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Increased Martality in Elderly Patients with Qementia-Related Psychosis

Elgstiy patisnls wilh dementia-telatad raychasis traated with atyaical antipsyehotic drugs aze al an ineteasec risk
of death compared o placeba. Analyses of scvehlesn plasebo-controlled bizls (modal furation of 10 weeks) in
these patients revealed z risk of death fn the drug-treated palients of between 1.6 10 1.7 timas that seen in placeto-
treated patignts. Ouer ihe course of 2 fypicat 10 week controfled trial, 1he rate of death in dnlg-treated nalisnts was
about 4.5%, ompared 46 3 rate ef about 2.6% In the placeho group. Althaugh the causes of death were varizd, most
ol the deaths appeared 1o be sither cartovaseatar {eg, heart fzilure, sudden death} or infestious (ag, presmonial
in mature. SERQOUEL (guetiaping! is nol apqroved for the ireatment of patients with Dementia-Relaled Psychosis.

Suieidaitty and Antldegressant Drugs

Antidepressants increased the risk camuared ie placeho of suicidal thinking and betaviar {suleicality} v children,
adolescants, and yaung adelts tn short-lerm studies of majar depressive disorder (MDD) and otber psychiatric
disordars. Asyang cansidaring the use of SERDGUEL ar any other antid ir: a chifé, ado! !, ar yeang
adult mest belanes Wis risk with e chinteal need, Shortgrm studies did nal show an fnorease i the risk of suici-
dalily wilh sntidepressants compared to piaceha in adults beyond age 24; there was 2 reduction in risk with
antidepressanis compared fo placebo in atulis ayed 63 and alder, Depzession and cerlein olher psyehiatris
disgrders 2re themseivas asseciated with incraases in the risk of suicide. Patients of 2ll ages who are started on
antidepressant therany shiuld he mowitored appropyiately and obsarved closely for clinical varsening, suicidality,
or patstzl changes in bebavior. Famifies and caregivers shokld be advised of the need for slose ehseryalion and
sommuAization with the prescribar. SERGOLEL is not approved for use in pedialric patients. (See Wamings: Clinical

Wurseaing and Suicite Risk, Prasaimious: infermation for Patients, and Precautions: Pediatrie Use)

DESCRIPTION

pine furnarate] is & peyehalopic snent belonging fo 3 chemical class, the sibgnzathizzepine derivatives,
The chemical designation is (4-ditienza [8,7 1 Aliniazepin-11-yi-1-piperazinyl)athoxy]-athanol fumarate {2:1) {sal). 1t

i present in tablets as the rate sal. All dosas and aklet strenqgths are expressed as milligrams of base, Aot a5 fumarate
sait. its motecatar formisdz Is GppMsnflyBeBueCaH 0y and 1f fas & mokcidar weight of 883,11 {fusmarate saft), The structural
formila s
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Qatiapine fimaralz i & witte o off-white crysialine pevdsr which is maderalely seluble in water,

SEROGUEL is supplied for orel administration as 25 mg (riund, peach), 56 my jrosnd, whites, 180 mg {reund, yeliaws,
230 my [rourd, white), 300 my {capsile-shaped, white), and 400 mp {capsule-shapad, yefluw) tablats,

inactive ingredierts w2 pevidone, dibasic dissbeium phosphate ditydrate, microcevstalling osflulose, sodium starsh
Ylyeniaie, Bcase manehydrate, magresivm slearale, bypromeflose, nolyetiylens giveel and ttariur diowide.

The 25 mg ablate cantain re leric oxde ang yeltow temiz oxide and the 100 mg and 400 mg tables ceniain onfy yaliow
fereic awide,

CLINICAL PHARMACOLOGY
Pharmacodynumics
SERGOUEL & an amtagonist 21 mefizle ey ter secentors i he brain: serctenin $HTs, ang SHYp (1050,=T17 &

1 48aH respectivaly’, dopaning Dy anit Oy {Cag=1268 & 32801 respectively), histamine H. (Hup=30ni), g adrenernic
o2y 300 oxp FeCptors ([ & 2710, 1aspectively]. SERGOUEL has no apprecizble atfinity at chobinergicmuscarinic and
henzodiazeping receptars {|Dsg;»3600 nht).

The mechasisr of 2 &6 vilth gther 0708 baving fficacy in ihe treatment of schizoghrerda and bipolar
disorlér, is anknawl, roposed that the eificacy of SERGGUEL in firenia and its moog stabilizing
nraperties in bipnlar cepression and mania are mediated tratigh 3 combination of dopaming typs 2 {0g) and serrtorin type
2 {5845) antagonisrs, Antagonism &t receplors atfier dhan degiamin and SHT, with similar receptor affinites may explain
some of tie other effects of SERGOUCL.

SEROOUEL's artagonisin of histaming H, rzceptars may explair the somnclencs observed with 1ais drug.

SERODUELS antagonism of adrenargic o recepiars may cxpiain te orthostatic igpotensior chssnved with tiis drug,

=

Pharmacokinetics
{lustiapine fianara

uE t0 the garent dru . The multiple-doss pharmacokinetics of quetispine aie dose-
graporioral Wi ianine aocy n'tf im is m‘”' e upan miipke dostag,
rhmination of quetiap within 19 proposed
clirical dose rangz. Staady-stale cumenlm.mrs BrE S 1°d trbe acnwd wnhm tw day:’ u!dus:mg‘ Cluolfan ine Is unkkaly
£ intertera with The metatalism of (rans retzbalized by cylocirnme P45 snzymes,
Aizsumlénn: Guslizpine fumaraie is 1apid atsmhud afler aral admitdistration, reaching pes? plasma sencentiations in
15 hrars, The tabled farmulation is 1 inavailable relative to salulion, The bicavailatility of queliaging is marginally
aftactad by gdministratior with fogd, with Gy, antf SUC values increased oy 25% and 15%, respestively.

Hskifution: Nuetiaping is witely distrihutad throughout the Body with & apparent volums of distribution af 16+4 Lk, Ris
83% bound to plasma protaing 2t harapsutic soncertatians. (n witro, quatiapine did rod affect the kinding of warfarin ar
diazapam i Rilman seaum aiburein, tn ture, osither warfain nar dizzzpam altered the binding of quetiepine.

tietabolism and Eliminatio Fa\lmw‘q a single oral dose of 14C-guetiaping, less than 1% of the administered doce was
I‘«nueddug. indizating that quetiapire I kighty metabolized, Avpraximately T3% and 20% of fhs dose was
irine znd leces, respestively,

ieiigging s oxtensively melabelzsd by the Ivar The majer mefadelic patfwaws aro sulfsuidation to the sulfmdde
metabods and oxidation 10 the pa Gid medsbelise; oth metabolites are prarmacotogically inactive, fn wilro studies using
furan liver microsomes revealed that the ayinchrome PASD 384 istenzyrme Is invalved in the metabolism of quetianine 1o
s major, bt inactive, sulfoxide metaholite.

Population Subgroups:

fpe: Oval clearance of nuetiapine was reduced by 40% in elderly patients (=65 vears, n=0) compared ta younq patiants
{n=12}, and osing adjusiment imay 56 necessary {see BOSAGE AND AEM?NISIE‘A}'IHN)

Gender: Thare i ro gender effect on e pharmacokingtics of quetiapine.

Race: There is e race effect on the pharmacokinetics of quatizping.

Srpdirey: Smokitg has e affect an the el clearanse of quetaping,

Renal insutficlency: Patients with severe renal impairment (C 30 miimin. 73 nz2, n=8) had 2 25% lower maan oral
clearanss tan nosnai subiects (Slar >80 mLAnin.73 w2, p=3j, bt plasma guetia centrations in the sublects with
renad IRSIEFCRRCY Were within the range of CoRGentratinns seen i niorreal sebiects receiving the same dose, Dasage adjust-
ment s theredore nof nesedad i Finse patients,

Hepatic Insuffictency: Hepaticalty Jmipaired patients fn=5) had 2 30% lewsr mean 4ral cleazance of quetiagine thar normat
siisiects, e of e 2 hepatically impaired atients, AUG and Gy, wers 2-fimes highet than these ebsarved typically in
healtiny ubieats. Since cuitiaping & exienaivaly metabolized by the liver, nigher plasma lavels ate expecied in ihe hepaically
impaired population, and dasage sdfustmeat may be needed (5o DOSAGE ARD ADMINISTRATIGH).
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Drisgelirsg Interactions; I vitro enzyme fhibition data suggest that gustiapine and 9 of its melabofites wauld hava litthe
infibRery effect on i vive mataholisn: mediztes by sytnchromies P45 12, 208, 2619, 2D5 and 344

Gugtiaping orsl clearance iz increased by the protefype cytochreme P450 344 inducer, phenyloin, and decrezsed by
the profotype cytochnme P450 34d inhiaitr, ketocanazste. Doss adjustment of guetiaping will be necessaty if it is aadmin.
isternd with phesytoin o ketoconazale fsee Brug Interagtions ynrier PREGATIONS and DOSABE ANT ADMINISTRATIGHN).
Quetianing szl cearanse is st inkisited by the nan-specific enzye ifiiter, cimetidine.

(ugtizpine at deses of 754 m/day did net affect he single doss phanmacakinetics of antipyring, Ehium or lorazapent (se3
Brug {nteractians undsr PRECAUTIONS).

Clinical Efficacy Dota

Sipolar Disarder

Depuessipn

Thie elfficacy of SEROCUEE for the treatment of depressive episades assoclated vt Bignlar disorder was sstabiished in
2 iteitical B-week, randomized, double-ifind, placebc-condrolled studiss (N=1048). These studies includad patiants with
eitnar bipoiar ! or 1€ disorder ang thase with or without a rapid oycfing coarse. Patienis randamized i0 SERCQUEL wesé
administarad fixed doses of either 309 myg o 680 myg gnce daily.

The primary rating instrument #sad to assess depressive cymp.ums in these sludies was the Wonigamery-fsbery
Depression Rating Szake (MADRS!, & 10 ilam glinician-rated scale with scores canging fram G to 60. The prinvary endonint in
Dot sfisgies was the change from duseline in MADRS sciee of wesk 8, in bath studies, SERGGUEL was superfor io placaba
in reduction of MADRS score, Improvernent in symptoms, 25 measured by change in MADRS score refativz (o placebo, was
seer in hioth studies af Day 8 (week 13 and arwards. 12 these studies, ne addinicnal benefil wag szen with 1he 800 mg dese.
For the 300 my dose gredp, statistically ganifeant sarovements over plagshe were seen in overall quality of #e and
safisfaction related 10 varius aseas of functioning, ss meesursd using the 0-LES-Q(SF).

fiianis

The sfliaecy of SEROQUEL In the treatment of ackte manic episodes was ssiablished in 3 placsbe-santrofied triaks In patients
whe met M-V oriteria for Bipolar § disorder with m nisedes, These L Incluced patisais with er withaut asychotic
fealures and excluted pafienss with rapid cyeling and mixed episodes. Of thesz trials, 2 were monotnerapy 112 weeks) and
1 wias adjunet therapy {3 weaks) 16 either Ithiurm or dvalproex, Key sutcomes in these trials wers changs from Gaselise in
thie Yeunn tania Rating Scate (YIRS} soore at 3 ang 12 weeks Tor monotherapy and 2t 3 weeks for adianct Serapy, Adjunct
thatapy is defingd as The Siraufianecus infliation ot subserzieni admenisérasion of SEROGUEL with Bthium or divafproex.
Tao primagy rating instrument used for gssassing nsanic symotems in these irials wzs YMRS, an 11-item chnician-raled scale
waditianally ised 16 255685 the degree of manic symp firitability. disruptivetaggrassive behavior, sleep, elevated
i, spesch, incroasad activily, sexual interest, lenguagedought disorder, thougnl comierd, appearange, and nsight) in a
range from O {no manic features) to 50 {maismum score).

