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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
SeroquelXR 400mgprolongedreleas tablds
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans400mgquetiapingasquetigine fumaratg
Excipients:Also containdactose.

For afull listof excipients,seesection6.1
3PHARMACEUTICAL FORM

Prolongedreleasdablet

Product imported from Italy and the UK:
Thetabletarewhite andengravedvith “XR 400’ on onesideand plain ontheother.

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

SeroquelXR isindicatedfor:
— treatmenbf Schizgphrenia,including
 preventingrelapsein stableschizophrent patientswho have been maintained on SeroquelXR.

— treatmenof bipolar disorder:
» Forthetreatmemhof moderateo severemanic episodesn bipolar disorder
» Forthetreatmemnof majordepresive episodesn bipolar disorder
» Forthepreventionof recurrencen paientswith bipolar disorder,in paientswhosemanicor depessiveepisode
has respondedo quetiapingreatment.

» addontreatnmentof majordepresive episodesn paients with Major DepressiveDisorder(MDD) who havehad
suboptimalresponséo antidepresantmonotheapy (seesecton 5.1). Prior to initiating treatmentgclinicians
shauld conside the safetyprofile of SeroquéXR (see section4.4).

4.2 Posology and method of administration

Differentdosingschedugsexistfor eachindication. It mustthereforebe ensuredhatpatients receiveclearinformation
on theappropria¢ dosagdor their condiion.

SeroquelXR shouldbeadmnisteredoncedaily, withoutfood. Thetabletsshouldbe swallowedwhole and not split,
chewedor crushed.

Adults:

For the treatment of schizophrenia and moder ate to severe manic episodesin bipolar disorder

SeroquelXR shouldbeadmnistratedat leastonehourbefore ameal. Thedaily doseat the startof therapyis 300mg
on Day 1 and600mgon Day 2. Therecommaded daily doseis 600 mg, however if clinically justified thedos may
be increasedo 800mg daily. The doseshouldbe adjuste& within the effedive doserangeof 400mg to 800mg per
day, depending ontheclinical reponseandtolerablity of the paient For maintenanceéhem@pyin schizophreniao
dosageadjustments necesay.
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For the treatment of depressive episodesin bipolar disorder

SeroquelXR shouldbeadmnisteredat bedtime. Thedaiy dosefor thefirstfour daysof therapyis 50 mg (Day 1), 100
mg (Day 2), 200mg (Day 3) and300mg (Day 4). Therecommexdeddaily doseis 300mg. In clinical trials, no
additional benefitwasseenin the 600 mg groupconparedto the 300 mg group(seesection5.1). Individual patients
may bendit from a600mg dose.Dosesgrederthan 300mg shoutl beinitiated by physciansexpeiencedin treating
bipolar disorder In individual patients,in the eventof toleranceconcernsglinical trials haveindicatedthatdose
reductionto aminimumof 200 mg couldbe consdered.

For preventing recurrencein bipolar disorder

For preventing recurrencef manic,mixedor depressve episodesn bipolardisoder, patientsvho haverespondedo
SeroquelXR for acutetreatmenbf bipolar disorde shoutl continueon SeoquelXR atthe samedoseadministeredat
bedtime. SeroqueXR dos canbe adjuseddependingon clinical responseand tolerability of the individual patient
within the doserangeof 300mg to 800mg/day. It isimportant thatthelowest effectivedoseis usedfor mantenance
therapy.

For add-on treatment of major depressive episodesin MDD

SeroquelXR shouldbeadmnisteredprior to bedtme. The daily doseat the startof therapyis 50 mgonDay 1 and2,
and 150mgon Day 3 and4. Antidepressat effectwas seen at 150and300mg/day in shorttermtrials asaddon
therapy(with amitriptyline, bupropion citalopram duloxetine escitalopran, fluoxetine,paroxeine, sertralineand
venlafaxine- seesection5.1) andat 50 mg/dayin shortterm monotheapytrials. Thereis anincreaedrisk of adverg
event at higherdosesCliniciansshouldthereforeensurehatthe lowesteffective dose stating with 50 mg/day,is
usedfor treatnent. The needto increa® thedosefrom 150to 300 mg/day shoutl be basedn individual patient
evaluation.

Switching from Seroquel immediate-release tablets:

For moreconvenientosng, patientswho arecurrently being treaedwith divideddosesf immediatereleaseSeroqué
tabletsmaybe switchedto SeroqueXR atthe equivaknttotal daly dosetakenoncedaily. Individualdosage
adjustmentsamaybenecessry.

Elderly:

Aswith otherantipsychoticandantidepessats, SeroqueXR shouldbe usedwith cautionin the elderly, especidy
during theinitial dosingperiod. Therate of dosetitration of Seroqué XR mayneedto be slowe, andthedaily
therapeutidoselower, thanthatusedin youngerpaients. The meanplasma cleaanceof qudiapinewasreducedoy
30%to 50%in elderly patientswvhencomparedo younge patients.Elderly paientsshouldbe startedon 50 mg/day.
Thedosecanbeincreagdin incrementof 50 mg/dayto aneffedive dose dependingon theclinical responsend
tolerability of theindividual patient.

In elderly patients with major depresive episodsin MDD, dosing shouldbegin with 50 mg/dayon Days1-3,
increagg to 100mg/dayon Day 4 and150mg/dayon Day 8. Thelowesteffective dose stating from 50 mg/day
should beused.Basedon individual patient evaluaion, if doseincreaseto 300 mg/dayis requiredthis shouldnotbe
prior to Day 22 of treament.

Efficacy andsafet hasnot beenevaluatedn patientsover65 yearswith depressivespisodes in the framewvork of
bipolar disorder.

Children and Adolescents:

SeroquelXR is notrecommendedbr usein children andadoks@ntsbelow 18 yearsof age,dueto alack of datato
suppat usein thisagegroup.Theavaiable evidencefrom placéo-controled clinical trials with Seroquels presentd
insections4.4,4.8,5.1and5.2.

Renal impairment:
Dosageadustmentis not necesary in patientswith rend imparment.

Hepatic impairment:
Quetigineis extensivelymetabdized by theliver. Therefore SeroqueXR shouldbe usedwith cautionin patientswith known
hepaticimpairment.especiallyduringtheinitial dosingperiod. Patiens with hepaticimpairmentshouldbe startedon 50 mg/day
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Thedose canbeincreasedn incrementf 50 mg/da to aneffective dose dependig on theclinical responsendtolerability of
theindividual patient.

4.3 Contraindications

Hyperseansitivity to theactivesubsanceor to anyof the excipientsof this product.

Concomitantadministrationof cytochrome P4503A4 inhibitors,suchas HIV -proteasenhibitors,azole-antifungal
agent, erythromycin, clarithronycin andnefazodoneis contraindicated. (See sedion 4.5).

4.4 Special warnings and precautions for use

As Seroqel XR isindicatedfor thetreatnentof schimphreniapipolardisorde andaddon treatmenbf major
depressive episodesn patientswith MDD, the safety profile shouldbe consideredvith respecto theindividual
patient s diagnoss andthe dos beingadministerel.

Long-termefficagy andsafetyin paientswith MDD has notbeenevduatedasaddon therapy howeverdong-tem
efficacy andsafetyhasbeenevaluatedn adultpaients as monoherapy(seesection 5.1).

