat, receiv-
ing concomitant medication with anticholinergic activt, or being sublect to dehydration. Dysphagia: Esophagea\
dysmtiity and aspiration have been associated with antipsychofic drug use. Aspiration pneumonia is a common
cause of morbidity and mortality in elderly patients, in particular those with advanced Alzneimer's dementia.
SEROQUEL and ather antipsychotic drugs should b sed cautiously in patients at risk for aspiration pneumonia
Suicide: The possibiity of a Suicide attempt s 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 oftablets consistent with good patient management in order to reduce the risk of averdose. Use in Patients
with Concomitant Miness: Clinical experience with SEROQUEL in patients with certain concomitant systemic liness-
esis limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history
of myocardial Infarction or unstable heart disease. Patients with these diagnoses were excluded from premarketing
clinical studies. Because of the risk of orthastatic hypotension with SEROGUEL, caution should be observed in car-
diac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the follow-
ing issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotension: Patients should be advised
of the risk of orthostatic hypotension, especially during the 3-5 day periad of initial dose fitration, and afso at times
of re-initiating treatment o increases in dose. Interference with Cognitive and Mator Performance: Since somno-
lence was a commonly reported adverse event associated with SERCQUEL treatment, patients should be advised of
the risk of somnotence, especially during the 3-5 day period of initial dose itration. Patients should be cautioned
about performing any activity requiring mental alertness, such as operannga 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 noffy their physician if they become pregnant or intend to
become pregnant during therapy. Nursing: 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 physi-
cians if they are taking, or pian to take, any prescription ar over-the-counter drugs. Alcohol: Patients shouid be
advised to avoid consuming alcohelic beveraqes ‘while taking SERCQUEL. Heat Expasure and Dehydratian: Patients
should be advised regarding appropriate care in aveiding overheating and dehydration. Laboratory Tests: No specif-
ic laboratory tests are recommended. Drug Intaractions: The risks of using SEROQUEL in combination with other
drugs have nat been extensively evaluated in Systemati Studies, Given the pnrnagf CNS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcaol in a clinical trial in subjects with Selected psychotic disorders, and alcoholic
‘everages shouid be avoided while taking SEROQUEL. Because of its potential for inducing hypmensmn SEROQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the eflects of levodopa and
doparming agonists. The Eftect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiapine 5250 mg
g%) and phenytoin (100 mg ti) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
ROQUEL may be required to maintain contral of symptams of schizaphrenia in patients receiving quetiapine and
phenytoin, ar ather hepatic enzyme inducers (eg carbamazepine, barbiturates, ritampin, glucocorticcids). Cauticn
should be taken if phenytoin is withdrawn and piaced with a non vinducer (eo va)proale) Dmlpml
Coadministration of quesiapine {150 mg bid) and divalproex, (500 mg bid)
centration of quetiapine af steady-state by 17% without affecting the extent of absorpnon ur mean oral clearance.
‘Thioridazine: Thioridazine (200 my bid) increased the oral clearance of quetiapine (300 mg bid) by 85%. Cimeidine:
Administration of multipie: uams/odoses of cimetidine (400 mg tid for 4 days} resuited in a 20% decrease in the mean
oral clearance of quetlamne% m tic). Dusage adjustment for quetiapine (s not required when it s given with cime-
cadmirisiration of ketoconazole (200 mg once daiy for 4 days), a patent inhibitr of
cytochrome P450 34, reduced oral clearance of quetiapine by 84%, resulting in a 336% increase In maximum plas-
14 concentraton of uetiapie. Gaution s inicated when SERODUEL is acministered with ketoconazole and fher
inhibitors of cylochrome P450 34 (e, traconazale, fiuconazole, and erythromycin). Fluoxetine, Imipramine,
Haloperidol, and Risperidone: Coadministration of fudetine (50 mg once danry), lmlnvamme (75 mg bid), haloperi-
dal (75 mg bid), or nsuendone 8 mu bid) with quenapme ( I][q‘dl not after the steady-state pharmacoki-
netics of quetiapine. Effect of Guetiapine on Other Drugs: Lovazep: 1e mean oral clearance of lorazeparn {2 mg,
single dose) was reduced by 20% in the presence of quenapme admlmsmreﬂ 23250 mg tid dosmg Dmlnmax The
mean maximum concentration and extent of total and free
by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (150 o bid). The mean oral clear-