The restlts of the twials foflow:

Monotherapy

In two 1 2-wask trials (=350, n=299) comparing SEROCUEL fo placeho, SERDOUEL was superior to placebo in the
reduclion of the YRIRS total scors at wesks 3 and 12. The majosity of patisnls in these trigls taxing SEROOUEL wers dosed
i 3 rarge Deteen 467 and 850 mg per day

Adjunct Therapy

e this 3-wesk placabo-sontralled iriaf, 178 natisnts with aculz bigodar manda {YMBS =30] wiers randomized to rective
SERCBUEL of placeho 25 adinct taatment te Hihiom or divalproes, Patients may or may nol have received an adeguate
Treatmen: course of kthiom o divakarogx prior ta randonzization. SEROQUEL was suprior o piacebn when added to Bhium
or divalproex 2lons i tha reduction af YMRS total score.

The majority of patients in s i taking SERDGUEL wers dosed in 2 range bebween 405 and 860 mq per day, b 3 similarly
desigrad drial (n=200), SERCOUEL was associated with an improvemerd in YRARS scores but did nol demanstraie
iority i plauebu nossibly tue to 3 higher slacebio sfteet.

ey af SERDGL:L ifi the treatmen! of sehizopheeaia Was established in 3 shart-term {6-week} contralled trisls of

patierts with schizaphrenia whe met D8RE B-R criteria for schizephrania. Althgh a single fixed dose hatogeridal am was

incdiad as a comparafive froatmeanst in one of He Hiree trials, Heis single hataperide! tase grouy was inadequate ta pravide

a rekabde and valid comiparisen of SEROGUEL and hatoperidol.

Zevaral instrumenis were used for assassing gsychiatric signs and svmstems in these studies, among them the Brisf

Psychiziric Rating Seals {BPRS), 2 mubti-tem inventory of general izsyrhnpﬁihn 0y traditinnslty weed o evalusie the affecls

of drug treatiment in schizophreniz. The BPRS psychosis cluster {conesplual Sisarganization, haliicinatery sehavicr, suspi-

ciclsness, and urusual thought cartent) is considsred a saricularly vseful subset for assessing actively psychotiz
sehizophrenic patients, A second tradifionat assassment, 1z Slinical Glodal Imprassian (G843, reflects the impression of &

skillsd ohserver, fully familiar witk the manitestations of schizophrentz, shout the overall clinical stale of the palient. I

adcitios, the Suzle far Assessing Hegative Symploms {SANS), 2 move recemly devainped but less well evaluzied scale, was

srrployet for a55055i00 negakive symptoms.

The rasiis of she trials follew:

1. fnaB-week, placeho-conollsd trial {i=361) invahdng 5 fixed dages of SERODUEL (73, 150, 308, 600 ard Y50 molday
ar 2 fid schedule), the 4 highest doses of SEROGUEL were garerally superior te piagebn on the BPAS tofal score, the
BERS paychnsts sluster ani the OGI seventy soare, with e maimar effect seen at 380 myaday, and e offscts of dases
of 153 40 755 misday were generally ingistinguishabte. SERGQEEL, 21 a dose of 300 mgfday. was superios o placebo
oA the SANS.

. I a Gnzek, niacebo-controlled tiat (n=2861 involving tizration of SERAGUEL in bigh fup <o 750 mgiday & & fid
schedule) and lew {up 0 250 mog/gay on a tid schedule] dosss, ondy the high dose SERGGUFRL growp {meen tose,
506 mgiday) was generally suberiar to piaceho on the BPRS inlal score, the BPRS psychosis cluster, the G814 severity
scorg, 2ad the BANS.

& B aBeweek dose aad dose regiman comparison Uiad {n=618} invalving wo fixsd doses of SERDGIUEL {480 mg/day an
both bid and lid schegutes ant 50 moiday on a bid schedide), anky the 450 mg/day (225 mg bid schegule] dose group
was gengrally superier to the 50 mg/day {25 my bid} SERGOHEL dese groun on the BPRS total score, the BPRS
p5yehingis cluster, e GEk severity scote, and on e SANE,

Examination of popufation subseds {7ace, gender, and age) did not reveal any differentiat responsiveness en the basis of 1ace

4 gerder, with an apparantly greater ffect in patisnts under the age af 46 compared fo those olger than 40. The clinical

significance of this finging Is unkrown,

INDICATIONS AND USAGE

Bipolar Disorder

SERGOUEL 15 indicated for the treg

+  depressive episodes associaiad with binclar disarder

+  agule mamds episcovs assogialed wath bipoler | diserder a5 either monot
didprses,

Depression

The efficacy of SEROQUEL was eslablished in two identical S-week randomized, placehe-controfied desle-blind

chinical stucies, that included sither Bipolar § or If patisnis {see GUMICAL PHARMBCGLOGY). Effactivaness as not besa

sysiematically evakuated i clinical trisks for mose than 3 wesks.

lania

The eificacy of SEROQKEL i acute Bpslar mania wes established in two § D-week monstherapy trials and ane J-week adjlsnct

“hwrapy trial sf bipatar | patients initally hospitalized fer up te 7 deys far acule mania {see CLHBECAL PHARMACSLEGY).

Effectveness has not een systematically evaluzted in clinical trials far moie than 12 wesks in monotherapy and 3 weeks in

adjinet therapy.

The physician who elects 1o use SEROOUEL for axtended periods it bipalar dissrder should pericdically re-evahsate she fong-

term sisks and bensfits of the drug for the in al patient (zee DOSAGE AND ADMINISTRATION).
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SEROQUEL® {quetizping fumarate) Tablets

SERDOUEL® {quedianive famarate) Tablets

Schizaphieria

SEROQUEL is incicaied for the treatment of sehizaphrenia,

The eficacy of SEROQUEL in schizaphirenia was estadlished in short-rrm {S-week) controlled frisds of schizophrenic
inpatients see CLINICAL PHARMAGOLQEY).

The effecliveness of SEROCUEL s lang-tert use, thet is, for mors than & weeks, kas ot beer systamalically evaluated in
comirailed wials. Therafore, the phwsician who elects 1o ase SEROQUEL far aviendad periods shoukd periodically re-avaiuate
ihe inng-term usafiness of the drun dor ihe ingividual patieat {see BUSAGE AND ABWMKISTRATION).

CONTRAINDICATIONS

SERQQUEL is cortraindicated in individuals with & known hypersersitivity 1o this medication or any ¢f its ingreciens.
WARNINGS

Increased Mortality in Eiderly Pofients with Dementia-Related Psychosis

Eldesly patienis with dementia-related psyehasis treated wilh atypicat antigsycholic drags are al as increased risk of
teath comparad 1o placebo, SERQOUEL {guetisping) is nof approved fur the treatment of patienls with dementiz-telated
peychasis (ses Boxad Warning).

Clinical Worsening and Suicide Risk
Patienis with major depressive disardes (MED), both adull and pediatric, may exgerience worsening of thelr cepression
2rdiorthe emergence of suicidal ideation znd hekavior (suicidabity} o unusual changas in behavior, whether or not they are
aHinQ antigepressant medications, and this wisk may persist uit sigaificant zentissian ocours. Suickde is a known risk of
Geprassion and cortain gifier psyohiaivic disorders, and these diserders themselves arg top sirangest prediciues of suicide.
Thare s beer 4 fong-standing concern, howaver, it antidegressants may fave & rolg indnducing worsening of deprassion
ant the emergence af suisidatity i certen patients duing ihe early phases of treaiment. Pooied analyses of short-ferm
placehao-coniroifed triats of antidepressant drugs (SSRis and athers) showed [hat these drugs increase he risk of suicidal
thirking and behavisr (suicidality! in children, adofescarts, and voung adults {ages 18-24) with major depressive disordzr
(G0 and other psychiatri disorders. Short-term studies éid net show an ircrease in the risk of suicidality with anti-
donesssams compzred o placebe in adulls beyand 4ge 24 there was a saduction with ardideprassants compared to placelis
ir: adults aged 65 ang oider,
The ponle aralyses of placeno-contrafled iials in children end adolescents with W0D, obsessive compuisive disarder
{0GD), or other psythiatric diserdars mchuded a tofal sf 24 short-term deisds of 8 antigepressant drugs i over 4400 patients,
The pooted nalyses of placeho-controilzd frieks i zdults MEL or aiber psychiatrc disorders included a tofal of
2G5 shestterm trials it Gmr fon of 2 monds) of 11 astilepressant drugs in over 77,800 patiants, There was
consideraide vatial sI0Rg Orsgs, Bt @ tandengy toward an ierase in the yoaungsr palients for
almost 2 drugs studied, Thers were differences in absolute Tisk of suicidality across the Gifferent indicatinns, with: the
ugheslmmdannn | MDD The risk differences {rug ve pracehm however, wers ralatively stabla within age Sirata and across
fierences (deug-placebn differance in the rimsber of cases of sticidafily ger 1000 palients {reated)

in faile 1.

Tordive Dyskinesia

B wyrdsoime of petantially ireversible, imvoluntary, gysiinetic nowements snay davelep In patienss treated with antipsycholic
dnigs. Althpsgh the pravaiencs of the syndrome appears to b highest ameng the slderhy, especialy eloery wamen, it is
impossitle te refy wpon prevalence estimates to predict, at tha inception ol antipsyshotlc trealment, which pationts are fikely
to develop he syrdrame. Whether astipsychetic drug products differ in their poisalial fo cause tardive dyskinesia is
lifkngwn,

The risk of deveioping fardive dyskinesiz and the likelibood @at it wil beatme irreversibie are believed ts inorease as the
duration of freatman: and the total cemuiative dose of aripsyehotic drugs adimmistered 1o the patient increase. Howessr, the
synoroms can develog. althaugh much kess cammonly, after ralativedy bried reatment perieds af iow dases.

Thare is o &nown freatment for established cases of tardive dyskinesiz, although the syndrome may remit, partially ar
completely, if antipsychotic treatment is withdrawn. Anlipsyehotic treatmast, ilsel, however, may suppress for partially
suppress) the signs and symptems of the syndrome and fereby snay pessibly mask the snderlying zrocess. The effest that
SYMIDIOMZSc SUGHESSna A5 LRIt the iong-term course of the syndroms is uldiown,

Given these considerations, SEROGUEL should by prascrised in & manner that is mosi likely to miniméze the occurrence of
tardeve dyskinesia, GRronic 2AtpsYShotic treatment shouhd generally e reserved for patisnts who appaar to suffar from
a clironic Hness taat (1} is kmown te vespand & entinsyahosic drugs, and {2) for whemn allemaive, squally etfective, but
potentially less harmiud treatmants aee a0t available or aapeopriate. 1y paliends who do require clvenic frestmant, ke
smaflest dose and the shortest dization of treatmen! producing a satisfactory clinical respense should ba sought. The need
for continued freatment shoutd be reassessed parindically,

1€ signs and symatarms of tardive dyskingsi appezr in a patient an SERGBUEL, drug discantiniation shouls e censiderzd,
Howsver, somz patients may require rsatment with SERODUEL despile fhe presencs «f the syntroms,

Hyperglycemio ond Dicbetes Melfihus

Hypeeglycemia, in some cases sxtrame and asseciated with ketoacidosis o hypesosmolar coma or death, kas been reported
in pafients treates with atypical antipsychotiss, including Seroguel (see ABVERSE BEACTIONS, Hypergiycemtal.
Assessment of the refationstin between alypical antinsychotic use ard glizose abmormaliies i complicaled by the
nossibility af an increased hackerawrd risk of dlzbetes melitus in patients with schizophzenia and the increasing insidencs
o diatetes mellitus i the gerecd population. Given these corfounders, the refafiouship Between atygical antipsychetic use
and hyperplycemia-related adverse events is nat complately andersioad. Howewer, epidemiviogicat sludies saggest an
increased risk of reatment-emiergent hyperghcemia-relafed adverse evenis in pavents ireated with the atypical anti-
asychatics. Preciss risk astimates for hyperglycemia-refated adverse overts in patients treated with atypical anfipsychetics
are ool avallzhie,