Children and adolescents (10 to 17 years of age):

Quetiapines notrecommendedbr usein childrenandadolescerd bdow 18 yeass of age,dueto alack of datato
suppat usein thisagegroup.Clinical trials with quetapine haveshownthatin additionto the knownsafetyprofile
idertified in aduls (seesectiord.8), certan adverseeventsoccurredat a higherfrequency in childrenandadolescents
comparedo adults (increagdappetite elevaionsin serumprolactin, vomiting, rhinitis andsyncope)r may have
differentimplications for childrenandadokescentgextrapyramdal sympbms)andonewasidentified that hasnot been
previouslyseenin adultstudiesincreasesn blood pressure)Changesin thyroid functiontestshavealsobeenobserve
in children andadolescents.

Furthermore the long-term safetyimplications of treamentwith quetapineon growth andmaturationhave not been
studiedbeyond26 weeks.Long-termimplicationsfor cogniive and behavouraldevelopmenarenot known.

In placebecontrolledclinical trials with childrenand adolescent patents, qudiapinewasassociatedwvith anincreased
incidenceof extrapyramidakymptoms(EPS)comparedto placéo in paients treatedfor schizophreniapipolarmania
and bipolardepressiorfseesection4.8).

Suicide/suicidal thoughts or clinical worsening:

Depresionisassociateavith anincreasedisk of suicidd thoughts sel-harm andsuicide(suiciderelatedevents).This
risk persiss untl significantremssionoccurs.Asimprovenentmay notocaur duringthefirstfew weeksor moreof
treament,patientsshouldbe closely monitoreduntil sud improvenentoccurs.It is generaklinical expeiencethatthe
risk of suicidemayincreag in the early stageof recovey. In addition, physciansshouldconsiderthe potentialrisk of
suicide-relatedeventsafterabruptcesation of qudiapinetreatnent,dueto the known risk factors for the diseaséeing
treded.

Other psychiatrc conditionsfor which qudiapineis prescribedcanalsobe associateavith anincreasedrisk of suicide
relaedeventsIn addition, theseconditionsmay be co-morbidwith major depressivepisodesThe sameprecautions
obsewvedwhentreatingpatientswith majordepressiveepisodeshoul therdore be observedvhentreatingpatients
with otherpsychiatricdisorders.

Patientswith a history of suiciderelatedevents or thoseexhibiting a significantdegreeof suicidalideationprior to
commencerentof treatmentireknownto beatgreate risk of suiddal thoughtsor suicideattemptsandshouldreceive
carefulmonitoring duringtreament.A meta anaysis of placebocontrolledclinicaltrials of antidepresant drugsin
adult patiens with psychiatricdisordersshowedan increasedrisk of suicidd behavioumwith antidepessant€ompaed
to placeban paientslessthan25 yearsold.

Closesupervsion of patientsandin particular thoseat high risk shouldaccompanydrugtherapy especiallyin early
treamentandfollowing dosechange:
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Patients(andcaregiverof paients)shoutl bealerted aboutthe needto monitor for anyclinical worsening suicidal
behaviour or thougtis andunusuakhangsin behaviourand to seek medicd adviceimmediatelyif thesesymptoms
present.

In shortertermplacebacontolled clinical studies of patientswith major depressivepisoasin bipolardisorderan
increasdrisk of suicide-relatedeventswasobsevedin youngadul paients (youngerthan25 yearsof age)who were
tregdedwith quetapineascomparedo thosetreaedwith placebo(3.0%vs. 0%, respectivey). In clinical studiesof
patientswith MDD theincidenceof suicide-relatedeventsobsevedin youngadult patients(youngerthan25 yearsof
age)was?2.1%(3/144)for quetiapineand1.3% (1/75) for placéo.

Extrapyramidal Symptoms:

In placebocontrolledclinical trials of adult paientsquetapinewas assocatedwith anincreasedincidene of
extrapyramidasympoms(EPS comparedo placboin patients treatdfor majordepessiveepisodesn bipolar
disorderandmajor depressve disorder(seesections4.8and5.1).

Theuseof quetapinehasbeenassociatel with the devdopment of akatisia,chamacterisedy a subjectively unpleasar
or distressng restessnesandneedto moveoftenacconpaniedby an inablity to sit or standstill. Thisis mostlikely to
occur within thefirst few weeksof treatmentIn patents who devebp thesesymptomsjncreasinghe dosemaybe
detrimental

Tardive Dyskinesia:

If signsandsymptomsof tardivedyskinesiaappea, dosereducton or disconthuationof quetiapineshouldbe
consider@. The symptomsof tardivedyskinesiacanworsen or evenariseafter discontinuatiorof treatmenisee
section 4.8).

Somnolence and dizziness:

Quetiapinetreamenthasbeenas®ciatedwith sormolene andrelated symptoms,suchassedationseesectiorn4.8).1n
clinical trials for treatmenbf patientswith bipolar depressiomndmgor depressivelisorder onsetwasusuallywithin
thefirst 3 daysof treamentandwaspredominanty of mild to moderae intensiy. Bipolar depessionpatientsand
patientswith major depreswe episodesn MDD experiencingsomnol@ceof sevee intensitymay requiremore
frequentcontactfor a minimum of 2 weeksfrom onsetof sonmolence or until symptomsimprove andtreatment
discontinuatiormay needto be consideed.

Quetiapinetreamenthasbeenas®ciatedwith orthostaic hypotension andrelateddizziness(see sec¢ion 4.8) which,
like somndencehasonsetusualy during theinitial dosetitration period. This could increasehe occurrenceof
accidentalinjury (fall), especialy in theelderly populdion. Therefore,patientsshouldbe advisedo exercisecaution
until theyarefamiliar with the potentialeffects of the medication.

Cardiovascular:

Quetiapineshouldbe usedwith cautionin paientswith known cardiovasaular diseasecerbrovasculadiseaseor
other condtions predisposg to hypotensionQuetapine may induceorthosatic hypaensionespeally during the
initial dosetitration periodandthereforedosereducton or moregradualtitration shouldbe consideredf thisoccurs A
slower titration regimencouldbe consiceredin patients with undelying cardiovasculadisease.

Seizures:

In controlledclinical trials therewasno differencein theincidenceof sezuresin patientsreatedwith quetiapineor
placebo.No datis availableabouttheincidenceof seiaires in patientswith a histoty of seiairedisorde. As with other
antipsychotics, cautionis recomnendedwhen treatng patientswith a history of seizuregseesecton 4.8).

Neuroleptic Malignant Syndrome:

Neurolepticmalignantsyndromehasbeenassocigedwith antipsychat treatnent,includingquetigine (seesedion
4.8). Clinical manifegationsincludehypethermig alteredmentalstatus,muscularigidity, autonomicinstability, and
increasdcreatne phosphoknas. In sud anevent,qudiapine shouldbe discontinuedandapproprate medical
treamentgiven.
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Severe Neutropenia:

Severeneutropenigneutrophii count<0.5X 109L) hasbeenuncommonly reported in quetiapineclinical trials. Most
casesof severeneutropenidaveoccurredwithin a coupleof monthsof starting therapywith quetigine. Therewasno
apparentdoserelationship. During postmarketing expeaience resoluton of leucopeniaand/orneutropeniahas
followedcessatn of therapywith quetiapne.Possble risk factorsfor neutropaia includepre-exiging low white cell
count (WBC) andhistory of druginduced neutropeniaQuédiapine shouldbe discontinuedn patientswith a neutophil
count <1.0X 109/L. Patentsshouldbe observedor signsand symptomsof infectionandneutiophil countsfollowed
(until theyexceedL.5X 109/L).(Seesection5.1).

| nteractions:
Seeals secton 4.5.