ance of total valprmc amd (administered as divalproex 500 mg bi) was increased by 11% in the presence of queti-
apine (150 mg bid). The changes were not significart. Lithium: Concomitant administration of queiapine (250 mg
tid) wath {ithium had no effect on any of the steady-state pharmacokinetic parameters of fihium. Antipyrine:
Admiristration of mutiple daily doses up to 750 mg/day (on 4 tid schedule) of quetiapine to Subjects with selected
psychatic disorders had no clinically relevant effect on the clearance of antipyring or urinary recovery of antipyring
metabolites. These results indicate that quetiapine does not Significamty induce hepatic enzymes responsible tor
cytochirome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impaiman of Fertilty:
Carcinogenesis: Carcinogenicity studies were conducted in C57BL. mice and Wistar rats. Quetiapine was adminis-
tered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at dases of 25, 75, and
250 myrkg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mg/me basis (mice) or 03,09, and 30 'imes the masimum human dose an a mg/m? basis
mls; Thers were statistically significant increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mgkg or 1.5 and 4.5 fimes the maximum human dose on a mg/m? basis and in male rats at a dose of
250 myykg or 3.0 times the maximum human dose on & mg/m? basis. Mammary gland adenocarcinomas were sta-
tistcally significantly increased in female rats at all doses tested (25, 75, and 250 my/kg or 0.3, 0.9, and 3.0 times
the maximum recommended human dose o a mg/m? basnsﬂ roid follicular cell adenomas may have resulted
from chranic stimulation of the thyroid gland by thyroid stimul atmu hormone |TSH) resuing from enhanced metab-
ofism and clearance of thyroxine by rodent Iiver. Changes in TSH, thyroxine, and thyroxine clearance consistent with
this mechanism were observed in subchronic toxicity studies in rat and mouse and in a 1-year taxicity study in rat;
however, the resufts of these studies were not definitive. The relevance of the increases in thyroid follicular cel) ade-
nomas to human risk, throligh whatever mechanism, is unknown. Antipsychotic drugs havé been shown to chroni-
cally elevate prolactn levels in rodents. Serum measurements in a 1-yr tocity stucy Shawed that quetiapine
increased median serum prolactin levels a maximum of 32- and 13-fokd in male and female rats, respectively.
increases in mammary neaplasms have been found in rodents after chranic administration of other antipsychotic
drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of pr l?ﬂmn rmediated
mammary gland tumors in rats to human fisk is unknown {see Hyperprotactinemia in PRECAUTIONS, Ganaui)
Mutagenesis: The mutagenic potential of quetiapine was tested in s in vtro bacterial gene mutation assays and in
an in vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentra-
tians of quetiapine may not have been used for afltester strains. Quetiapine did nmduee a reproducible increase in
mutations in one Saimonelia fyphimurium tester strain in the presence of metabalic activation. No evidence of clas-
togenic potential was obtained in an in vitro chromosomal aberration assay in cutured human lymphacytes o in the
In vivo micronucleus assay in rats. Impainnent of Fertlfty. Quetiapine decreased mating and fertity in male
Sprague-Dawley rats at oral doses of 50 and 150 my/kg ar 0.6 and 1.8 times the maxmum human dose on a mg/m?
basis. Drug-elated effects included increases in interval to mate and in the number of matings required for Succass-
ful impregnation. These effects continued to be bserved at 150 mg/kg even after a two-week period without treat-
The noeﬂed dose for wmpawed mating and ferffity in male rats was 25 mg/kg, or 0.3 times the maximum
bass. Q1 affected mating and fertilty in female Sprague-Dawley rats at an
oral dose of 50 mg/ku or 05 times the maximum human dose on @ mo/m? basis. Drug-related effects included
decreases in rnanngesand in matings resufting in preonarsma/ and an increase in the interval to mate. An increase in
iegular estrus was observed at doses of 10 and 50 mgkg, or 0.1 and 0.6 times the maximum human dose
onamyme hass The no-¢ffect dose in female rats was 1 mg/kg, or 0,01 times the maximum human dose on a
my/m? basis. Pregnancy: Pragnancy Category C: The teratogenic potential of quetiapine was studied in Wistar rats
and Dutch Belted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected
in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on @ my/me basis or in rabbits at
2510 100 mgkg or 016 to 2.4 times the maximum human dose on a mg/me basis. There was, howeves, evidence of
embryofetaltoxicity, Detays in sketetal ossification were detected in rat fetuses at doses of50and 200 mg/kg {06and
24 1imes the maxmum human dose on a mg/m? basis) and in rabbits at 50 and 100 mgkg (1.2 and 24 times the