Patieats with an established dlagnosis of disbetes melfius wha are started on alypicat antinsvohotics skauld be monitorad
ragularty for worsening of glicose controd. Patienis with risk factars for diabetes mellitus {39, obasity, family bistory of
diabeies) who sre starting treatment with atypical artipsychotics skould underga fasting blood glucose tesiing at the
beginring of treaiment and periediczlly Guring Ireatment. Ay galient treated with alypical antipsychatics shouls de
mositarad for symptoms of iypergivceria including nefvdineia, pebyuria, pofyshagia, and weakness. Patlants win develon

Tabie 1 symptoans af byperghyeemia during treatmest with alypical andipsychatios should urdergn fasting binad glucass festing, In
; ) soive cases, Typergiyeaimia has tasnbvad whan the atvpical antipsyehotis was discontinued; hewevsr, some patients raquired
Age Range ﬂn!n';%-!ii;:ﬁ?;un;:f;i:]?&c;;;:e“:ﬁ?; :;;];ﬁ[:ases sontiniation of anti-diadetic reztment despite ciecantinuation of the stspert drg,
! Compared Yo Placebo FRECAL;T'ONS
" ; - General:

<t 14 a:ﬁfi\lm[ml fases Hy ton: SERDOUEL may induse arthostetic hypelensins agsoclated with dizisss, lachysardia and, #
1824 5 avtitionat ¢ases some patients, syncape, especially during the initial o nse-titration period, probably Teflecting its ex-adrenergic antagonist
lecreases Campared to Placebo raperties. Syrcops was reparted in 1% (28/3265) of the patients ireaizd with SEROQUEL, campared with €1.2% {24954} o

25-64 1 fewer case nlacehe 2nd about 0.4% (2527) on active sonteg! grugs.
=65 5 fewer cases i SERCOUEL shausld be used with particular caution i pafierts with kngwn cardiovaccular disease (Kislory of myacardial

=| el case i

Ho suizides occurred in any of the pe There were saicides In the aduit trials, but the fumber was zot sufficient
1 rgagh any eandfusion ahout dreg 2
It Js amimown whether the suleidaliyy risk #xlends '0 longerderm use, Le., Deyond ssvaral months, Howsvae, thers s
sipstantial avidence from placebe-contralled maintenance trials in adulis wih depression ihat the uss of stidepressants can
delay the regunence of depression.

&I patients being treated with antidepressarts oy any indication should Be monllsred approgriately and olisetvad
elasely gt clinical worsening, svicidality, snd enusial changes in behavior, aspesiaily doring the initiad few manlhs of
2 apurse of drug Werapy, or 2t times of dose changes, either increases ar decreases,

The fallowisg syiepicms, anviehy, agisation, panic atiacks, insommia. irdtabiity, kostlity, aqaressivenass, impulsivity,
shethisa (psychemotor restlessnass), fypomania, 2rd miania, fave been reported in adull and pediatric patients being
treated with antiepressanis for major depressiee disorder 25 well as for ather indications. both psychiatric ant non-
5 . BSI0ugh 3 causal link setwaen M emergence of such symptoms and either e warsening of depressior andier
the emergenca of siiciial mpufsas fas not tese estabifished, thers s cancern that sush swmptomrs miay represent
precyrsars o emetping sticidal
Gonsigeration should be given 1z changing the therapenlic regimen, including possibly discantinding the medication, in
nalients whose depressian is persistently worse, or who are exgeriencisg emerpent suicidality or synplems that might be
precursars 4 worsening depressiar or suicidably, especially i these symptoms are savere, zorupt in onset, or wers not part
1 e patient’s zresenting Sympioms.
Familizs and saragivers of patienls being trented with antidepressants far major depressive disorder or ather indica-
tians, buth nsyehiatric and nonpsyeiiatric, shouid be alerted ahaut the need Lo manitor patients far the emergence of
auitalion, irritahility, snasial changes i bahaviar, aod 1ae othier symgtoms deseribed above, as wedl as \e emergence
of suicidality, ané to repetl sueh symptoms immetiately o health sare providers, Such menitaring shauld Inpluda dafly
sliservation by famitfes and saregivers. Prescriptions for SERCQUEL shedd he written for fhe smalest auantity of tablats
consisient with poad palient managentent, it sder 0 raduc the risk of averdose,
Screening Patiants far Rigodar Diserder: A major depressive opisoda may be the initial presemation of tipolar discrder, #is
gererally bekieveg (though ot establishied I controiled wisks) 1hat reating such an splsode with an antigepressant alone may
increase the fixeihood of srecipilativs of & mixedianic episode ik patianls at risk far disogder, ‘Whather any of the
sympterss desceibad above repesent sush 2 convarsian is unkaown. Mawever, pricr o intiating brastinaat with an anfide-
peassant, patients with depressive svmptoms should be adeguaiely scresned fo determine if they are & risk for bipsla
disarder; such screening shoutd inclods 2 detaded psyaiiateic histony Including a family history of siicide, bipofar cisrdes,
znd depression. [ should be nioted that SERDOUEL is apgroved for use in treating adull bipolar depressian.

Neurofepiic Malignart Syndrome [NMS)

A pedantially f21a] synptems comakex sometimes refarred 12 a8 Nourdluatic Mafignant Syrorome 1S} has been repariad In
assurigtion with adnsiisteation ef anfipeychalic dregs, meludmg SERDOGEL. Hase cases of NMS have daen resorted with
SERDOUEL. Clinical manifsstations of NAAG ara Ayperpyrexiz, muscle rigidity, eltered menfal statas, and evidence of
auicnomic instabifity (irregalar putse or bload pressute, tachyeardia, dizphorasis, and cardias Oysrhyihmiaj. Acditional signs
ey inclnde elevated crealine phosphokinase, myogob {rhzboomynlysis) and aciste renal faifire,
The diagnostis svatuation of palienis with this syadrenis is complicales, i zeriving 3t 2 diagaesis, it is impartart io sxclude
£ases whers the clinical prasentation inchudes bath seriass medical finess (e.g., preumonia, systemis infection, efc.} and

Ité

ifarction o7 ischsmic heart disease, heart faitee or eonguction abrarmaities), cersbrovascular disease or candiions which
would predispass patients to mypotension (ekvdration, hypouolemia and reatment with antitypertensive medicasions). The
tisk af arihogfatic hypotersion ard syrcepe mey be manimized by limiting the Inifiai dose to 25 rag bid (see DOSAGE AND
ADWHNISTRATICR.  hypoiersion scours during tiealion to it fargel dnse, 3 returs 16 $he praviaus Gose in the ftraticn
schedige s apprapriate.

Leuk i fa and A ooyl In chinical {rab and postmarkeling experinte, events of |sukope
newt-apenia kave liean reporiad emporally elated to atypical antipsychotic agems. including SERGOUEL. Agranuio
{inchsding fatal casss) has also been regorced.

Pessible risk faclnes far feukopenizimaltropenia inghede pes-axizting low white sell count (WBE) and history of drag induced
lescoperiaiatsrapenia. Patieats with a pre-existing low WEC ar 2 history of frug indisd feviepaniamentrensniz shosld
have Wz complete blood count (CBC) menitores ! rﬁquemiy during the first tew mondhs of therapy and should discontinue
SEROOUEL at the first sign of a decline i WSE in ahsence of oher causative facters.

Patieats with neutraperiz siould be catefifly monik
orompily H sich symploms ar signs oceir. Palients with severs neglropenia (absolite neafraphil sount <1
disesatinge SERCGHUEL and hava thelr WBC fctiowsd uath iocevery (ses ADVERSE REACTIONS).

Gatararls: The development of cataracts was observed in iaficn with guedi treatment in chronin dog studies
{sea Animal Taxicology). Lens ehanges have afso heen abserver in patients durisg long-tarm SEROQUEL treatment, hat
a sausal refationship to SERGQUEL sse has no! bean estahlished. Nevertheless, the gossililily of fenticelar charges
vamat be eucluded &t this time. Therefore, sxamination of the lens by melhods adegquate to detes! calarsc formation,
s as sH lamp axam or sther appropriately sensifive metkads, is recommendad al inftiation of ireatinent ar shordly
Ihergaiter, and at § month intervals duvng chronic retmant,

Seizures: Durisg clinicat trials, seizures occurred in 0.5% (2043490} of patients trealed with SEROQUEL compared 1o
0.2% {2/9%4) un glacebe and 9.7% :4:527} on active contral drugs. As with sther anfipsychotics SERGQUEL shoufd 2
set cagtiausly it patients with ¢ history of seizures or with conditions (et pelentially fower the selzure threshold, eg,
Alzlweimar's dementia, Conditions tas iower e seizuire treshold may Je mose provslert in 2 popuiaiion of 65 years o older.
HRypathyraidism: Ciinical tiaks with SEROQUEL demonsteatzd 2 dose-relsted deerease in fofal and frea thyroxine (T4} of
apnroimately 20% at the higher end ef the therapestic cose tange ant was maximal in the Tirst twa (o four weeks of
tesatment and maintained without adaptztion or prograssion during more cheonic theragy, Generally, Hess changes were of
no céaics sigaiicance and 1S wag unchanget Ik most potients and fevels of TBG weee unclanges, in ngarly ol cases,
cossafion of SEROQUEL fraatment was associaled with o reversal of Bie gffects on totad and dree T4, irespective of the
durzlion of treatment, About 0.75E (26/2489) of SERCOURL patients did sxprrience TSH increasss in monctherapy studies.
Six of the padients with TSHinereases needed replacemant thyreid ireatmant. In the mania agfinct studies, where SERDGYEL
was added 15 fithium or divalpraate, 12% (24/196) ot SERQOUEL trerted petients campared fo 7% {15/203] of placeba
freated patlents hiad efevatod TSH fevels, G the SERDOUEL freated nationts with elevated TSH ievels. 3 had shiultaneous faw
frag T4 lovels,

Gholesters! and Trighreeride Elevalians: |4 schizoghrenis trials, the progorlicns ot patients wah elevations to feuels of
sholesteral =240 mpfdl ang tighvcarides =200 mp/dl were 16% ang 23% for SEROOUEL treateil patinnts sespectively
comgared 10 7% and 16% for placebs patients respectively, In bipsiar cepression tials, the praparfios of patisnts with
civtesiernd and trighyesrides devations to these lovels wore 8% and $4% {or SEROOYVEL treated natienis tspeciively,
comiparzd jo 6% ocl'id &% for placebs patienis raspectively.

H faglk . Althougih an slavation of prolactin Jevels was ot demonstrzted in clinical trials with SEROQUEL,

ared for fever or ather symgtoms o sighs of infection ant treated
S00Mmm?} snould

untreaied or inadeqiately frsated extrapviamidal signs and symptoms fEF’S) Otner imp"nml censiderasions in tha
tifferentiad diagnosis meluds canlraf ankichalingroic toxisity, heat slroke, drog Tever and primary central nervous system
{OHS) pataalogy.