Concomitantuseof quetiapinewith a stronghepatic enzyneinduce sud ascarbamazepiner phenytoinsubstatially
decreasesjuetapineplasmaconcentations,which could affect the efficag/ of quetiapinetherapy.In patientsreceiving
ahepaticenzymenducer nitiation of quetigpine treatmentshouldonly occur if the physicianconsiderghatthe
benefitsof quetapineoutweightherisks of removingthe hepdic enzymeinducer It is importantthatany changen the
induceris gradua) andif required replacedwith anoninducer (e.g.sodiumvalproate)

Weight:
Weight gainhasbeenreportedn patientswho have been treaedwith queiapine,andshouldbe monitoredand
maragedasclinically appropriateasin acardancewith utilisedantipsydotic guidelines(seesedions4.8and5.1).

Hyperglycaemia:

Hyperglycaemiaand/ordevelopnentor exaerbaton of diabeesoccaionally associtedwith ketoacidosi®r comahas
beenreportedrarely,includingsomefatal casegseesection 4.8).In somecasesa prior increasan bodyweighthas
beenreportedwhich maybea predisposig factor. Appropriae clinicd monitoring is advisabldan accodane with
utilised antipsychotiguidelines Patientstreaged with any anipsychotc agent including quetiapineshouldbe obseved
for signsandsymptansof hyperglycaena, (suchas polydipsia, polyuria, polyphagiaandweaknessandpatientswith
diabetesmellitus or with risk factorsfor diabdgesmelitus shouldbe monitored regularlyfor worsening of glucose
control. Weightshouldbe monitoredregularly.

Lipids:
Increassin triglycerides LDL andtotal cholestaol, anddeaeasesn HDL cholesteol havebeenobservedn clinical
trials with quetiapingseesecton 4.8). Lipid changesshoutl be managedasclinically appropiate.

Metabolic Risk:

Giventheobservedthangesn weight blood glucose(seehypeaglycaemia) andlipids seenin clinical studies patients
(includingthosewith normalbaselinevalues)may expeience worsenng of their metabolicrisk profile, which should
be managdasclinically appropriatgseealsosecion 4.8).

QT Prolongation:

In clinical trials andusein accordanceavith the SPC,quetapinewasnot assocatedwith a persistentncreasen
absoluteQT intervals In postmarketing,QT prolongaton was reporedwith quetiapineat thetherapeuticdoseqsee
section 4.8) andin overdog (seesection4.9). As with otherantipsydotics, cautionshouldbe exercisedvhen
guetapineis prescribedn patientswith cardiovasaular diseaseor family historyof QT prolongation Also caution
should be exercisedvhenquetiapinds prescribedeitherwith mediagnesknownto increaseQT interval or with
concamitantneurolepics, especial in theelderly, in paients with congenitl long QT syndromegongestiveneart
failure,hearthypertophy,hypokalaemiar hypomagnsaemia(see secton 4.5).

Withdrawal:

Acutewithdrawalsymptomssuchasinsomnig nause, healache,diarrhoeavomiting, dizzinessandirritability have
beendescribedafterabruptcesationof quetapine Gradud withdraval overapetiod of atleastoneto two weeksis
advisable (Seesection4.8).
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Elderly patients with dementia-related psychosis:
Quetiapines not approvedor thetreatmenbf denmentia-relatedpsychosis.

An approxmately3-fold increagdrisk of cerebrovascalr adversesventshasbeenseenn randomiseglacebo
controlled trials in the dementigpopulationwith some atypical antipsydotics. The mechanisnfor thisincreasediskis
not known.An increasedisk cannotbe excludedfor othe antipsychats or other patientpopulationsQuetiapine
should be usedwith cautionin patientswith risk factorsfor stroke.

In ametaanalsis of atypical antipsychats, it hasbeen reportedthatelderly patientswith dementiarelatedpsychosis
are atanincreasedisk of deathcomparedo placeboHoweverin two 10-week placebocontmolled quetiapinestudies
in thesame patientpopulation(n=710;mean age 83 yeas; range:56-99 years)theincidenceof mortality in quetiapine
trededpatentswas5.5%versus3.2%in the placebogroup.Thepatientsin thesetrials diedfrom avariety of causes
thatwereconsstentwith expectationgor this popuktion. Thesedata do not establisha causakelaionshipbetween
guetapinetreatmentand deathin elderly paientswith dementa.

Dysphagia:
Dysphagiaseesection4.8) hasbeenreportedwith quetapine. Qudiapine shouldbe usedwith cautionin patientsat
risk for asprationpneumonia.

Venous Thromboembolism (VTE):

Casesf venoushromboembolisn(VTE) havebeenreporedwith anipsychott drugs.Sincepatientsreatedwith
antipsychotics often presenwith acquiedrisk factorsfor VTE, all possibé risk factorsfor VTE shouldbeidentified
before andduringtreatmentwith quetiapne andprevenive measuresindertake.

Pancreatitis

Pancreatitishasbeenreportedn clinical trialsandduring postmarketing experienceAmong postmarketingrepots,
while notall casesvereconfoundedy risk factors, many patientshadfactorswhich areknown to beassociateavith
pancreatitissuchasincreagdtriglycerides(seesedion 4.4), galstones andalcoholconsumption.

Additional Information

Quetiapinedatain combinationwith divalproexor lithiumin acute modeateto severemanic episodess limited;
however,combinationtherapywaswell tolerated(seesedion 4.8and5.1). Thedatashowed anadditiveeffectatweek
3.

Lactose:
SeroquelXR tabletscontain lactose Patents with rareherediairy problems of galactosentolerarnce,thelapplactase
deficiency, or glucos-galactosemalabsorptn shouldnot takethis medcine

4.5 Interaction with other medicinal productsand other forms of interaction

Giventheprimarycentralnervoussystemeffect of qudiapine,quetapine shouldbe useal with cautionin combindion
with othercentrallyy ading medicinalproductsandalcohol.

CytochromeP450(CYP) 3A4 is theenzymethatis primariy respondile for the cytochromeP450mediated
metabolismof quetiapineln aninteracton studyin healthy voluntees, concomitantadministation of quetiapine

(dosageof 25 mg) with ketoconazolea CYP3A4inhibitor, causel a 5-to 8-fold increasan the AUC of quetapine.On

the bags of this, concomitanuseof qudiapinewith CYP3A4inhibitorsis contraindcated It is alsonotrecommended
to consumegrapefrut juice while on quetiapnetheragy.

In a multiple dosetrial in patientsto as®ssthe pharmacoknetics of queiapine givenbeforeandduringtreatmentwith
carbamazpine (a knownhepaticenzymeinducer),co-admnistration of carbanazepinesignificantly increasedhe
clearane of quetapine.Thisincreasean clearance reducel systemic quetigpine exposurgasmeasuedby AUC) to an
averageof 13% of the exposureduringadmnistraion of queiapine alone;athougha greatereffectwasseenn some
patients.As a consequencef this interacton, lower plasmaconcentationscanoccur, which could affect the efficacy
of quetiapinetherapy
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Co-administraton of quetiapne andphenytoin(anohermicrosomnal enzymeinducer)caused greatlyincreased

clearane of quetapineby approx.450% In patients receiving a hepdic enzyne inducer initiation of quetiapine
treamentshouldonly occurif the physicianconsiderghat the benefits of qudiapineoutweightherisksof removingthe
hepaic enzyneinducer.It is importanttha anychangean theinduceris gradual,andif required,replacedvith anon
inducer(e.g.sodiumvalproate)seesection4.4).