prevalentin 2 papaJation of 85 years o oider. idism: Clinical tria with SEROQUEL adose
Telated decrease in total and free thyroxine (T4) of approximately 20% at the higher end of the therapeutic dose range
and was maximal i i the irsttwo to four weeds of treatment and maintained without adaptation or progression dur-

h "a% Generally, ty 1es were of no clinicat significance and TSH was unchanged in most
pahems and levls of TG were unchanged. In nearly all cases, cessation of SERCXIUEL treatment was associated
wilh a feversl of the effcts on ttal and free T4, imespective of the duration of treatment. About 0.4% (12/2791)
01 SEROOUEL panems did expenerw.e TSH increases in monotherapy studies. Six of the patients with TSH increas-

r? ment. n the mania adjunct studiés, where SEROQUEL was added to ithium or
dfvalpfoate 2 24/196

5. Of the SEROQUEL treated patients with elevated TSk had simuttaneous low free T4
leves. mumm and T rmm Elmllnm In schizophrenia trials, SEROQUEL treated patients had increases
from basefine in cholesterol and triglyceride of $1% and 17%, rospemmly, mmﬁared 10 stight decreases for place-

bo patients. These changes were only weakly reiated to the increases in weight observed in SEROQUEL treated

inemia; Athough an elevation of prolactn fevels was not demonstrated in cinical triaks with  Pediai

SEROOUEL increased prolactin levels were observed in rat studies with this compaund, and were asseciated with
an mcrm it mammary gland neopiasia in rats (see Carclnogenesis). Tissue culture experiments indicate that
one-third of human breast cancers are proiactin dependent in vitro, a factor of potential importance ff
me vresmpmn of these drugs is contemplated in a patient with previously detected breast cancer. Athough distur-
bances such as galactorrhea, amenarrhea, gynecomastia, and impatence have been reported with prowactin-elevat-
inaco Inds, the clinical significance of levated serum profactin levels is unknown for most patients. Nefther clin-
jies nor epidemiplogic studies condlmﬂ o dam have shwm an association bemen chmmc admlnlstranon
Mmsclassofqus and tumrig idered too limited to b
at this ime. Transaminasa Elevations: Asymmumatk transient and reversible ekevations in serum transaminases
{primarily ALT) have been reported. In schizaphrenia trials, the proportions of ganems with ransaminase elevations
of > 3 times the upper limits of the normal refarence range In a pool of 3- to S-week placebo-controlied trials were
wptmmm 6% for SEROQUEL compared to 1% for placeba. In acute bipolar mania trials, the proportions of
with transaminase elevations of > 3 times the upper fimits of the normal reference range in a pool of 3- to
T2vesk p{mbo-comwlled rials were approximately 1% for both SEROQUEL and placebo, Th
elevations irred within the first 3 weeks of drug treatment and promwy returnd to pre-study ‘evels with
ongoing !reatmem with SEROQUEL Potential for Cognitive and Motor kmpalment: Somnolence was a commomy
reported adverss event reported in freated with SEROQUEL especlall/ dunngE 35 day period of initial
dosetHration. n schizophrenia lnals, ‘somnofence was reparted in 18% of patienis on SEROQUEL compared to 11%
of placabo patients. In acute bipolar mania triais using SEROQUEL as monotherapy, somnokence was reported in
16’/. of ‘on SEROQUEL compared to 4% of placabo patients. In acute bipolar mania trias using SEROQUEL
g&tﬁry somnolence was reported in 34% of patients on SEROGUEL compared to 8% of pacebo patients.
sm ‘SEROQUEL has the potentialto impair judgment, thinking, o motor skifs, patients should be cautioned about
perfarming aciivites requiring mental aertness, Such as aperating a motar whi (mmmmu automobiles) or oper-
mMrmm machinery umjl Imé arg reasonably certain that SEROQUEL therapy does not affect them adverse-
O case of prizgism gmntmamnq SEROQUEL has been regoried prior to marketintroduction.
lea cmsal mhmnshln to use of SEROQUEL has not been established, other drugs with alpha-adrenergic block-