The reanagement of 434S shogld include: §) irmmediate disconty ot ardipsychotic d:ugs 2nd siher drags rel essential
$0 concurrent erg) mteRsive Symptomatic treziment ans medical monitering; and 3) {reatment of any foncamitant
serfous madical probfesns for which speailis treatments arg avaztaole. There 15 =y gereral Agreement abow specific pharma-
sological trealment regimens for M5,

B & satient coguires aripsychitic drag frealizent aftar recquery from A3, the patorial saintroduction of deug tharapy
should be carefully considersd, The gatient should be carciully monitorad sirgs securences of MMS hiave been repared.

mcreased penlactia levels ware obgervad i rai sludies wih ihis compound, and were assacisted with an inwrease in
rrarnmawg\arzd nsgglasia in rals {ses Cargi is). Tissiz culture iments indicate that appruximataly one-third ot
humar beeast carcers dre profaciin depsrdent f1 wirs, 3 iacter of pofeatia impeetance i the prescrigtian of these drugs és
centemplated in a patient with previously deteciad breast cancer. Alfhounl distwrbances such as galacterrhea, amesprriea,
gynecamastia, 2nd impotence have aeen reparted with prolectin-slevating comppunds, the clinizal signiftcance of elevated
sz protactin [evels is unknawm for most patients, Meither clinical studies nov epideriologic studies conducted to date
ave show: an association hetwean chronic agminictration of this clags of drugs and temoriganesis in humang: the avallabls
euidence is considared foe limited to be sonclusive 2t this time,




SERTGUELY (quetianing umsrate) Tablets

SERGGUELY {quetiapine famarate] Tabiois

transient and rewsrsinte elevations In serism wansaminases (primartly SLTY havs
bers reportes. I schizonbseaia riafs, the propostions ot patiends with transaminase elevations of > 31me: the tmper Enits
of the nosmal refarence range in a pack of 3 io S-week placebo-canteolisd frals were approximately 6% for SEROQUEL
sorpared 16 1% for piacebn. In acute bipalar manda drials, the proportions of paté s iransaminase elevations of
=3 times the voper Iirﬂits of fhe nermal eferencs range i oa poot of 3- to $2-week placeho-coniolid trials wers
epproximately 1% far both SERD: ant placedo, Thesa kepatic enzgyme elevations esually oceurred within the first
2 wzaks of dhug trediment and promotly retuined to ore-stidy levels with ongemg treatment with SERDQUEL, In binplar
cepregsion trials, the proportions of patients with transamirase slzvations of =3 fimes the upper iméts of the norma
refarence range in fwo B-week plasato-controlled ials was 1% fur SEROQUEL and 2% for placehe.

Elevations: Asymptom

Potential for Cognitive and Motor impairment:

Samnolerce was & sammeonty reparied adverse swabt repoited in patients trsted with SERDOURL espacially during the
35 day seried of infliad dose-ti . In sehizaphrenia itials, 5 s wias repsriad in 18% of patients on SEROOLEL
compared 16 11% of plae! s, [ acuie Bipol maniz irials ysing SEROOUEL 25 monotherapy, somnolence was
reported in 16% of patents en SCROGOUEL compared fo 4% of placebe patients. In zcule bipalar marda trials sing
SERULEL a5 adjunct therapy, strmnolence was raparied in 34% of patients un SCROQUEL compared 10 9% of placebs
jatiends, In bipelar depression SERnEEnGa w?smr!uﬂen 28% of pafienis on SEROGUEL comparer! to 7% of placebp
patierde. In thess Iridhs. sedation was rapsried in 30% of patizrts or SEROGUEL compared to 8% of placebo patients. Since
SERDGUEL Fas the prential 1 impair judgment, thinking, or imotor skills, patients shoulg be cautionad abait performing
acfivilies reguising mental alertn sch as sperating a molr vehicle fincluding aotomoniies) v operating hazardus
machinery endl they are reasonably certain that SERDOLEL theragy doss nct affest tham adversely.

Prizglsan One case of priapism i & pationl receiving SERGUUEL Bas bosn reporied pricr to market imtroguciion. While
sl rofasonship o use of SERGOUEL has aot beer estabiishad, oifer drigs with alpha-adrenergic dlocking eflects have
i ontedd 30 induce prisnise, and it is passible ihat STROOUEL may shave this capacy. Severe prizpism may resire
srgical intervention,

Body Temperaiure Ragulation: Although rot reported with SERDCUEL, disrupiion of the bedy's abifity fo retuce core body
lemperaluze has been aiributed fo arsipsyshotic agents. Appropriaty caré is advised when preseriing SERDOLEL for
patients who will be expariensing conditiens ¢ may conribuiz it an slevation in core bory 1emgerature, £.9., exercising
strentiusly, expostre 1o extrame neet, receivitg concomitanl megicatian with holinergic activlty, or haing subjset @
defydration,

fysphagls: Esephapeal dysmatility snd aspiration kave beer as “Dcia’eﬁ‘*ﬂl’\ antipevaholic drirg gse. hslration presmenla
is a comman cacse of morbigity and mostafy in elderdy palisnts, | advanced Mrheirier's demantla,
SEROQLEL ard sty antipsychotic drugs should be used cautious? fleris a sk for asoiration preumonia.

Suicide: The possibiity of 2 suicide atienpt is inherent in bipclar Sisnrder and schizophreniz; cinse supardsion of high risk
patierds should accomiany orug Herapy, Peescripbians for SERGOUEL should be writier far the smaliest quantity of tablels
cansistent with good patient management in order (o reuce He risk of ovardose,

In 2 eight-week clinical studies in paté fipclar depression (M=1048) the ncidence of treatment emergent suicidat
ireal r suicige atlampl was low 2ad simitar 1 placebo, (SEROOUEL 360 mg, /350, 1.7%, SEROOUEL 600 mq, 97348,
2.6%; Placetn, 71347, 240°%).
tise ir Patiens with CeacomHant iaess:
Hinasses (5ea Renat Impairment and Hep
SERUGUEL has ol been evalueled
infartion or unstagle heart fisase.
Secause ef the risk of ortho
Onhostatic Hypatensian).
Withdrewal

Agtte withdrawal symplosg, such 88 naisea. vomiting, and insomnia have very rarely heen described after abjupt cessation
of sbypicat anlinsyshitic drigs, metuding SEROGUEL. Gradusl withdrawal is advised.

cal expetiatics With SEROCUEL in patiersts with cerain coscomitant systersic
toinder CEIHICAL PHRRISACOLOGY, Speciz! Proliaions} s limited.
fo ahy aparecisbie adent i patlents with 2 racent history of myctardiad
ah these ciagnoses ware extluded from pramarieing cknicsl shidies.

Palieals
ypoiension with SERGOUEL, caution shoudd e observed in cardiac palients (see

Information for Patients
Prasaribars ov other Realts professionals sheubd nform patiants, ek fal
rigks gssatizied with traztment with SEROGUEL and should coursef ther: in its aparanrate use. A patiert Madiczion Guide
FHH degressant Sedicines, Depression and iher Serons B Hlness, and Suicidal Thoughts o Actions™ is
svailaliz for SEROQEEL. The preseriber or heakih professional should instruct patisnss, ek famifes, and thelt caragivers io
read it Madicalicn Guide and showld assist fhiem in urdersianding iis contents, Patients showls be given tie opportuniy to
disciss s contents of the Medicaiion Suide ard (v ablain ansr'g's to any guesticns they may ha complete e of
the Kedicaton Guide is raprintec a1 the end of thig docurm

Patients skault be advised of the fallowdng issues and asked to alent their prescriber if these ooour while faking SEROOUEL.
Llinical Wirsening and Suiside Risk: Fatients, their famiti s, EﬂdT ir carsgivers shoutd Be eqcouraged to be alert to the

ar thair caregivars aout the besefts and

ence of enxigly, agitation, parde aftacks, nustility, zggressiveaess, mpulsivily. akathisia
rps; 05"]0|Ci’§€'¢t[655h555 o5 I Dehavior, worsening of degression, and suiciss!
i Hose is adjusted ug of do A1 raseqivers

5 s%nmd he advised o loak s of skmr" symptans on 3 day-lo-day basis, since changes may be
abiiept, Such symatns sheuld be repniied to the palierd's prestiber or heatth professional, eszecladly if they are severs,
abitagt in onsel. or werg nod part af Wg patient's presenting synuploms, Semplams sych as these may be associated with &n
increased risk for suicidal thinking and behavior and iedicals @ need for very clage sonitosing and possitly changes in the
medicaticn.

Onhestatlc Hypolension: Patiznts should He advised of
pering of nitial doss ltratien, and aisa al times of re

risic af orthostatic hypetension, espacially during The 3-8 day
teeatment er incrazses in dose.

inlarlefance wiih Eagmime and Mutar?erfcrmame 5mc= semrc\ance was acomi \cnh‘ e"\uzlﬂd fc‘verse ayent assscir:tad

a mator vehicle |
ierany dues nat
Pregiansy: Pa
during thetapy,

Nursing: Fatienis shauld be advised nol 1o braast teed if they are aking SERDULEL.

Loncomitant Medication: &5 with oiher madicaiions. patieats should be advisec to notify their physicians if they ate taking,
o [ fo $ake, sy preseripien o ouee-the-catntar §rigs.

Aigabol: Patients shouls be advised 15 avsid consunsig alcofelic beverages while aking SERJGE
Heal BExposize and Dehydration: Patisals shoukd be advised segarding appronriaie care i avoiding cverheating and
felydration,

EeukapeniaMeutapenia: Patienls with & are-existing fow WEG or 2 histary of dnig induced leukopenisfauirapsnia should
ise adwised that they Tave their CBS manitered whilz faking SEROH

luding amamamirs; or upef.:% i} ha?amons ’ﬁa”! rinery, Lﬂl‘i they are ’ezsnﬂahiy Ledam Ihal SESOGUEL
e them atvarsaly.
s shoillth b6 advised to molify their physician if ey Seseme pregnan! ar intend {o become pregnari

taboratory Tests

Patienls with 2 pre-gdisting low WBE or a history of grag induced leukapeniafmeutrapeniz shauld have fheir compiels
[siood caurt (CBC) moritoren frecuently gurng the first & rifis of tharapy ané shoulg discontinie SERQGUEL at tre
first sigh of @ decling it W8S in absencs of other cassative factars. {See PRECAUTIONS: Leukepaniz, neutropenia and
agranudacytesis.)

Drug Interactions

Tha risks of using SFROGUEL in combination with other dnsgs have not hear extensively evaliaied in systematic studies.
fian the arsmary SHS edfects of SERDOU auiion showdd be used whea it is taken in combénation with stier contialy

aiting drygs, SERDOUEL notentiated th5e e and moter effects of aisohol in 2 clinizal trial in subjests with selecied

psyciatic disprders, and alceholi beverages shonkd te avaiied whits taking SEROUUEL,

Because of ifs potentiat (or indveing mepotension, SEROQUEL may erhance the effects of cerain antthypedensive agants.

SERDGUEL mey sitagonize the effects of svadops and Sopaming 2genists.

The Effect of Cther Drugs on Quetiapine

Phenyteir: Soadministration of quetiaping {250 mg tid) and phemytoin {100 mg tid) ingreases the mean oral dlasrancy of
quetiapine By S-odd. Increased doses of SEROOUEL may be requived fo maintain contred of syapioms of schizoptenia in
palients receiving quediaping &nd phenyteia, or ofher hepatic enzvme intucers (g.9., carbamazepine, harbiturates, rifamain,
ghicocerticaids). Caution shoutd be taker if phenyloin is withirzwn and raplaced with 2 non-inducer (e.q., valproale) (see
DOSAGE ARD AGMINISTRATION).

Divatgroex: Coadministration of quefiapine (150 mg bit) ant divalpraex (300 mg hid) increased the mean maximurm plasma
concentration of guetiapine 2t stezcy-state by 17% witheet zfecting the exient of absarplion or mean oral clearance.
Thioridazine: Thieridazine {260 mug bid) incrensed the aral clearance of quetiaping {300 my bie} by 65%.

{imetiting: Administration of multipie datly doses of cimetiding (403 mg tid for 4 days) resuited in & 20% decrease in
e mean oral earance of quetiaping {150 my tid}, Dosage ackistment for guetiagiie 1s not required when 13 i giver with
simetidive.

430 3A Inhibttors: Coadministeation of ketsconarole (200 mg once deiby for 4 davs), 2 poters mnikiter of cyochrome
P450 34, secuzed oral clearance of guetiaping oy B4%, resiiting B a 335% Increase In maxinion: plasma cenzantration of
Guetiagine. Caution (reduced cosags) is indicated when SEROQUEL i sdministared with ketocarazole ard other inhibitors
of ayteehrarme P450 34 fe.g., itraconazole, fluconazale, eryinmmyain, snd pratease inhibitors).