Thepharmacokineticsf quetiapineverenot significantly altered by co-administrationof theantidepressats
imipramine(a known CYP 2D6 inhibitor) or fluoxetine (a knownCYP 3A4 and CYP 2D6 inhibitor).

Thepharmacokineticsf quetiapineverenot significantly altered by co-administrationof theantipsychotics
risperidoneor haloperidol Concomitantuseof quetapine andthioridazne causedanincreasecdlearancef quetiapine
with approx.70%.

Thepharmacokineticsf quetiapineverenot altered foll owing co-admnistration with cimetidine.
Thepharmacokineticsf lithium werenot alteredwhen co-admnistereal with quetiapine.

Thepharmacokineticef sodum valproateand quetapinewere not ateredto aclinically relevantextentwhenco-
administered.

A retrospectivestudyof childrenandadolescentsvho recaved valproate quetiapine,or both,founda higherincidence
of leucopera andneutropenian the combination groupversusthe monotheray groups.

Formalinteracton studieswith commorty usel cardiovasaular medicinal productshavenotbeenperformed.

Caution shouldbe exercisedvhenquetiapinds usedconmmitantly with medrinal productsknownto causeelectolyte
imbalanceor to increag QT interval.

Therehavebeenreportsof falsepositive resuls in enzymeimmunoasaygor methadoneandtricyclic artidepressants
in patientswho havetakenquetiapine Confirmaton of questionale immuno&sg screeningresultsby anappropriate
chromatographi¢echniques recommerded.

4.6 Fertility, pregnancy and lactation

Thesafetyandefficacyof quetiapineduringhuman pregnang have not yet beenestablishedUp to nowthereare no
indicationsfor harmfulnes in animaltests,possble effects onthefoetd eyehavenotbeenexamned,though.
Therefore guetapine shouldonly be usedduring pregnang if the benefits jusify the potentialrisks. Following
pregnanciesn which quetiapinevasused, neongal withdrawalsympbmswere observed.

Therehavebeenpulishedreportsof queiapine excrdion into humanbreastmilk, howeverthe degreeof excretion was
not consistentWomenwho arebreas-feedingshoutl therdore be advisal to avoid breastfeedingwhile taking
guetapine.

Neorates exposedo antipsychoticqincluding quetaping during thethird trimesterof pregnang areatrisk of advese
reactonsincludingextrapyamidaland/orwithdrawalsymptons thatmay vary in seveity anddurationfollowing
delivery. Therehavebeenreportsof agitation, hypetonia,hyponia,tremor,somnolencerespiratory distress,or
feedng disorder.Consequentlynewbornsshouldbe monitored cardully.

4.7 Effects on ability to drive and use machines

Givenits primary cental nervoussystemeffects,quetapine mayinterfae with activitiesrequiringmentalalertness.
Therefore patents shouldbe advisdnat to drive or opaatemachnery, until individual susceptibilityto thisis known
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4.8 Undesir able effects

Themostcommonly reportedAdvers Drug Reacions (ADRs) with quetapineare somnolencegizzinessdry mouth,
headachewithdrawal(discontinuation)sympbms, elevationsin serumtriglyceridelevels,elevatonsin total
cholesterol(predominantlyLDL cholesterol)deaeasesn HDL cholesterol, weightgain,decreasedhaemoglobn and
extrapyramidaksympboms.

Theincidencesof ADRs associatedvith quetapinetherapy are tabubkted belowaccordingtio theformatrecomnended
by the Councl for InternationalOrganizatonsof Medicd Saenas(CIOMS Il Working Group 1995)

Tablel ADRs associateavith quetiapire therapy

Thefrequengesof adverseeventsarerankedaacordingto thefollowing: Very common(>1/10), common
(>1/100,<1/10),uncommon(>1/1000,<1/100),rare(>1/10,000<1/1000),very rare(<1/10,000)andnot
known (cannotbe estmatedfrom the avalable datg.

Blood and lymphatic system disorders

Very common: Decreasethiaemoglobif®

Common: Leucopenieil' 2 decrease neutrophilcount eoénophilsincrease&8
Uncommon: ThrombocytopeniaAnaemia, platdet cou ntdecreased

Rare; Agranubcytosis?’

Unknown: Neutropenial

I mmune system disorders
Uncommon: Hypersnsitivity (including allergic skin reacions)

Veryrare: Angphylacic reacton 6

Endocrine disorders

Common: Hyperprokctinaemia®, deaeasesin total T, 2°, decrease free T, 2°, decreassin total T,
25

. increasesn TSH 2°

Uncommon:  Decreasesdn free T, 25, Hypothyrodism 22

Veryrare: Inappropriateanidiuretic hormonesecretbn

Metabolism and nutritional disorders

Very common: Elevdionsin serumtriglyceridelevek 11,31

Elevationsn total cholegerol (predominatly LDL cholesteol
Decreasin HDL cholesterol® 31, weightgain® 31

) 12,31

Common: Increagdappetite ploodglucoseincreasedo hypeglycaemic levels’: 31

Uncommon:  Hyponatraerna 20 DiabetesMellitus® 6

Rare: Metabolicsyndrom: 30

Psychiatric disorders

Common: Abnormaldreamsandnightmares Suicidd ideation andsuicidd behaviour

Rare: Somnanbulismandrelatedreactionssuchasslee talking andslee relaed eding disordel

Nervous system disorders

Very common: Dizziness* 17, Samnolence® 1/, Headabe, Extrapyramidaympbmsh 22
Common: Dysarthria

Uncommon:  Seizurel, Restlessegssyndrome Tardive dyskinesial: 6, Syncop® 17
Cardiac disorders

Common: Tachycardia®, Palpitations24
Uncommon: QT prolongaion 1 13:19 Bradycardi33
Eye Disorders

Common: Vision blurrec

Vascular disorders

Common: Orthodatic hypotensin 4 17

Rare: Venousthromboenbolisnrl
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Respiratory, thoracic and mediastinal disorder
Common: Dyspnoea®*

Uncommon:  Rhinitis

Gastrointestinal disorders

Very common: Dry mouth

Common: Constipatbn, dyspepsiayomiting?®

Uncomnmon:  Dysphagid®

Rare; Parcreatiti<!

Hepato-biliary disorders

Common: Elevationan serumalanne aminotransferae(ALT)3, Elevatiorsin gammaGT levels3
Uncommon:  Elevationsn serumaspartée transarinases(AST)3

Rare; Jaundice®, Hepatiti

Skin and subcutaneous tissue disorders

Veryrare: Angioedema@, StevensJohnsn syndrome6

Unknown: Toxic EpidermalNecrolysis ErythemaMultiforme

Musculoskeletal and connective tissue disorders
Very rare Rhaldomyolysis
Pregnancy, puerperium and perinatal conditions

Unknown: Drug withdrawalsynd romeneonata’?