‘heen repartad to induce priapism, mnsnossnblsmatSEROﬂuELmaysnarem
mﬂsm "ﬂ Tequire sumlcal mmrvemton
e fias ben attributed to antisychotic agents.

lmn Wﬂm Regulstion; Although not reported with S%UQUEL
ovnm s amsed when mescnhlna SEROQ L for patients who will be experiencing conditions which may

ese hepatic enzyme  Thial

). Fetal body weight was reduced in rat fetuses al 200 mg/kg and rabbit fetus-
e at 100 mgkg (24 times e rnaxnmum human dose on a mgm? basis for both species). There was an increased
incidence of a minor softtissue anomaty (carpaltarsal fiexure) in rabbit fetuses at a dose of 100 mo/kg (2.4 times the
maximurn human dose an a meg/me besis). Evidence of matemal taxicity (1., decreases in body weight gain andior
jeath} was observed at the high dose in the rat study and at all doses in the rabbit study. In a perpostnatal repro-
ductive study in rats, no drug-related effects were chserved at doses of 1, 10, and 20 mg/kg or 001, 0.12, and
0.24 times the maximum human dose on a mg/m? basis. However, in a pre«mmavy perifpostiatal study, 'there were
increases in fetal and pup death, and decreases in mean liter weight at 150 mg/kg, or 3.0 times the maximum human
dose on a my/m? basis. There are no adequate and wef-controlled studies in pregnant women and quetiapine snould
be used during pregnancy only i the potential benefit justfies the potentalrisk to the fetus. Labor and Delivery: The
effectof SEROQUEL on abor and deéivery in humans is unknown. Nursing Mothers: SEROQUEL was excreted in milk
of treated animals ﬂunng actation. 1t s not known if SEROQUEL is excreted in human milk It s recommended that
women receiving SEROOUEL should not breast feed. Pediatric Use: The safely and effectiveness of SEROQUEL in
E atients have not been established. Geriatric Use: Of the approximately 3400 patients in clinical studies with
SEROQUEL, 7% (232) were 65 years of age or over. In general, there was o indication of any different tolerabifty of
SEROQUE In the elderly cnmparad o younger adults. Nevertheless, h i preseme of factors that might decrease phar-
OQUEL, or cause poarer tolerance or arthosta-
sis, should lead to consideration of a lower starting dose, Slower mmon and careful montoring during the initial dos-
ing period in the elderty. The mean plasrna clearance of SEROQUEL was reduced by 30% to 50% in elderly patients