Fluexetine, idpraining, Halopetidal, and Risperivare: Soadmingtrativn of flupxeiise (G0 mg once daily, imipraming
175 mg bid), faloperidot (7.5 mg bid), or risperidone {3 my bid} with guesiaping {300 mp bie} did not aiter the steady-stats
phasmecsinetics of queliapine,

Effect of Quetiapine on Other Drugs

Lezazepam; The mean aral shezrencs of lorezepam: (2 ma. single dose) was veduced by 20% in the presence of quetiaping
admiristered s 250 mQ #ig dusing.

Divaigrsax: The mean maximum: concantration ang exient of abserplion of 1etel and free valpraic acid al steaty-stale were
deereased by 10 to 12% when divalprosx {506 mg Hid] was administered with quedizpiae (150 mg bid). The mean oral
clearancs of total valproi acid {sdministered 2s divalproex 500 ma bid) was increzsed by £19% ir the presencs of quetiapine
{150 mg Bid}. The changes were noi signif
Lithigr: Coacomitant ademinisération of quetiaping (250 mg e with dithism had a6
pharmesskinetic sarametars of fthiurn,

Rrtinyring: Acsnirdsteation of nultiple daily doses up te 750 sgiday (09 5 46 schedysle} of guetiapie to stbjecis with
A psyehotic disarders had no clinically selevant effect oa the cleararce of ardipyring or urinary resevary of anfipyring
meizhofies, These resiils indicats that nuetiaping roes not sigrificantly induce fiepatic enzymes responsible for sytechrome
P45 migdiated metzbolism of antipyrine,

afect on zny of ke sleagy-state

Carcinagenesis, Milagenesis, Impairment of Fertility:

Laretnagenesis: Carcinngenicizy studies ware conéucted in 057BL micg ard Wislar rats, Guetiaping was administered in the
fiettn miss At cases 51 20, 75, 250, ard 7540 mgrkg and 19 rats by gavags at deses of 25, 75, and 260 mg/kg For teg vears.
Thise doses are ecutvatent to 01, 0.5, 1.5, &nd 4.5 times the maximase fuman dose (300 mg/day) on & modn? basis {mice)
or 0.8, 0.9, and 3.6 Emes B1e marimus NUMan cese on 2 spgin? Dasis {ralsl, Thers were stetistically sigrdicant inceaasas
i thyreid gland follicutar adenomas in mele s af doses of 280 ang 780 mofkg o L8 and 4 185 the TEdam iman
dnse o 3 M/ basis and in mals rats &t a dose of E‘G 'ﬁgﬁ(ij of 3.8 tings the maximyrn Rursan doss ar & muim? hagis,
Bzmmary qland adsaocarcinomas were st iy sigrificantly increased in domale rafs &t all doses tested (25, 75, and
250 med or 0.3, 19, and 3.0 times e maximum recommended human dese on 2 mgim? hasis).

Thyroid foficubar ceff adenomas may havs resulied fram chromic sdmulsiion of e thyraid aland by thyreid stivulating
hormaore (TSH} resulting from erhansed metabolism and clesrance of ibyroxine by rodert [iver, Ghanges in TSH, thyraxing,
ane thyrovine clearance consisfent wirh this mech; were ohserved W suhehronic loxizity stidies in rat and mouse and
in a 1-year toxiity study in rat; however, the results of these studies were raf defi he refevance 4f ihe increases in
shyriid {ulticadar caff agenomas to uman risk, trvugh vhatevar mechanism, is unknown.

Artipsychotic d:uqs have heers shawn f chroni nade profactins fevels i rodents. Serum measurements in a oy
toxicily study showed thal quetianing increased median serur prokoctin fevels 3 maxdpiee of 32- and 13-fold in male and
Tesra!a s, respectivaly, Increases I manmary nocplasms have teen feund in rodents afer chronic administration of other
o drags 2ad are considersd to be profzctin-medizied. The relavance of s increased incilerce of prodzcline
medistod maremary giand fnters in ris 1o uman Kk i uinown (e Hygerpralaciinastia n PRECAUTIONS, Guneral).
Mutagenesis: The mutagesic potential of gustiapine was tested in <0 i who Gacterial gane mutation assays and in an
i viire mawimalian gene mutstion aseay in Chinese Hamister Cvary cells. However, sufficlently high concentrzfions of
gueliznire may not have been tised for all tester strains. Quetiapine did prodice a reprodieible increase in mutasions in one
Salmonea fyphiinurium tester strain n the presence of matsholic activation. e svidence of clstegenic poiential was
ubtainet inan i virs chremesomal aberration assay in cubtured human iympnocyles or in the in Wio MECIGRUCIEDS assay
if: rats.

Impairment of Fertility: Ouetiapine decreased mating and fertity i male Spragse-Dawley rats at oral doses of 30 and
50 mylig or 0.6 and L8 Hmee the mavimum numan dose an & mgm? basis. Drug-releied effects included increases in
snterval ta mate and in the e 0f matings 1equized for seecessiul impregnation. These effects continued te b cbserved
& 150 mofg even a'ter a fwo-week nerica without treatmend. The no-effect dose far imsgaired mating and faatifity in make rats
was 25 sk, o 0.3 times dhe maximum fuman doss ofl a mging basts, Cuetiaping adversely attected mating and ferlifiy
in female Sprague-Dawlay rats at an orsl dose of 50 myfkg, or 0.6 times the maximum fizman dose os & ma/m? basis.
Drisg-relates effzcts included decreases in matings and ;1 matings resulting | ruzee}nanuy‘ and an muraa“ in the interval o
mmaie. AN increass in irreguiar estius cycles was s
numar doss on a mohn? hasis. The no-2flect dose i famele vals was ¥ mgda, or 0.01
& mEim? basis,

i

nes the maximam hurman tase G'\

Pragroncy
Pregnuncy Category C:

teralogenic palential of quetiapine was studted in Wistar rals ard Duich Beftsd rabbits dosed diricg the pariod nf
Hn gvidence of a teratogenic elfzct was desecied in rats at doszs ol 25 1o 280 mofig or 1.3 jo 2.4 fimes the
an dase an a mg/m? basis rabhits at 25 to 700 mosky or 0.6 fo 2.4 Umes He maximuEm Faman dosa on
a mg/m? basis. There was, however, evidence of embryoifatal toxicily. Delays in skelatal vssilication were detected in rat
fetuses, al «loses of 80 and 200 ma/kg (0.6 and 2.4 finies thie makimum human dose on a mgn? basis) ard in rabbits &
50 and 108 mgdkq (1.2 and 2.4 times the maximam Riman dose on 2 meine Gasis). Fetal hody welght was redugad i ra
fetusas at 200 moMky ard rabhit fetises ad 100 mydkq (2.4 fimes the maximim hurear Gase or a mo/n? hasis for tioth
spacies). There was an increased incidencs of & minor seft tissue ananialy (saroaltarsal Hexaie} In cbbit fetuses 2l s dose
of 100 mgdkg (2.4 tirnas the madmum hinis dose on 3 mafm? Basish, Buidence of maternal toxcity § errEades i hody
weight gain andfor deathl was abserved at the high dose in the rat study and at all doses in the sabbit siedy. In 2
erifposinalat rearsouctive study in rats, no dnsg-refated effects wers nbserved ai dosas of 1, 10, and 20 mofhg or 0.8%, 8,12,
and 0.24 times ihe maximum human dose pn a mg/m? hasis, Sowever, in & prefiminaty perifpostratal study, {nere were
ingraases in fetal and pup desth. and decreases In mear Fiter weight at 150 mp/kg, or 3.0 times the maxfnum human dose
TN A rRQANE hasis.

There are no adequate and wel-cortzoded studies B pragnerd women and qustiagine sheuld e 1sed during pregnancy anly
i the potential benef't justities the potentizl risk to tae fefus,
Labor and Delivary: The effect of SERDOUEL an laber and gafiva
Hursing Mothers: SERD(E
excretad in furmsan mil 1t

FURRARS 15 UnkAown,

H mals daring factation. i is set krown § SEROGHEL i
seonaaended Mat womerrece g SERDOUEL shauid not breast feed.
Pedlalrlt Use: The safely and eftecliveness of SEROGUEL in pediniric patients havz rot heen established. Anyong
considering the use of SEROGULL in & child or adolescent must Salance e potentiat risks with the clinicd rend.
Geriairic Use: 01 the approxvimately 370G patients in clinicat studies with SERGDUEL, 7% (232) were 85 yaars of age of svsr.
I peneral, there wes no indication of any different tolerability of SEROQUEL i the eléerly compared 1o younger aduls,
Meverthelzss, the presencz of factors thal might decrease pharmacoi fearance, increasa the pharmacodynamic




SERDQYUELT iquetiapine fumarzie) Tablets

SERQOVEL® [quetiapine fuinarate) Tabiets

rasponse o SEROUUEL, or cause povser teferance of oriosiasis, sheuld lead i considerstion of & lower starting duse,
stower titratior, ard earstul m y duting the Wit dasing periad in the elderly. The mean phsma ciearance of
SERGUUTL was radured by 30% to 0% 4 efderly pasents when compared %o veusger patiests (see Pharmacokinetics
e GLINICAL PRARMACOLOGY and DOSRGE ARD ATRAIRISTRATION).

ADVERSE REACTIONS

The information batow is derivad fram a siinical trial database for SERDOUEL consisting Crﬂ\'?\ 3700 patlenss. This database
includes €95 patienls exposed 1o SEROQUEE for Hee Uivatiment of bipolar depression, 405 patients exposed to SERGQUEL for
the ireaiment of acute tipelar mamia (monatheragy and adjunst therapy; and approximately 2800 patienis andfor normal
3 expoaed o1 e more doges of SERCQUEL for the ‘real—wri c' sc\hz"pr-rema

acute bipoter mania, and 698 |
arad tagir experiance corespnnded
SRODUEL. varies geeatly and inclided
tients g cuipetients, fived-dose and
3 or 101uer Enm exmsme Aduessn rea{.tmns wiere assessed by collesting acverse
ins, welghls, lborasory analyses, ECGs, and resulls of eprinalmoiegic

[ goia( aep\assmr] wwe paumxes wno g‘
I3 agproxinatsly 992 ] waueai ‘,Jea\s. H

pat d in mul’\p1= dose efiestiveness
imm ﬂﬂ cJJra ion al Ireq?mem w

tnse-titration
evenls, resulis of ghy
grarinations,
fidverse swenls during exg
0f their oen eaoosisg. Gonss
EXEREACING EOvarse events
cateyoriss.

I e tables 2nt tazidalions that fofiow, standard COSTART terminoleqy fas baen used ts classily resorted adverss events
‘o1 schizophrenia and bipiar m WiedDRA tesminatogy has besn ussd 1o classify reperied adverse events for bipolar
depressian.

The steted frequencies of adverse evenls reprasent the propertion of individuals whe experienced, ai least ance, a #eatment-
emergent adverse eveil af the type listed, An ave 5 congidersd freatment einergerd if it aceurred for the first time gr
woysened while receiving Therapy foliowing basefne evaluation.

Adverse Findings Observed in Short-Term, Controlled Trials

Adverse Events Associated with Discontinuation of Treatment in Short-Term,
Pacebo-Controlled Trials

Bipolar Disorder:

Depression: Jverall, dseangnuztions due 1o adwerse svents were 12.3%
500 my ang 5.2% for placebo.