Reproductive system and breast disorders

Uncommon:  Sexualdysfunction

Rare: Priapism, galactorrhoeayreas swelling, menstruadisorde
General disorders and administration site conditions

Very common: Withdrawal (discontinuabn) sympbmsl’ 10
Common: Mild astheniaperipheralbbedemairritability, pyrexia

Rare: Neurdeptic malignantsyndromel, hypothermie
I nvestigations

Rare: Elevationsin blood creatinephosphokinas1
(1) Seesection4.4.

(2) Somnokncemay occur,usually during thefirst two weeksof treament andgenerallyresolveswith the continued
administrationof quetiapine.

(3) Asymptomdic elevationgshift from normalto >3 x ULN atanytime)in seum transaminas€AL T, AST) or
ganmaGT-levelshavebeenobservedin somepaients administeed quetapine. Theseelevatonswere usudly
reversibleon coninued quetapinetreatment

(4) As with otherantipsychoticsvith alphaladrenegic blockingadivity, quetapinemaycommonlyinduceorthostatic
hypotensionassocated with dizzinesstachycarda and,in somepatients,syncopegspeciallyduring theinitial dose
titration period. (Seesection4.4).

(5) Exacebation of pre-existingdiabeteshasbeenreporedin very rare cases.

(6) Calculationof Frequencyfor theseADR’s haveonly beentakenfrom postnaiketingdatawith theimmediate
releaseformulaion of quetiapine.

(7) Fading bloodglucose>126mg/dL{&7.0 mmol/L) or anon fastingblood glucose>200mg/dL (>11.1 mmol/L) on at
leastoneoccasion.

(8) An increasan therateof dysphagiavith queiapinevs. placcbowasonly obsevedin theclinical trials in bipolar
depresion.

(9) Basedon >7%increag in bodyweightfrom baselne. Ocaurspredomnanty duringthe ealy weeksof treatmenin
adults.

(10) Thefollowing withdrawalsymptomshavebeenobserve mostfrequenly in acuteplacebecontrolled,
monotherapyclinical trials, which evabiated discontinudion symptons: insomnia,nauseaheadachegiarhoea,
vomiting, dizzinessandirritability.

Theincidenceof thes reactionshaddeaeasedsignificantly after 1 week postdiscontinuation.

(11) Triglycerides>200mg/dL(>2.258 mmol/L) (patients>18 yearsof age) or >150mg/dL (>1.694 mmolL) (patients
<18yearsof age)on at leastoneoccason.

5
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(12) Cholestrol>240mg/dL (>6.2064mmol/L) (patients>18 yearsof age)or >200mg/dL(>5.172 mmol/L) (patients
<18yearsof age)on at leastoneoccason. An increasein LDL cholesteol of >30mg/dL(>0.769 mmol/L) has been
very commonlyobservedMeanchangeamong paientswho had thisincreasewas41.7mg/dL (>1.07mmol/L).

(13) Seetext bdow.

(14) Platekts<100x 109/L on atleastoneoccason.

(15) Basal on clinical trial adverg eventreportsof blood creatne phosphokinaeincreasenot ascatedwith
neurolepticmalignantsyndrome.

(16) Prolactinlevels(patients>18 yearsof age):>20 ug/L (>869.56pmol/L) males;>30 pug/L (>1304.34pmol/L)
femalesat anytime.

(17) May leadto falls.

(18) HDL cholesterol<40mg/dL(1.025mmol/L) males; <50mg/dL (1.282mmol/L) femalesat anytime.

(29) Incidenceof patiens who havea QTc shift from <450msecto >450 msecwith a>30 msecincreaseln placebe
controlled trials with quetiapineghe meanchangeandtheincidenceof patientswho havea shift to a clinically
significantlevelis similar betweemuetigine andplacebo.

(20) Shift from >132mmol/L to <132mmol/L on atleag oneoccasion.

(21) Cass of suicidal ideationandsuicidalbehaviourshavebeen reportal duringquetigpinethemapyor ealy after
treamentdiscontnuation(seesections4.4and5.1).

(22) Seesection5.1.

(23) Decreasedaenoglobinto <13 g/dL (8.07 mmol/L) males <12 g/dL (7.45mmol/L) femaleson atleastone
occasionoccurredn 11%of quetiapinepaientsin al trialsincluding open labelextensionsFor thesepatientsthe
meanmaximumdecres in haenoglobinatany time was-1.50 g/dL.

(24) Thesereportsoften occurredn the seting of tachycadia, dizziness,orthostatichypotensionand/orundering
cardac/respiatory disease.

(25) Baseal on shifts from normalbaselire to potentally clinically important value atanytimepostbaselinan all trials.
Shifts in total T4, free T4, total T3 andfree T3 aredefinedas<0.8x LLN (pmol/L) andshiftin TSHis >5 mIU/L at
any time.

(26) Basal upontheincreasedateof vomiting in elderly patients(>65 yearsof age).

(27) Shiftin neutrophis from >1.5 x 109/L atbaseine to <0.5x 109/L atany time duringtreatment.

(28) Baseal on shifts from normalbaselire to potentally clinically important value atanytime postbaselinein all trials.
Shifts in eosnophilsaredefinedas>1 x 109cells/L at anytime.

(29) Basal on shifts from normalbaselire to potentally clinically important value atanytime postbaselinein all trials.
Shifts in WBCsaredefinedas<3 x 109 cels/L atanytime.

(30) Basal on adverseeventreportsof metabolic syndromdrom all clini caltrials with quetiapine.

(31) In somepdients,aworseningof morethanoneof the metéaolic factors of weight, blood glucoseandlipids was
obsewredin clinical studies(SeeSection4.4)

(32) SeeSection 4.6.

(33) May occurator nearinitiation of treatmentandbe assocated with hypotensiorand/orsyncope.
Frequencybasedn adverseeventreportsof bradycardh andrelated evensin all clinical trials with queiapine.

Casesf QT prolongation, ventriculararhythmia,sudderunexplained deah, cardiacarestandtorsadesle pointes
have beenreporedwith the useof neurdeptics and areconsideed classeffects.

Children and adolescents (10 to 17 year s of age)

ThesameADRsdescribedabovefor adults shouldbe consderedfor childrenand adolescentsThefollowing table
summariseADRsthatoccurin a higherfrequencycaegoryin children andadolescentpatienty(10-17 yearsof age)
thanin theadultpopultionor ADRsthathavenot beenidentifiedin theadultpopulation.

Thefrequengesof adverseeventsarerankedaacordingto thefollowing: Very common(>1/10),common
(>1/100,<1/10),uncommon>1/1000,<1/100),rare(>1/10,000<1/1000)and very rare(<1/10,000)
Metabolism and nutritional disorders

Very common: Increasdappetit:

I nvestigations

Very common:  Elevationsin prolactir’, increasesn blood pressire
Nervous system disorders

Common: Syncope

2
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Respiratory, thoracic and mediastinal disorder
Common: Rhinitis

Gastrointestinal disorders

Very common: Vomiting

General disorders and administration site conditions

Common: I rritability3

1. Prdadin levels(paients< 18 yearsof age):>20ug/L (>869.56pmolL) males;>26 ug/L (>1130.428 mol/L)
femalesat anytime. Lessthan1% of patiens hadan increaseto a prolacin level >100ug/L.

2. Basedon shifts aboveclinically significant thresholdgadatedfrom the National Institutesof Healthcriteria) or
increags>20 mmHg for systolic or >10 mmHg for diasblic blood pressue atany time in two acute(3-6 weeks)
placebecontrollel trialsin childrenandadolescents.