when cornnared 0 &ugﬂm
ADVERSE nformation below is derve fom a cinical 1l database for SEROQUEL consisting of
over 3000 pauems This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximately
2700 (2300 In schizophrenia and 405 in acute bipolar mania) were patients who partic-ipated in muttiple dose effec-
tiveness trials, and their experience corresponded to approximately 914.3 patient-years. Refer to the full Prescribing
Information for details of adverse event data collection. Adverse Findings Otserved in Short-Term, Condrolled
: Advarsa Events Astociated wih Discontinuatin of Treatment In Shor-Tem, Placebo-Controlled Trals:
Blpolar Mania; Overall, discontinuations due to adverse events were 5.7% for SERODUEL vs. 5.1% for placeba
in monotherapy and 3,6% for SEROQUEL vs. 5.9% for placebo in adjuncttherapy. Schizophrenia: Overal there was
litte difference in the |ncmenoe of discontinuation due o adverse events (4% for SEROﬂUEL vs. 3% for placebo) in
apodl Mmmrolled rials. However, discontinuations due fo somnolence and hypotension were cansidered to be drug
related (see PRECAUTIONS): Somnolenceﬂa%vsl)%lwﬂnlmboand otension 0.4% vs 0% for placebo.
Myense Emts Oceurring 8l an Incidence of 1% or More Among SEROQUEL Treated Pationts In Short-Term,
Placebo-Controlled Trials: The prescriber should be aware that the figures in the tables and tabulations in the full
Prescribing Information cannot be used to predict the incidence of side effects in the course of usual medical prac-
tioe where patient characteristics and other factars differ from those that prevailed in the clnical trials. Similarly, the
Gited frequecies cannot be compared with figures obtzined from ather clinical investigations invoving different treat-
ments, usas, and . The cited , fowever, da prox ing with some basis for
estimating e relative contributon of dryg and nmdmg octors o he sme effect incidence in the nonulamn studied.
Table 1, in the full Prescribing nformation, enumerates the incidence, roi 1o the nearest percent, of treatment-
smerpem adverse events that ocourred during acute therapy of schlzophrema |up 10 6 weeks) and bipolar mania (up
o 12 weeks) in 1% or more of patients treated with SEROQUEL (doses ranging from 75 to 800 my/day) where the
incidence in patients treated with SEROQUEL was greater than the incidence in placebe-ireated patients.
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Treatment-Emergent Adverse Experience Incidence in 3- to 12-Week Placebo-Controlied Clinical Trials? for the
Treatment of Schizophrenia and Bipolar Mania (monotherapy): Body as a Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovascular: Tachycardia, Postural Hypotension; Digestive: Dry Mouth,
Constipation, Vomiting, Dyspepsia, Gastroenterits, Gamma Giutamy), Transpeptidase Increased; Metabolic and
Hutritional: Weight Gam SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Dizziness, Aniety;
Respiratory: Pharyngitis, Rhintis; Skin and Appendages: Rash: Spacial Senses: Amblyopia. 'Events for which the
SEROQUEL incidence was equal to or less than placebo are not fisted, but included the following: accidental injury,
akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension,
hypertania, hypotension, increased appetite, infection, insomnia, leukopenia, malaise, nausea, NEvOUSNESs, pares-
thesia, peripheral edema, sweating, tremar, and weight loss. In these studies, the most commanty observed adverse
events associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at
least twice that of placebo were Somnolence (18%), diziness {11%), dry mouth {2%), constipation (8%), SGPT
increased (5%), weight gain (5%), and dyspepsia (5%). Table 2, from the full Prescribing information, enumerates
the incidence, rounded to the nearest percant, of treatment-emergent adverse events that occurred during therapy
1 to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from 100 to 800
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. Treatmenl-Emergent Adverse Experience Incidence In
3-Week Placebo-Controlled Clinical Trials! for the Treatment of Bipolar Mania (Adjunci Therapy): Body as &
Whale: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hypotension; Digestive: Dry
Mourth, Constipation; Metaboliz and Nutrifional: Weight Gain; Nervous: Somnolence, Diziness, Tremor, Agitation;