Mania OweraHl, discontinuztions due 1o advelse svents waere 5.7 % for SEROQUEL ws. 5.3% for placebo in morctherapy and
3.6% for SERGEUEL ve, 5.0% for placebio in adjunct thesapy,

Sthizophrenia: Ouerall, thers wag litlle difference in the incidence of discontinuation due to acverse events (4% for

2 were abéained by general inguiry and recorded by clinicat investigators Lsing ferminoisgy
»nt\y it is nof gossible fo grovide & meaningful estimate of the proportion of individials
ut firs! grouping simifiar types of events into a smaller mimber of slandardized event

fer SEROOUEL 309 g ve $9.0% tor SERGGUEL

SERCCUEL s, 5% for placebo) in a pout of corirrited Irials, However, tissantinuations due o semralence and hygutension
were considered 1o be drug safxied (see PRECAUTIGNS):

Advprss Event SERGOUEL Placeln

Semaolesce 38% %

Hypoiension 84% 6

Adverse Events Occuring 2t an Incidence of 1% ot More Amiwg SERGOUEL Treated Patlents in Shori-Term, Placeho-
Gomrolled Telals: The prascriber should e aware hat the figuses in the tables and tabufations caraot e usad to oredict the
incidence of side effecls in the cowrse of asual megical prastice wiare patient charactaristics ard other factors differ from
‘hose that prevailed & (e o ilarly, W cited Trequencies carnot fe compared with Sgures abiaired fram ather
clinical investigasio uses, and invastipatars, The sited figuras, however, do provice the
arescriGing phy 3 fer estimating tha refative cantribution 5f drug and nondug fastors to the side sffect
incidence in the pogulation shid
Tabie 2 srumarsies the icidence, rounded to the nosrest percent, of Yreaunent-emorgent adverse avenis that nequrred
during acte terapy of schizophreniz (epto 6 weeks] &1 Dipoetar sania fun 1 12 weeks) 5 1% of nors of patients traates
wilh SEROGHEL (doses ranging fram 75 lo BGG mgiday; whers dence in paiients ireated with SEROGUEL wee graster
than the nmdeme in placsts-iraaied palienis.

Table 2. Treatment-E it Adverse Experd ingid it 3- 1o 12-Week Placsho-Controlled Cinieal Rials
fur the of Sehizophrenta and Bipeiar Mania (manatherapy)
Baty System/Preierred Term SERGOUEL PLAGEED
(=118 {1=484}

Roty a5 2 Whole
Headache W%
Pain 5%
Autheniz 3%
Abdorinat Pain 1%
Back Pain 1%
Fever 1%
Sardiovaseudar

Tathycardia B4 4%
Postural Hypatessian 4% 1%
Digestive
iy Moath Bk 3%
Constygation % k1A
Nomiting 5% i
Dyspeneia 5% 1%
Gastiotrtarfs % %
Gamma Glutzmyl Transpeplidase Invressed 1% %
etaholic and Nutriticnal
Wit Gain 2% 1%
SGFT fntreased % 1%
SGOT Increased 3% 1%
teervous
Aggitation 20% 7%
Swnnolence % 8%
Dizziness % 3%
ity 4% ¥
Respiratary

Phasyngilis 4% 3%
Rhinitis 3% 4
Skin and Ropendages

Resh A% 2%
Special Senses
Amltyipia % 1%

idence was surl o or less dhan placeb are rol dsted i the !

in, cough incieased, depressicn, diarrhea, exirapyraridal snd ne
increaseo anpelite, infection, insomniz, levkoperia, maluise, neasea, nerveusnass, paresthssia, peripheral
G §0SE,

Everts for fiveh We
ancior
hypertania, mpote
edema, swealing, [ramur, i

im Hses studies, the most commanty ohetrved aducrse Svenis 2esociated with the use of SEROGUEL (ncidence of 5% or
greater) and chserved at 2 sate o SERGOUEL 4t least twice that of placebs ware somnolsnce (38%), dizziness (11%), diy
mauth {9%), canstipation (8%, SGFT increased (5%), weight gair (5%}, and dyspapsia {5%).

Table 3 enumarates the inclience, rouided te the neatest percent, of treatingnl-emergent adverse everds that occired
during therapy {up 1o 3-weeks) ol zcute mania in 5% or morz of patients treated with SEROQUEL idoses ranging fram 100
to 800 mog/day} used 2s adjict therapy to lithium and divalproex where the incidence in patients reated with SEROGUEL
was qreader than the ircidgnes i placebi-treated patients.

Yable 3. Treatment-Emergent Adverse Experience Incidence in 3-Week Placelie-Gontrelled Clinical Trizls
tor the Traatment of Binalar Mania (Adjuect Therapy}

Bady System/Preterred Term

SERGQUEL PLACERD
{1195} {n=203}
Body as 2 Whale
Heatache 7% 13%
Astgniz 1% 4%
Alsdaminal Pain kS ¥
Back Pain 5% 3%
Cardievascelar
Fostural Hypatension T %
Digestive
ey Mouth 1% ¥
Constiatizn 10% 5%
Faztabefic and Nutritional
Waight Gain 8% 3%
Nervous
Serinofence 4% ot
Dizziress % 5%
Tramgr 8% %
Aginntion & 4%
Resgiratory
Pharyagitis 3%

T Eegnts for which thy SERCOUEL imcidenca was
akattéss, Harrhen, somnia, wnd nausea.

to of bess than placehn ate nof Lled in % febie, bt inckided the Hllewing:

In these slucies, the most commaniy nbserved adverse evanis associated with he use of SEROOUEL (incidence of 5%
o greaier) 2l ohservsd at a 12te on SEROQUEL &t deast twice thai of placebo were semnolence (34%). dry mouth
(19%; asthenia {10%;, corstinatian (10%), dhdorinal pait (7%, postural kypotension {7%), pharyrgitis (6%), and weight
gain (6%}

Table 4 garmeratas e Incidence, rounded to the nearest serceal, of ireattment-emergent adverse events that soourred
during therapy {up to -wesks) of Hipslar deprassian in 5% or more of patients lrested wilk SEROOUEL {dosss of 308 amd
600 mgiday) where the incidence in patients troaled with SERQOUEL was greaser than the inciderce i phacebo-freatas
patients.

Table 4. Traaiment-Emergent Adverse Expaviense Incidence in 8-Week Piacebo-Confrolled Clinical Triats
for the Trealmen of Bipelar Depression

Body Systarm/Preferrad Tanm SERDQUEL PLACEBD
in=50R} (=147}

Gastrointestinal Diserders

Diry Mostl 44% 13%

Gznstpation 0% 4%

Dyspapsiz 7% 4%

Yormiling B 4%

General Bisorders and

Adimiristrative Site Corditions

Fatigue 10% 8%

Ifetabolism and Kutrition Disorders

incriased Apgetity 55 3

trarvous System Disartars

Secation kit 8%

Somackensa 28% %

Dizfiness i T

Lethargy 5% 2%

Respiratosy, Thoracie, and

Mediastinal Disorders

MNasal Congestian 5t 3%

 fverts for which the SERGQUEL incidence was cqual b or Bes Lian pliceda ére eot listed in the table, Suk inchided the followiag:
AAUSER, UPR2r raspiratary tract infectinn, and hwadache.

in these studiss, the most commondy abserved advarss evints assecialed with g vse af SEROABEL [ircidence of 3%
o greafer] ang ohserved at @ rate on SERGOUEL 2t least fwice iat of piacebs wers dry mouth {44%), secation {30%),
soRcienge {28%), oizziness (18%), tonstipatian (10%), keihargy | and nasal £enpesiion {5%).

Exploraiions far irderactions on the basis of gender, ga. and race dis Aot reveal any clinicatly masningful differences i the
adverse event gecurreage On 19 basis of thess demaqraphic facknrs,

Dose Dependency of Adverse Events in ShoriTerm, Placeba-Conirolled Trials

Tuse-refaled Adversy Evants: Spontansoushy elicited adverse event data frar a study o schizophrania camparing five fived
dasgs of SERGAUEL (78 mg, 150 my, 300 171, 608 g, and 750 mg/éay’ ta placedo were explored for doss-relatediess of
adverse events. |.ogiste regression arafyses sevaaled 2 positive dosa response (p<.05) for the following adverse svanis:
dyspapsie, andomial pain, and weight gain,

Extrapyramidal Symptoms:

Bystonia

Gass Effect: byirpmms of dystoniz, profenged abnormat conlraclions of musele proups, may ucgur ik susteptibis
individuals during the first few days af ireatmerd. Dysienic symptoms incluge: spasm of the neck mussles, som
pragressing to lightness of th thenat, swallowing ditticulty, ditficuit breathing, andfer pratnssion of the tanque. Whil
symatoms can oocur at low doses, they oceur mo#s frequenily and with greater sevarity with kigh gotency and & highar
doses of frat genaration artipsychotic drugs. An slevatad rigk of acute dystonil s observed in rmales and younger aga
GO,

Bata from she B-weak chinicar izl of schizophveria comparing five fixad doses of SERDCUEL
a0 mgitkay} proviged evidene for the faok of freatment-amergast extrapyrsnsidat symptoms {£PS) and dose-refaledness for
£PS agsosialed with SEROQLEL breatmerd. Thiee methods wess usad to measyre EPS "]SLuson—f\ngusmtassccreimeaﬂ
change from bassfine} wiick alas parkinsonism aed akathisia, (2) incidence of spantarenus complaints of EPS
(akalfiisiz, aidngsia, cogwheed rigichy, extrapyramidal syndrome, fyperionta, hypokinesiz, neck sigidity, and sremer}, and
(3) 156 of anticholinergic medicetions (o trsal emergent EPS,

(75, 145, 300, K08




SERGOUEL® (quatiapine tumarate] Tanlots

SEROQUEL® {quatiapine fumarate) Tablets

i System: pathoiogical fractiee, myasthenia, twitching, arikralgia, arthifis, l2 eramps, bane

SEROGIEL
Pirgele | famg i 150my | 3%0mg | G0Gmg | 70myp
3.6 L i -8 1.8 -1.8
18% &% 5% 4% 8% 5%
Anhchu?merg\c medications| 4% 1% | 16% k] 2% 1%

fr sty sdditionsl placeba-centrodied chinical trials {3 i acuie maniz a05 3 In schizophresial using variatde doses of
SERCGULL, there were no ditfersnces belwesn the SEROCUEL and piscetn treatmant groups in the icidence o EPS, 25
assessed by Simpson-Augus tolal scores, spoatansous complaints of EPS and the use of concomitant anticholinergi
medications {0 freat £PS.

1 taro placeho-gontrofled clinical tials far the treatmert of bipolar depression using 200 my and GG mg of SEROOUERL. e
ircidence of adverse events poterdisily relared 1o EPS was 12% in both dose graups and 5% in the placebs groua. In these
siugies, the incitgace of the individual adverse ewents (29, akathisia, extrapyramidat disorder, fremar, dyskinesia, dystana,
restlessness, muscle contractions imvakuntary, psychomator hyparactivity and moscle rigisity) were gensrally low and did
ngl grcead 4% i any treaiment graug.

he 3 traziment gronns wers sirilar in mean change in BAS {otal score and BARS Global Assessreent soore at the end of
treatment. The uss &f cancenitand aatlcholingrgic medications was infrequant and similar acrass the three treatrsent grauns.

Viol Signs and Loboratory Studies

Vital Sign Changes: SERD: i associatad with orihestalie fygotensin (ses PREGAUTIONSY

Waigh! Gair b sehizopiirenia t“tlslnfprupomo'ss! patients mestng a weight gain criteran of = 7% of body waight wers
coapaned in a posl of four 3- 1o S-week ;‘lacnto -confrofled dinical trials, revealing a statictically sigsficantly oreater
incidenge af weight gain for BEROGUEL (23%) cainpared te placeda (5%, in mania monotherapy trisls the propordions of
patients meating the sume weight pain ceiterion wers 21% comparsd te 7% 1 placabe and in mania asiuncd therapy trigls
the propartion of palisnis meeling the same weight criterion were 13% compared to 4% for placebo. in bivalar depression
trials, ihe proportions of patients eetng the same waiht gain citerior were 8% comparad to 2% for placeno.