3. Note: Thefrequencyis consstentto thatobservedn adulss, butirritability might be associateavith differentclinical
implicationsin childrenandadolescentascomparedo aduls.

Reportingof suspecte@dversaeactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidgnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971
Fax: +3531 6762517 Webste: http://www.hpra.i& E-mail: medsaéty@hpra.ie

4.9 Overdose

In generalyeporedsignsandsymptomswyerethoseresultng from anexaggerationof the activesubstance known
pharmacologicaéffects,i.e.,drowsinessandsedaton, tachycardiaandhypotension.

Fataloutcomehasbeenreportedn clinical trials following anacut overdoseat 13.6grams,and in postmarketingon
dosesaslow as6 gramsof quetiapinealone.However,survivalhasalsobee repatedfollowing acuteoverdosesof up
to 30 grams. In postmarkahg experiencetherehavebeenrepors of overdoseof qudiapine aloneresultingin deathor
coma.Additionally, thefollowing evens havebeenreportedin the seting of monotherapyoverdog with quetiapine:
QT-prolongation seizuresstatusepiepticus,rhabdomyoysis, respirdory depressionyrinaty retention,confusion,
delirium, andbr agitation.

Patientswith pre-exiding severecardiovasalar diseasanay beatanincreasedisk of the effectsof overdose.(See
section 4.4: Cardovascudr).

Management of overdose

Thereis no specific antidoteto quetiapne.In casef severesigns,the possiblity of multiple druginvolvementshould
be congdered,andintensie careprocedires are recommendedjncluding establishingand maintaining a patentairway,
ensuling adequat@xygenatiorandventilation, and monitoring andsupportof the cadiovasculasystem Whilst the
preventionof absorptionn overdog hasnot beeninvestigated, gastriclavage canbeindicatedin sevee poisoningsanc
if possibleto performwithin onehourof ingestion.The admnistration of actvatedcharcoakhouldbe considered.

In casef quetiapineoverdoserefractoryhypotensionshoull betreated with appopriatemeasuresud as
intravenousluidsand/orsympathomimeti@agents Epinephrineand dopamne shouldbe avoided sincebeta
stimulationmay worsenhypotensbon in the seting of queiapine-inducedalphablockade.

Closemedical supervisiorandmonitoringshout be coninueduntil the patientrecoves.
5PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Antipsychotis; Diazephes,oxazepnesandthiazepines
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ATC code:NO5A HO4

Mechanism of action:

Quetiapineis anatypical antipsychotiagent. Quetapine andthe acive human plasmametabolite norquetiapine
interactwith a broadrangeof neurotansnitter recepors. Quetapineandnorquetiapinexhibit affinity for brain
serotonin(5HT,) and dopamineD, - and D.,- receptors.

It is this combination of receptorantagonisnwith a higherseletivity for SHT, relative to D,- receptoss, whichis

believedto contibuteto theclinical antipsychat propeties andlow extrapyramidalundesirble effect (EPS)liability
of Seroquelcomparedo typical antipsychotis. Additionally, norqueiapine has high affinity for the norepinephrine
transpoter (NET). Quetapineandnorqueiapine alsohavehigh affinity at histaminergiandadrenergiex, receptors

with alower affinity at adrenergia,- and serotoninSHT, A receptorsQuetapinehasno appreciableffinity at
muscarinicor benzaiazepinereceptors.

Pharmacodynamic effects:

Quetiapines actve in testsfor antipsychott activity, suchascondtioned avoidancelt alsoblocks the actionof
dopamineagoniss, measureceitherbehavourally or electrophysblogically, andelevatesiopaminemetaolite
concentratbns,aneurochemicaihdexof D,-receptorblockade.

In pre-clinical testspredictve of EPS quetiapneis unlike typical anipsychotcsandhasanatypical profile. Quetiapine
doesnot producedopamineD,-receptorsupersensitivit after chronicadmnistraton. Queiapine produ@sonly weak

catalepsyat effective dopamineD,-receptorblocking doses Quetiapinedemonstrassekcivity for thelimbic system

by producingdepolarisition blockadeof the mesolmbic but notthe nigrostratal dopaminecontainingneurones
following chronicadmnistration. Quetiapineexhibits minimd dysbnic liability in haloperidolsensitisedr drug-naive
Cebusmonkeysafter acuteandchronicadmnistration. (See section 4.8).

Clinical efficacy:

Schizophrenia

Theefficacyof SeroquelXR in thetreatmet of schizophreniavas demonstrated in one6-week placebecontrolledtrial
in patientswvho metDSM-IV criteriafor schizophrera, andoneactive-contolled Seroquelmmediatereleag-to-
SeroquelXR switchingstudy in clinically stableoutpatientswith schizophrenia

Theprimaryoutcomevariablein the placebocontrolledtrial waschangefrom baselineto final assesmenin the
PANSStotal score.SeoquelXR 400mdday,600mg/dg and800mg/dg were associatedvith statisticallysignificant
improvementsin psychotc symptomscomparedo placévo. The effect size of the 600mgand800mgdosesvasgreater
thanthatof the400mgdose.

In the 6-weekacive-controlledswitchingstudythe primary outcorme variablewasthe proportionof patientswho
showedlack of efficacy,i.e.,who discontnued studytreamentdueto lack of efficacy or whosePANSStotal score
increasd 20% or morefrom randomizatiorto anyvisit. In patients stabilised on Seroqueimmediaterelease400mgto
800mg,efficacywasmaintainedvhenpaientswere switchedto anequialent daily doseof SeroquelXR givenonce
daily.

In along-termstudy in stableschzophrenigpatiens who hadbeenmaintainedon SeroquelXR for 16 weeks,Seroquel
XR wasmoreeffectivethanplaceban preventing relapse The esimatedrisksof relapseafter 6 monthstreatmentsvas
14.3% for the SeroquéXR treatmengroupcompaedto 68.2%for placebo.Theaveragedosewas669mg.There were
no additionalsafetyfi ndingsassocatedwith treatnentwith SeroquéXR for up to 9 months(median7 months).In
particular, repors of advere eventsrelaiedto EPSandweightgan did notincreaseawith longerterm treatmentvith
SeroquelXR.

Bipolar Disorder

In thetreatmentof moderateo severananicepisodesSeaoqud denonstated superiorefficacy to placeban reduction
of manicsympbmsat 3 and12 weeks,in two monotheray trials. The efficagy of SeroqueXR wasfurther
demonstragédwith significanceversusplacebo in anaddtiond 3 week study.SeioquelXR wasdosedin therangeof
400 to 800mg/dayandthe meandosewasapproximaely 600mg/day Seroquédatain combindion with divalproexor
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lithiumin acutemodeateto severanaric episodesat 3 and6 weeksis limited; however,combinationtherapywaswell
tolerated.The datashowedanadditiveeffectat week 3. A secondstudy did not demonstateanadditiveeffect atweek
6.

In aclinical trial, in patientswith depressivepisodesin bipolarl or bipolarll disorder, 300mg/daySeroqueXR
showedsuperiorefficacyto placeban reducton of MADRS totd score.

In 4 additionalclinical trials with quetiapinewith a duration of 8 weeks in patientswith moderateo severedepressive
episodesin bipolar | or bipolar Il disorder,SeroquélR 300mgand 600ng was significantly superor to placebatreated
patientsfor therelevantoutcomemeasuresmeanimprovemat onthe MADRS andfor responsealefinedasatleasta
50% improvemenin MADRStotal scorefrom basdine. Therewasno differencein magnitudeof effectbetweerthe
patientswho received300mgSeroquel R andthosewho received 600mgdose.