Respiratory: Pharyngitis. 'Events for which the SERQQUEL incidence was equal o or less than placebo are not list-
ed, but included the following: akathisla, diarhea, 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 at a rate
on SERDQUEL at least twice that of placeba were samnalence (34%), dry mouth (19%), asthenia {10%), constipa-
tion {10%), abdominal pain (7%), postural hypatension (7%), pharyrgitis (6%), and weight gain (6%). Explorations
forinteractions on the basis of gender, age, and race did not reveal any clinically meaningful differences in the adverse
event occurrence on the basis of these demographic factors. Dose Dependency of Adverse Events in Short-Term,
Placebo-Controlied Trials: Dose-related Adverss Events: Spantaneously elicited adverse event data from a study of
schizopheenia comparing five fixed doses of SEROQUEL (75 m, 150 mg, 300 mg, 600 mg, and 750 mg/day) fo placs-
bo were explored for dose-relatedness of adverse events. Logistic regression anayses revealed a positive dose
respanse (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and weight gain. Extrapyramidal
Symptoms: Data from one 6-week clinica of SEROQUEL (75, 150, 300,
600, 750 myyday) provided evidence for the fack of reatment-emergent 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 bassline) which evaluates parkinsonism and akathisia, (2) incidence of spanta-
neous complaints of EPS (akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia,
neck rigidfy, and tremor), and (3) use of anticholinergic medications to treat emergent EPS. Vital Signs and
Labaratory Studies: Vitai Sipn Changes: SEROQUIEL is assaciated with orthostatic hypatension (see PRECAUTIONS),
'Weight Gain: In schizophrenia trials the proportians o 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 statisticaly significantly
greater incidence af weight gain for SEROQUEL (23%) compared to placebo (8%). In mania monatherapy rals the
proportions of patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania
adjunct therapy trials the propartion of patients meeting the same weight criterion were 13% compared to 4% tor
placebo. Labaratory Chanes: An assessment of the premarketing experience for SEROQUEL suggested that it is
associated with asymptomatic increases in SGPT and increases in bath total cholesteral and triglycerides (see PRE-
CAUTIONS). An assessment of hematological parameters in short-term, placebo-controfled trials revealed no clinical-
ly important differences between SEROQUEL and placebo. ECG Changes: Between group comparisons for pooled
placebo-cortrolled trials revealed no statistically significant SEROQUEL/placebo diflerences in the proportions of
patients experiencing potentially important changes in ECG parameters, including QT, GTc, and PR intervals. However,
the proportions of patients meeting the critena for tachycardia were compared in four 3- to 6-wesk placebo-controlled
Clinical trials for the treatment 01 schlzophrenu revealing a 1% (4/399) incidence for SEROQUEL compared to 0.6%
(1/156) incidence for piacebo. I bipolar mania trials of patients megting the ¢i-
teria for tachycardia was 0.5% (1/132) for SEROQUEL compared to 0% (178} incidence for placebo. fn acute bipo-
{ar mania (acjunct) tris the proportions of patients meeting the same criteria was 0.6% (1/166) for SEROGUEL com-
pared to 0% (0A171) incidence for placebo. SEROQUEL use was associated with a mean increase in heart rats,
assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placebo patients.
This slight tendency to tachycardia may be related fo SEROQUEL's potemtial for inducing orthostatic changes (see PRE-
CAUTIONS). Other Adversa Events Obssrved During the Pre-Marketing Evaluation of SEROQUEL: Following is a list
of GOSTART terms that reflect treatment-r averse events as defined in the intioduction to the ADVERSE
REACTIONS section reparted by patients treated with SEROQUEL at muttiple doses > 75 mg/day during any phase of
atrial within the premarketing database of approximately 2200 patients treated for schizophrenia. All repored events
are included except thosé already listed in Table 1 or elsewhere in kabeling, thase events far which a drug cause was