Lahoratory Changes: An assessment of te oremarketing sxperierce far SERGAUEL suggrsted that it is associated with
asymiplamatis increages in SGPT and increases in both fofal cholestaral and trigycerides (see PREGAUTIONS).

I placebo cantroled monntherapy chinical trisls involving 3358 patients o SERCGHUEL and 1515 an placsho, the incldence
of at least ore pocurrence of reutrophif count <! 109/L among patierts with & normal baseling nevtropiil count and at
teast ore mailable folfow up faberatory measurement was 0.8% H10/2567) in patients trzated with SEROGUEL, compared to
{.1% {2M249) in palients traated with placebo. {See PREGAUTIOKS: Lekapenia, neetropenta and agranefosytos’s.)

i posi-marketing clisl sholesternt {fpredeminanty LDL cholssiersl) fiave Been obsarved.

| tiials, elevations in zah
Hyperglycemia
I 2 loag-tern place\m -comtrafied clinical tridls, mesr exposige 213 days for SERGOUEL {848 patients) and 152 days for
placebo {880 patiants}, tse expestre-aciistad rate of any increased dlpatt Jhecase loved {126 modl) :DT{M'\ smars thar
B haurs siicg 3 meal wes 18.0 oe 100 patienl years Ior SERGCIEL {18.7% of patients) and 9.5 o5 piacebo per 100 patignt
yaass §4.6% of patients).
In short-derm [§2 weeks duration or Jess) placebin-controlied clinical trigls (3242 paticrds treated with SERQOUEL ani
1400 treated with placehod, the percent of patients who had 7 fasting Wood glucase =728 mofdl, o @ non fzsting Slone
glusnse =200 myfol was 3.5% tor quetiapine and 2.1% far placens,
In & 24 week trigh (activa-cantroled, 115 patients treated with SERDQUEL) desigried 1o evaluats ghycemic stalus with oral
alocose folerance tasting of all patients, at weak 24 Gence of 2 treatment-emergent post-glucose challengs glucoss
leval =200 mpfil was 1.7% zad the incidence of a treatment-gmargent Dlogs hicose level 2126 my/lL was Z.5%.
EGG Changes: Bstween groug comparisens for pocled phcebo-controlied trizls reveaked no siatistically sigmificant
SEROQUEL/lzeate differences in the paportions of natients expariencing petentiafy impoitant changes in ECG paramaters,
1 = of patlets orilerla for ach;candia WEIE COMPares
rentent of sghi npnremarwahnqa {4,'39 ' incigensa far
1 acute {monoiheragy) bipoka: 3 prapartions af
{1192} for SEROQUEL compared ¢ (0FETRY incisence for
et frials the srepe ‘@ﬂs of patients meeling the samg critria wes 0G% (3165) fae
L bst\uiar depression trials, no patienss fad heart fate increases
0> 12) Beats per minute, 3EROQUEL use was assooivies with 2 mean ingrease in head rals, 25508560 0y £CG, of 7 beals
per mingte Lomparsd 1o & mean increese of 1 oeat per minke emong placebo pavienis, Tisis skght tendenty 10 tachycardia
gy be refaded to SERGOUELS prtentia for inducing orhosialic changes (see PRECAUTIONS..

Other Adverse Events Ohserved Dering the Pre-Muri(enng Evaluation of SEROQUEL

Fulliwing is 3 fist of GCOSTART tering that refiect treatment-amergent adverse evards as dafined in the introduction 1o the
ADVERSE REASTIONS section reporied by patients treated with SEROCUEL af mltipls doses =75 mofday during any phase
af a lrial withia the premarketing datadase of aupmmmaluEy 2200 patients treated for schizaplirenia. A reparted events are
inchuged except guse already disted in Table 7 erelsewheie in lahefing, thoss events for which a drug causs was remate, ang
ihose event 'emws whicl were so generat as ta ke uminforimative, 1 s imporant ta emphasize that, altheugh the events
seported scruired during treatment with SEROGUEL. they wers no& necessarify caused by it.

Evaits are fariher categoslzed by bacy syslem and Hsied i ordar of desreastng frecusacy acanrding Lo the followsng
definitions: frequant adverse svants are those 0551Ting i at least H’UG ga'wm iy those not akeady listed in tae
tabilated resiis fram placeho-costrofed iras appear ik th t adyerer Svents are HeSE SCClEning W
171803 30 171800 patieats; face tvenls are 1hoSe SOOLrG 1 Jauel H
Nervous System: Freguen hyperio stz iofrequent: abrermal drﬂams Cyskmasn i abnormal, tardive
dyskinesia, vertiga, Inveluntany movemones, confusion, amwesta, psyn! hahiss s, tuparkdnesi, oo creased
utirary resertion, nsocrdington, pararais raaction, abnarmal gait, n%y:c\mus deusione, manit reaction, apsthy, stads,
depersanglizstion, stupar, bru satanis redction, heminlegia; Rare: aphasia, bucsnglossal sundrome, cherzoathetosis,
deliruny, emstional lagiisy, eupkoria, Sbide decreased*, nevicalgia, stuitering, subdurak hematnma.
Budy as a Whele: Fraguest: Au syndremie; Mdreguant nock sal, pelvic pain®, suicide atempt, malz
seaction, ohills, facz ederna, meniliasis; Rare; abdomen erlarged,

Digestive System: Fraquent anorexia; Mfrequent. 60 salivation, Increased appatite, gansma glutamyl trangpejtitase
increased, qingivilis, dysphagia, Tatulence, gastrossteritis, astritls, hemortioids, sloratits, hirst, toath caries, fesal
incunlingnce, gastroasonhageal wefiux, gum nemarrhage, moulh ulcaration, ractal hemsrriage, twrgua edema; Rars:
lossiiis, hematemesis, itestinat shsfruction, melena, pancreatiis,

Cardievestular System: Freguent jsah Jifreguent; wisodietation, QT interval prolenged, migraiis, bradyeardia,
cerebeal [schemia, wregular pulge, T owavs absermnad Uf oundle hranch bock, cetshrovascidar sscideat, dagp
thrombophighills, T wave inversion, Rarg andina pactolls, tibriftation. AY Blagk first dagree, cangestive heart failure,
ST elevater, trombopalabitis, Twave Tlatlening, ST abrarmafity, ncreased QRS durstion,

Respiratery Systert. Fregient: pharyngitis, rindis, cough ipcizesed, dysprea; infreguem, preartania, spictods, asthmg;
Bare:Hiceup, Sypervsatilalion,

Wetabolic ard Nelritionad System: Frequent: peripheral edzma; fmrequent: weight Ioss, aikaling phosphatase increased,
Biyperfipenvia, alcohol intpleranca, dehydration, nyparoliceria, creatinine incressed, hypoglycemia, Rare: glycosuri, qout,
hang edema, kypokalemia, water imtoxication.

Skin and Apnendages System: Fraguent: sweating: Infregiant: pruritus, acns, aczera. contact dermatitls, maculspapular
rash, seharthes, skin vloer; RBare: exf se dermatitis, psorizsis, skin discoloration,

Uregenital System: /nfrequenl: ysmi Lringzy ncontingnce, meirarhagia”, impaigace”, dysuria,
vaging! manifiasis *, abnormal gjaculation”, cyst t,uerry amenarehga”. femals tctation*, leukarthea™. vaginal
hemarchage” A =, Aoctria, polria, acste kidney failure,

Special Senses: Infreqagnt: con 35, laste parversion, blaptardis, eve paiy, Bars:
atinaemality of accommadetion,

SFﬁDEUE\ somparad fo 3
SERES Moghog li~e criteria o

, phiotosensitivily

*agjustes for genter

nain.
femic and Lymphatic System: Fregtent leukoperda; Dnfregaent: levkosdosls, snemia, acchymosis, sasinephifiz,
Hyposhromic ansmia, lymphadenopathy, syanosis; Rare: hemoiysis, frombosyiopenia.

Tadoteing Systeny. Mfreguant hypothyroidism, diahetes wefflus, Rars! hyosrihnroldism,

Post Marketing Experience:
Adverse evenls reparied singe market intreduction which were temparatly safated o SERGQUEL therapy includa:
anaphylactic reaction, znd resifess fegs.

ther arfvarse events repoited singe matket Introduction, which were temporally related ta SERGGUEL therapy. but not
nesessarily czusally related, includa 1he fallowing: agranulocyiosis, cardiomyepaihy, hypanatremiz, myncarditis, thabdo-
myslysis, syndrome & inapqrapriate antidiuretic hermone seeration (SIADH], and Stevens-Johnsor Syndrome (55).

DRUG ABUSE AND DEPENDENCE
Controfled Substance Class: SEROOUEL is not a controlied substance.

Physical and Psychologte Dependence: SEROULEL has not been systematically studied, i animals or humaas, far e
aolential for sbuse, loleranse or physical deperderce. Whils the diinisal triaks cid ool reveal any lendency for any
drug-seaking behavior, these observations werg not sysiematic ant if is nof possible to gredict on the asis of ihis Emited
experienie the extent to whicl & SNS-active drug will be misused, diverlag, and/or 2bssed once markated. Sonseguenty,
satients should e evaleated carefilly for a fistsry of drug abuse, and such patienis shoald be shserved closely for signs of
amisUse of abuse of SERDBUEL, 2.0, development of tolerancs, increases in dass, drug-sesking hehaviar,

CVERBOSAGE

Hurman experience: In tinical tiaks, survivel ias been reparted in acute gvsrdoses of ap to 30 grams of quetiapine. Most
patients who averdosed experianced no adverse evanls orrecovered fully from ihe reparied events. Deathi has been 1zported
i a Clirical trial foflowing an overdase of 13.6 arams of quetiapine alone. In general, reperled signs and symploms were
those resulting irom an exaggaration of the drug’s known phanracologicel efacts, fe, drowsiness and sedation, tachyecardis
and fypotersion. Patients with pre-ewisting sevare cardiovascuiar disease may be 2 ar increased risk of the effecis of
overdose (see PRECAUTIONS: Odhostalic Hypalension), Cne case, invohing an estimaled nverdose of 9600 mg, was
associated with Inpokalarsia ang dirst degres haart black, b post-marketing axperience, thare have basn very rarg reporis of
everdoss of SEROQUEL dorie rasulting in death, come, or QT prelonpation.

Management of Overdosage:

In case 5f acule everdosage, estabfish and imaintain an airway ard ersure adequate axygeration and vantilation, it
favage (afier infubatior, 1f patient is unhanscmusj antt administration of actheled charcoal fogether with a laxative should he
consideree. The possiifity of obtungation, selzare or dystenic reaction of the Beac and neck foiowing ousrdose may ceaate
a sish ot aspiration with mgduces s, fardicvascilar menitering shouls commenge mmetiataly and shesld inchude
ratinupas sfertrotardiographic monkoing to detect possitie ahwibmis, W ambamhyiAmic feevapy s admimisieres,
ds0pyramide, pracainamice and quiniging cary A thearetical hazard of addtive UT-profonging effects when administered
in patieats with acute overdosage of SEROCUEL. Similary it is seasonabin 1o expest thel the alphs-adranesgic-tlocking
properties of bretykum might be additive to hose of guetiaging, resulling in prabiemalic hypateasion.

Thera is Ao specifie antidode to SERDQUEL, Tharefore apnropriatz supporthie measties should e institutad, Tha possisility
of miLitiple drug invelvernant shavtd 2e considarsd. Hypotension aud cireulatary collapse should be treated with apgropiate
Ingasures such as intravenous fuids and/or sympatidmimetic agenis {apinestrine and dopamine should ret be used, since
beta stimefation may worses hypotansion in she setiing of quetiapine-induced afpha blockade]. In cases of sewere extra-
pyraridal symptams, antichofinergic medication shwd be admirsteres, Close megical supsrvisien and monitgring shoald
continiez pntd the patient recovers,

DOSAGE AND ADMINISTRATION

Bipolar Disorder

[eprassion

listal Dose: SERDGUEL shoud be administerad once datly 2t bedtime t reach 300 myiday by day 4.