In the continuationpha® in two of thesestudies it wasdenonstatedthatlongterm treatmentpf patientswho
respadedon SeroquélR 3000r 600mg,wasefficaciouscompaedto placéo treatmentwith respecto depressive
symptoms,but not with regardto manicsympbms.

In two recurrencereventionstudiesevaluaing quetapinein combnation with moodstabilizersjn patientswith
manc, depressedr mixed moodepisods, the combindion with qudiapine wassuperiorto moodstabilizers
monotherapyin increasg thetime to recurrenceof any moodevent(manc, mixedor depressed)Quetiapinevas
administerediwice-daily totalling 400mgto 800mga day ascombnation thergy to lithium or valproate.

In a 6-week,randomisedstudyof lithium andSeroquelXR versusplaceboandSeroquelXR in adultpatientswith
acutemanag, thedifferencein YMRS meanimprovementbetweerthelithium addon groupandthe placebcaddon
groupwas2.8 pointsandthedifferencein % respondes (defined as50%improvementfrom baselheonthe YMRS)
was11%(79%in the lithium addon group vs. 68%in the placdbo addon group)

In onelong-termstudy (up to 2 yearstreatment)evduating recurrenceprevention in patientswith manic,depressedor
mixed moodepisodegjuetiapinevassuperiorto placéo in increasingthetime to recurrencef anymoodevent
(manic,mixedor depresed),in patientswith bipolar | disorder.The numberof patientswith amoodeventwas91
(22.5%)in the quetiapineggroup,208(51.5%)in the placédo groupand 95 (26.1%)in thelithium treatmengroups
respectivelyln patiens who respondedo qudiapine,whencompaing coninuedtreatmentvith quetiapineo
switchingto lithium, theresultsindicatel thata switch to lithium treamentdoesnot appearto be associatedavith an
increasdtime to recurrencedf amoodevent.

Major depressive episodesin MDD

Two shortterm (6 week)studiesenrolledpatientswho had shownaninadequag responséo atleastoneantidepessan
SeroquelXR 150mgand300mg/daygiven as addon treatmentto ongoinganidepressanthemapy (amitriptyline,
bupropion,citalopramduloxetine e<italopram fluoxetine, paroxetne, sertraine or venlafaxine)demonstreed
supeiliority overanidepresanttherapyalonein reducng depressve symptons asmeasuredy improvemenin

MADRS total score(LS meanchangevs. placeboof 2-3.3 points).

Long-termefficag/ andsafetyin paientswith MDD has notbeenevduatedasaddon therapy howeverong-tem
efficacy andsafetyhasbeenevaluatedn adultpaients as monoherapy(seebdow).

Thefollowing studieswereconductedvith SeroqueXR as monotherapytreament, howeverSeroqueXR is only
indicatedfor useasaddontherapy:

In threeout of four shortterm (up to 8 weeks) monoterapystudies, in patientswith majordepressivelisorder
SeroquelXR 50mg, 150mgand300mg/daydemonstreed superor efficacy to placeban reducingdepressive
symptomsasmeasuredy improvemenin the MontgomeryAsbergDepressiorRatingScale(MADR S) total score(LS
meanchangevs. placeboof 2-4 points)

In amonotherapyelapsepreventionstudy, patientswith depressivepisodesstabilisedon openlabel SeoquelXR
treamentfor atleastl2 weekswererandonisedto either SeroquelXR onae daily or placebdfor upto 52 weeks.The
meandoseof SeroqueXR duringtherandomsed phasevas177ng/day.Theincidenceof relapsevas14.2%for
SeroquelXR treatedpaientsand34.4%for placebetreatd patients.
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In a short-term (9 week)studynor-dementectlderly patients(aged66 to 89 years)with mgor depressivedisorde,
SeroquelXR dosedilexibly in therangeof 50mgto 300ng/daydenonstated syperiorefficacyto placeban reducing
depresive symptomsasmeasiredby improvementin MADR S total score(LS meanchangevs placebo-7.54) In this
study patientsrandomisedo SeroqueXR receved 50mgHayon Days 1-3, thedosecouldbeincreasd to 100mg/day
on Day 4, 150mgtlayon Day 8 andup to 300mgday dependingon clinicd responsend tolerability.

Themeandoseof SeroqueXR was160mg/day.Otherthantheincidenceof extrapyramidakymptomgseesection4.8
and 'Clinical Safety'below) thetolerablity of SeroquéXR once daily in elderly patientsvascomparableo tha seen
in adults (aged18-65 years).The propotion of randomsed patientsover 75 yeas of agewas19%.

Clinical safety:

In short-term, placelw-controlledclinical trialsin schizphreniaand bipola mana theaggregéedincidenceof
extrapyramidasympbmswassimilar to placebo(schizmphreniai7.8%for quetiapineand8.0%for placebobipolar
mana: 11.2%for quetiapineand11.4%for placéo). Higherrates of extrapyranidal symptomswvere seenin quetiapine
trededpatientscomparedo thosetreatal with placéo in shortterm, placebacontrolledclinical trialsin MDD and
bipolar depressionln shortterm placelm-controlled bipolar depresson trials the aggregatedhcidenceof
extrapyramidasympbmswas8.9%for queiapine conparedto 3.8%for placéo. In shot-term,placebecontmolled
monotherapyclinical trialsin majordepressivedisordertheaggregéedincidenceof extrapyramidasymptons was
5.4%for SeroqueXR and3.2%for placeboln ashorttermplacéo-controled monotheapytrial in eldety patients
with majordepressivelisorder the aggreyatedincidence of extrgpyramdal symptomswvas9.0%for SeroqueXR and
2.3%for placeboln bothbipolardepressiomndMDD, theincidene of theindividual adveseevents (eg, akathisia,
extrapyramidalisorder tremor,dyskinesiagdydonia, restlessnessausde contractionsnvoluntaly, psychomotor
hyperactivityandmusclerigidity) did notexcee®% in anytreament group.

In short term, fixed dose(50mg/dto 800mg/d), placebo-controlled studies(rangingfrom 3 to 8 weeks), themean
weight gain for quetiapinetreatedpatientsrangedirom 0.8 kg for the50mgdailly doseto 1.4 kg for the 600mgdaily
dose(with lower gainfor the 800ng daily dose),compaedto 0.2 kg for the placebareatedpatients.The percentagef
gueiapinetreatedpatient who gained>7% of bodyweightrangedrom 5.3%for the 50mg daily doseto 15.5%for the
400mgdaily dose(with lower gainfor the 600and800mgdally doses)compaedto 3.7%for placebareatedpatients.

A 6-week,randonised,study of lithium andSeroquéXR versusplaceboand SeroqueXR in adultpatientswith acute
mana indicatedthatthe combinaton of Seoquéd XR with lithium leadsto more adveriseeventy63%versus48%in
SeroquelXR in combnationwith placebo).The safay resuls showel a highe incidenceof extrapyramidasymptoms
reportedin 16.8%o0f patientsin thelithium addon groupand6.6%in the placeln addon group,the majority of which
consistedof tremor, reportedn 15.6%o0f the paientsin thelithium addon groupand4.9%in theplacebcaddon
group. Theincidenceof somnolencevashigherin the SaoquelXR with lithium addon group(12.7%)comparedo
the SeroquelXR with the placebcaddon group(5.5%).In addiion, a higherpercentageof patientstreatedn the
lithium addongroup(8.0%)hadweightgain (>7%) atthe endof treatmentomparedo patientsin the placeboaddon
group (4.7%).