remate, and those event terms which were so general as to be uninformative. [t is important fo emphasize that,
although the events reported occurred during treatment with SEROQUEL, they were not necessarily caused by i,
Events are further categorized by body system and isted in order of decreasing frequency accorting to the following
defintons: frequent adverse events are thuse occurring in at least 1/100 ptients (only those ot alrcady isted in the
tabulated results from placebo-contralted trials appear i this listing); infrequent adverse events ar those occurring in
17100 1o /1000 patients; rare events are hase ogcurring in fewer than 1/4000 patients. Nervous System:
hypertonia, dysarthria; r kinesia, thinki tardive dyshingsia, vertigo, mvol
ulary movements, onfusion, amnesia, psychoss, halluinatios, hyperkinesi, dido increased:, urioary reention,
incoordination, paranoid reaction, abnormal gait, myoclonus, delusions, maric reaction, apathy, at;ma depersonal-
ization, stupor, bruxism, catatonic reaction, hemiplegia; Rare; Qelir-
ium, emotional Iability, euphoria, libido decreased”, neumlgla stuttering, subdural hematoma. Body a8 8 Whola:
it syndrome; pain, peic pain* malaise, itivity reaction, chills,
face edema, monikiasis; Rara: abdomen enlarged. Dluwin System: Frequent: anorexia; /nfraquent: increased sali-
vation, incteased appetite, gamma plutamy! ranspeptidase increased, gingivis, dysphagia, flatulence, gastroenteris,
gastris, hemorrhaids, stomatits, thirst, tooth caries, fecal inconfinence, gastroesophageal refiux, gum hemarrhage,
mouth ulceration, recta! hemorthage, Ionque edema Rm glossitis, hematemesis, intestinal abstruction, melena,
pancreattis. Cardiovascular System: Frequsnt: palptation; infraquent: vasodiatation, QT interval prolonged,
migraine, bradycardia, cerebral ischemia, muular pulse T wave abnormality, bundle branch biock, cerebrovascu-
lar acident, desp thrombophlebitis, T wave inversion; Rare: angina pectors, atrial ibriation, AV block first degree,
congestive heart failure, ST elevated, thrombophlebits, T wave flattening, ST abnormality, increased QRS duration,
Respiratory System: Fraquont; pnalynams thinitis, cough increased, dyspriea; ffraguent: peumonia, epistaxis,
asthma; Rare; hiccup, lation, Metabolic and Nutritionst System: Frequent: peripheral edema; infraquent:
‘weight loss, alkaling phosphatase increased, hyperlipemia, alcohol intolerance, dehytiration, hyperglycemia, creatining
increased, hypaglycemia; Rare: glycosuria, gout, hand edema, hypokalemia, water intoxication. Skin and Appendages
System: Frequent: sweahng Mimmr Prurits, acne, eczema, contact dermatiis, maculopapular rash, seborea,
skin ukcer; Rars: | psoriasis, skin discolovation. Urogenital Systam: dysmenarrhea*,
vaginiis”, urinary incoringnce, mmnhaala impotence*, dysuria, vaginal moniliasis *, abnormal ejaculation”, cys-
fitis, urinary frequency, amenorshea*, female lactation”, leukorrhea*, vaginat hemormage vulvovaginitis™ orchitis*;
Rare; gynecomastia®, nocturia, Do?yun& acute kidney e, Snulll Senses: anumt conjunctivitis, abnormal
vision, dry eyes, tinnitus, taste perversion, blepharits, eye pain; Rare: abnormalty of accommodation, deafness, giau-
coma. Musculoskeletal Syster: Anfrequent: pathological fracture, myasthenia, twitching, arthralgia, arthriti, leg
cramps, bone pain. Hemic and Lymphatic System: Fraquant: leukopenia; infraquent: leukocytosis, anemia, ecchy-
masis, eosinophifia, fypachromic anemia; ymphadencpathy, cyanasis; Aars: hemolysis, thrambocytopania.
Endocrine System: Infraquant: hypathyroidism, diabetes melltus; Rars: hyperthyroidism. *adjusted for gender, Post
Marketing Experience: Adverse events reported since market introduction which were temporally related to SERC-
QUEL therapy include: leukopeniatneutrapenia. If a patient develops a low white cell count consider discontinuation
oftherapy. Possible risk factors for leukopenia/neutrapenia include pre-gxisting low white cell count and history of drug
induced leukopeniafneutropenia. Other adverse events reported since market introduction, which were temporally
reiamd to SEROQUEL therapy, but ot necessarly causally related, include the following: agranulocytos’s, anaphiylax-
syndrome of i te aniuretc hormone secreton (SIADH), and Stevens
Johnsan Syndrome {SJS).