Recom Dosing Schedule
A — B A . £ Dy 3 Day4
; SEROGUEL 56y 105 mg 200 g MG mg i

i the clininal tials supparting eflectiveness. the desing schedule was 58 mg, 108 mg, 200 mg ang 300 mp/day for days
1-4 respectively, Patients receiving 600 119 increased tp 460 mo 08 day § and 600 /g oA fay B (Week 1k Antidepressant
efficacy wis demonstrated with SEROQUEL 2 both 300 mg and 600 reg howsver, no additional benefit was seen in the
BE0 my groep,

Maniz

Usu,;f Doss: When vsed 25 reonotherapy or adiunct ferapy it lithium o¢ divaiaroe), SERDGUEL showld be iniliated in
j doses totaling 100 mo/day on Day 1, increased to 400 marday on Day 4 i incremants of up o 10 mgfday in bid divided
d . Further dosage adjustments up tc 200 muy/day by Gay & shauld ba f incraments of ne greater than 200 mg/day. Data
indicates that the majority of patients respanded hetween 400 f0 800 mg/day. The safety of dases abova 800 mo/day nas not
besn eveleated i oliniead trials.

Schizophrenic

{suaf Dose: SEROGUEL should generally be sdministesnd with an
25-50mQ 56 or tid 0% the second and thist day, 25 tolerated, o 2 target dese sange of 360t £00 mg daily y e auth day,
given 2id of B, Further dosage adiustments, ¥ indicaiad, shoidld generatly oeou at intervals of nol iess than 2 days,
as steady-state for SERGOGUEL would not be achisved for appraximately 1-2 days in the ypical patient. When dosage
adfistments a2 diecessaly, duse increments/decremants of 2550 mn bid ars recommended, Most efficacy data with
SEROOUEL were abtained using fid ragimens, but in one conteofied teial 225 mp bid was aise sffective.

Efficacy in sciizophrania was darmonstratad in & dose sange af 150 to 750 modday in the cinical wigls supporting the
efecliveness of SEROOUEL. In 2 dese respunse study, doses abova 300 moiday were not demansirated fo be mare
efficacious than the 300 moédzy dose. in other studies, however, Joses in the range of 408-500 mg/day appeased fo e
nearded. The safety of doses above BOO mg/dsy has miat been svaleated in clinical wigls.

il gose of 23 g bid, with incieases iningrements of

Dosing in Specicl Populations
Censidaration saould be given to 2 sfewer rate of doss fitration and a Iower target dase in the eldery and in patients who are
iebilitatest or who have 2 predispostion to Typotensive reastions {ses GEINIGAL PHARMACDEDAY). When indicated, dose
escalation should e narformed with cautinn in 19ese patisnts.
Pesients with hepatic impaimment should e started on 23 mo/ay The dose shouk be increased dafly in ncrements of
25-38 myfday 10 an effeetive dose, depending or (he ofinical response ang (lerabidity of the patisnt.
Yhe eliminztion of quetiapine was enhanced in the presence of phenyioin, Higher mairgerance doses of quetianine may be
sequired when it is cosoministered with phenytoin and gtler enzyme induesrs sisch as carbamazeping and phenobarhital {See
Trug Interastions under PRECAUTIONS;.
Maimenance Tegatment: Whike there is o body o evidence available lo answer the question af fipw: long the patient frealed
with SERGOUEL should be maimiained, it is ganesally secommended tat respanding patients be continued beyond the scute
1espanse, but at the lowest dose reeded to maintzin ramissien. Patferss shoul bs periodicafly reassessed Lo delsrmine the
need for maisieaance ireaiment.
Reiitiation of Treatment in Patienls Praviousfy Dlscontlinad: Although thare are no datz 0 specificaly address
reinitiation of rezlment, it is recommended Hial when rastarting palients who have had an inierval of 2% than ane week
off SEROGUEL, fitration of SEROQUEL is nof reguired and the maintenance dose mav be reinffiated. When restariing theragy

f 5 wiho have seer off SERGAUEL for more thar ong week, th initial titration schedule shoud be follaved.

from & : Thers ars fo gy ly coliected data to specifically address swilching patients with
schizophrenia from antpsychatics fo S8ERDOUEL, or concesning soncomiant administraion with antipsychosica. While
immediate discontinuation of the previous aniipsyehotic reatmant may be accoptable for some patients with schizophrenta,
moeee gratua ddiscortinuation may he most approprisie for others. i all cases, the perlod of overlapping artigsychotic




SEROOLEL® (nuefiaping fumarate) Tablets

SERBOUEL™ {quetiapine fumarate) Tabists

acrinistraton shoudd te minimized. Whier switching patents wih schizopieenia from depot aniigsyekotics, i medicaliy
anprogelate, idiats SEROCL any 0 iace of e next schediled Injsction. The nead for continuing existng EPS
niedication should Be resvaliales per ly.

HOW SUPPLIED

25 mg Tablels (MOC 0330-0275) neach, roued. bicsnvex, Hin coated ablets, identified with "SEROOUEL and '25' on one
side ard pain on the other side. are supplied @ botfles of 100 tanlets and 1800 tablets, ard hospEal unit dose packages of
100 tadsieds.

50 tmy Taplets (NOG 03#0-0278) wihife, rouind, bicosvex, [#m coaied lablets, identified with 'SERDOUEL' and 50" an pae
side znd plain on $he other sige, are supplieg in Dottes ¢ 104 tablels ard 1000 tabiets, and hospRal il dose packages o
100 faitets.

100 mg Tablets (MOG 0340-0271) weHsw, raund, biconwex film coaled tablefs, identified with 'SEROOURL' znd '100" on one
side and plein on the piver side. ate supzlizd in battles 5¢ 100 tasiets and hospital nit dose packages of 100 fablets.

200 mq Tablets {NDG 0370-0272] white, raund, biconvex, film coaled tablets, ideniffied with ‘SEROQUEL arnd 200" on oae
side und phain on the othar side, zre sunafiad in hottles of H00 taslets and hospitaf unii dose packages of 100 1ablats.

303 mg Tabiis {HOC 0310-0274) white, napsule-shzped, ticanues, file coated ablets, inlzgliated with ‘SEROGUEL ar one
sida and ‘300 o the other side. are sunpled i dotifes of B3 ablets, ard hospitzl unil dose packages of 100 tablsts.

408 mg Tablets {MDC 8310-0279) yellnw, sapsak-shapzd, biconvisy, fiim coated tablets, intzgfated with ‘SERGAUEL en one
sigz and ‘480" be: the oiher sice, are supplied & bolties of 155 tablets, and nospitat enit dose packages of 100 falbiets

Stote gt 257 {77F), excursions permitied fo 15-30°C (8%-36"F} {Ses BSP],

ANIMAL TOXICOLOGY

Quetinpine caused 3 dese-eulater increass in pigment deposition in thwroid gland in rat soxcty studies which were 4 wesks
inderation < onger and in 2 mauss 2 year carcinogonicity study, Beses werd 10-250 mgfkg in rats, 75-T50 mofeg in mice;
these doses ave 0.1-3.0, ang 0.1-4.5 times the maximuin recomimanded buman dase (00 o moim? basis), respestively,
Pigraend deposizion was shows to he rveversible i rats. The itenlity of the piment could not be determinad, but wes found
1o be ep-dngalized with quetiapire in thyroid giand {ofisular epithelial cells. The funciional effests and the relevance &f this
findirg 16 human sk are unknown.

In 4045 receiving quatiapins o7 6 or 12 months, but nal for 1 monily, fecal trisgular cataracts cocusred 8l the function of
posteriar suitises in the ouler cortex of the fens at a dase of 100 myiks, o 4 times the maximun recommended haman dose
on & mg/m? basis. This finding may be due to inibition of chalestersl biosynihesis by quetizpine. Guetizning caused 2 dose
telated reduetion in plasna cholestero fevels in repeal-gese dog and monkey studiss; however there was no corzelation
fetween plasma cholesteral and the prasencs of cataracts in individugl dogs. The apnaarance of deRa-B-chalestanol in
plasma is congistent with inhibition of & ale stage in cholesterol biosynifiesis in these species. Thers alss was 2 29%
reductior. ik caolestersl content of the clter cortex of the lens absarvad in 4 special study in quetiaping treatad female dogs.
Drug-related cataracts have not been sserin any othar species; bawswer, IR a T-yeer study in rankeys, & stristed appearance
of tha anterior lans surface was detested ik 2/7 famales 2t a dose of 225 gk or 5.5 times the maximum recemmended
huimas dose o & mg/hT? basts.

Medication Guide

Antidepressant Medicines, Depression
and other Sericus Menta! llinesses, and Suicidal Thoughts or Actions

Read the Medication Guide that comes with your or your famiy member’'s antideprassant madicine.
This Medication Guida Is anly about the risk of suicidal thoughts and actions with antidepressant medicings.
Talk 1o your, of your family member's, healthcare pravider ahout:

« 4l risks and benefits of reatment with antidepressant medicines
+ &} treatment choices for depression or other sericus menta! Mness

What is the most imporiant information | shauld krow ahout antidepressant
maditings, depression and pther seriois mental illnesses, and suizidal thoughts
or actions?

1. Antidesressamt medicines may incraase suicidal thoughts or actions in
some children, feenagers, and young adults within the first few months of
freatment.

2. Depression and ofher sericus menial illnesses are the most important
causes af suicidal thanghls and actiens. Some peeple may have a
particutarly high risk of having suisidal thoughts ar astions. These include
neopte who have for hava 2 famiy histary of) binolar iness (also called manic-
depressive Hiness) or suicidat thoughts or actions.

3. How can b watch for ang tey to prevend suicidal thoughts and actians in myself
; ar a family member?

. Pay close attention fo any changes, especially sudden changes, in mood,
behaviors, thoughis, or faelings. This is very important when an
artidepressant medieing is started or when the dose is changed.

¢ Gafl the nealthcare provider right away to raport new or sucdes changes
in maad, hehavior, thoughts, or faelings.

* Kaen alf follow-up visits with the healthcare provider as scheduled. Calt
1ha heaitheare provitder between visits as needed, especially if you have
cancerns akout symptoms.

Call a healthcare provider right away if you or your family member has any of
the follewing symptams, espesially if they are new, worse, or worry you:
. thoughts about suicide or dving

. attemats to comenit suicide

. new or worse deprassion

. new of Worse anxiely

«  fealing very agitated or restless

. panic attacks

»  trouble sleeping (insomnia)

. new of worse irritability

’ acting aggressive, being angry, or violent

. acting on dangerous imoulses

. an extreme ingrease in activity and talking{mania)

s other enusual changes in behavier or mood

Vthat else do i need {0 know ahout antidepressani medicings?

+  HNever stop an antidepressant medicine without first talking 1o a healihcars
provider, Stopping an antidepressant medicing suddeny can cause other
symptoms.

«  Antidapressants are medicines used fa ireat degression and othar ilinesses.
it is important to discuss akt the risks of treating deprassion and also the risks
of net treating it. Patients and their families or othar caregivers should discuss
all freatment cholces with the healthcare provider, agt just the use of antide-
prassanis,

+  Antidegressant medicines have oiher side effects. Talk to the healthcars
provider abaut the side effects of the medicine prescribed for you or your family
membat.

»  Antidepressant medicines can inferazt wilh other medicings. Know ali of the
medicines that you or your family member takes. Keep a fist of all medicines to
shaw the healthcare provider. Do not stait new medicines without first checking
with your healthcare pravider.

+  Not all anfidepressant medicines proseribed for ehildren are FDA
aparaved for use in children. Talk to your child's healthears provider for mets
information.

This Medication Guide has been approved by the UL.S. Food and Drug Administration
ior all antidepressants.
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