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled substance. Physical
and Psychologic dependence: SEROQUEL has not been systematically studied, in animats or humans, for its paten-
tial for abuse, tolerance or physical dependence. While the clinical trials did not reveal any tendency for any drug-Seek-
ing behavior, thest observatians were ot systematic and it s not possible to predict on the basis of this limited expe-
rignce the extent to which a CNS-active drug wil be misused, diverted, and/or abused once marketed. Consequenty,
patients shoukd be evaluated carefully for a history of drug abuse, and such patients shouid be observed closely for
signs of misuse or abuse of SEROGUEL, eq., development oftolerance, increases in dose, drug-Seeking behavior
OVERDOSAGE: Human experience: Experience with SEROQUEL {ouetiapine fumarate) in acute averdosage was fim-
ited in the clinical trial database (6 reports) with estimated doses ranging frem 1200 mg to 9600 my and no fatali-
ties. |, reported signs and symptoms were thase restting from an exaggeration of the drug’s knowr phar-
macological eﬂems. ., drowsiness and sedation, tachycardia and hypotension. One case, involving an estimated
overdoss of 9600 mg, was associated with hypokalemia and first degree heart block. In post-marketing experience,
there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or QTc prolongation.
Management of Overdosage: In case of acute overdosage, establish and maintain an airway and ensure adequate
oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and administration of activat-
ed charcoal together with a laxative should be considered. The possibility of obtundation, seizure or dystonic reac-
fion of the head and neck following averdose may create a risk of aspiraion with induoed emesis. Cardiovastular
monitoring should commence immediately and should include conti g to detect
possible arhythmias. If anti therapy is admini i ide and quinidine carry a
theorefical hazard of additive QT-prolonging effects when administered in patients with acute overdosage of
SEROQUEL. Similary it s reasonabie to expect that the alpha-adrenergic- blacking praperties of bretyfium might be
additive to those of quetiapine, resuffing in problematic hypotensian. There is no specific antidote to SEROQUEL.
Therefore appropriate supportive measures should be instituted. The possibility of mutiple drug involvement should
be considered. Hypotension and circulatory collapse should be treated with appropriate measures such as intra-
venous fluids and/or sympathomimetic agents (spingphrine and dopamine should not be used, since beta Stimula-
tion may worsen hypotension in the setting of quetiapine-induced alpha biockade). In cases of severe extrapyrami-
dal symptoms, anticholinergic medication should be administered. Close medical supervision and manitoring shoutd
continue untl the patient recovers.
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e 50 mg for simpler dosing during initiation
¢ 400 mg for an easier way to achieve higher doses*

» SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | 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
\syndmme has been reported with this class of medications, including SEROQUEL

¢ Hyperglycemia, in e 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

*The salety of doses above 800 mg/day has not been evaluated in clinical trials. In the elderly and in patients with hepatic impairment, consideration
should be given to a lower starting dose, a slower rate of dose titration, careful monitoring during the initial dosing period, and a lower target dose.

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

Please see Brief Summary of Prescribing Information on adjacent page.

® The #1 prescribed atypical

Ty R, W, W, Seroquel
Tablets shown are not actual size quetlaplﬂe fu marate

§ 25mg, 50 mg, 100 mg, 200 mg, 300 mg & 400 mg tablets
AstraZeneca
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