Longerterm relapsepreventiortrials hadanopenlabelperiod(ranging from 4 to 36 weeks)duringwhich patientswere
treadedwith quetapine,followed by arandomsedwithdrawalperiod duringwhich patientswererandomisedo
guetapineor placeln. For patientsvho wererandomsed to quetapine the meanweightgainduringthe openlabel
period was2.56kg, andby week48 of therandonisedperiod, the meanweightgain was3.22kg, comparedo open
labelbasline.For patientswho wererandomisedo placéo, the meanweightgainduringthe openlabel periodwas
2.39kg, ard by week48 of therandomisegeriod the meanweight gan was0.89kg, comparedo openlabd baseline.

In placebecontrolledstudiesin elderly paientswith denmentiarelaed psychosistheincidenceof cerebrovascular
adverse evens per100 patientyearswasnot highe in quetapinetreaed paientsthanin placebotreatedpatients.

In al shortterm placebecontrolledmonoherapytrials in patientswith a basdéine neutrophilcount>1.5 X 109L, the
incidenceof atleastoneoccurrencef ashift to neutophil count<1.5X 10%L, was1.9%in patientstreatedwith

guetapinecomparedo 1.5%in placebetreata patients. Theincidence of shiftsto >0.5<1.0x 10%L wasthesame
(0.2%)in patientstreaedwith quetapineaswith placébo-treaedpaients. In all clinical trials (placebecontrolled,

oper-label,activecomparator)n patientswith a basdine neutrophilcount>1.5 X 109L, theincidenceof atleastone
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occurrenceof a shift to neutrophilcount<1.5x 10%L was2.9%andto <0.5X 10°%/L was0.21%in paientstreatedwith
guetapine.

Quetiapinetreamentwasassociatedvith doserelaed decreasesn thyroid hormoneevels. Theincidencesf shiftsin
TSHwas3.2 % for quetiapineveraus 2.7 % for placéo. Theinddene of redprocal, potentiallyclinically significant
shifts of both T; or T, and TSH in thesetrials wererare,andthe observedchangesn thyroid hormonelevelswere not

asscciatedwith clinically symptomatidhypothyroidism Theredudion in totd andfreeT, wasmaximalwithin thefirst

six weeksof quetapinetreatmentwith no further reducton duringlong-termtreatmet. For about2/3 of all cases,
cessationof quetapinetreatmentvasasso@tedwith areversa of the effeds ontotal andfreeT ,, irrespectiveof the

durationof treatnent.

Catamacts/lenspacities

In aclinical trial to evaluatethe cataractogera potental of Seroqué(200-800mg/day)ersusrisperidong2-8mg/day)
in patientswith schizophreniar schizodfective disorder the percentigeof paientswith increasedensopacitygrade
wasnot higherin Seroquel(4%) compaedwith risperidong10%),for paientswith atleast21 monthsof exposure.

Children and adolescents (10 to 17 year s of age)

Clinical efficacy

Theefficacyandsafetyof Seroquelvasstudiedin a 3-week placdo controled studyfor thetreatmentof mania(n=
284 patients from theUS, aged10-17). About 45% of the patient populaton hadanadditiona diagnosisof ADHD. In
addition, a 6-weekplacebocontroled studyfor thetreatmentof schizophrenialn = 222 patientsaged13-17) was
performed.In bothstudies patientswith knownlack of responsdo Seroquewereexcluded.Treatmentwith Seroquel
wasinitiatedat 50mg/dayandon day 2 increasedo 100ng/day;subsequeiy the dosewastitratedto atargetdose
(mania400-600ny/day;schizophrenia00-800mg/d&) using increnentsof 100mg/daygiventwo or threetimesdaily.

In the maniastudy,thedifferencein LS mean changefrom baseine in YMRS total score(activeminus placebowas—
5.21for Seroque00mgtlayand—6.56for Seroqud 600mgday. Responderates(Y MRS improvement>50%) were
64% for Seroquet00mg/dayp8%for 600mg/dayand37%in the placeboarm.

In theschizophrera study,thedifferencein LS meanchangefrom basdine in PANSStotal score(activeminus
placebo)was—8.16for Seroqueld00ng/dayand —9.29for SeroqueBO0Omg/d&. Neitherlow dose(400mg/dg) nor
high doseregimen(800mgday) quetiapinevassupeior to placebowith respecto the percentagef patientsachieving
respmse, definedas>30%reducton from baselinan PANSS total saore.Both in maniaandschizghreniahigher
dosegesultedn numeically lower respnserates.

In athird shortterm placebecontrolledmonotheray trial with SeroquelXR in childrenandadolescenpaients (10-17
yearsof age)with bipolardepres®n, efficacywas not demonstragd.

No dataare available on maintenancef effect or reaurrencepreventionin this agegroup.

Clinical safety:

In theshortterm pedidric trials with quetapinedesaibedabove theratesof EPSin the activearm vs. placebowere
12.9% vs.5.3%in the schizophrenidrial, 3.6% vs. 1.1%in the bipolarmaniatrial, and 1.1%vs. 0% in the bipolar
depresiontrial. Theratesof weight gain>7% of baselinebodyweightin theactivearm vs. placebowere17%vs. 2.5%
in thescdizophreniaandbipolarmaniatrials,and12.5%vs. 6% in the bipolardepeessiortrial. Theratesof suicide
relaedeventsn theactivearmvs. placébowerel.4%vs. 1.3%in the schizophrenidrial, 1.0%vs. 0% in thebipolar
mana trial, and1.1%vs. 0% in thebipolar depressiontrial. During an extendedposttreatmenfollow-up phaseof the
bipolar depressionrial, thereweretwo addiional suidde related evens in two patients,oneof thes patientswason
guetapineatthetimeof theevent

Long-term safety:

A 26-weekopenlabelextensiorto theacutetrials (n=380paients), with Seroqueflexibly dosedat 400-800mg/day,
providedaddtional sd&ety data.Increagsin blood pressuravere reporedin childrenandadolescentandincreased
appeite, extrapyramilal symptomsandelevatonsin seeum proladin werereportedwith highe frequeng in children
and adolescentghanin adultpatientsseesedions 4.4 and 4.8). With respect to weightgain,whenadjustingfor normal
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growth overthelongerterm,anincrea of atleast0.5 standard deviaion from baselinein Body MassIindex(BMl)
wasusedasa measuref aclinically significantchange;18.3%o0f paients who weretrededwith quetiapineor atleast
26 weeks metthis criterion.

5.2 Phar macokinetic properties

Absorption:
Quetiapines well absorbedollowing ord adminstration. Seoqud XR achevespeakquetiapineandnorquetiapine

plasmaconcentrationgt approximatelyé hoursafter administraion (Tmax). Steadystatepeakmolarconcentrations
of theactivemetabolie norquetiapinare35% of that observedor quetapine.

Thepharmacokineticsf quetiapineandnorqueiapine arelinea anddoseproportionalfor dosesup to 800mg
administeredoncedaily. WhenSeroqueXR administeredoncedaily is comparedo the sametotal daily doseof
immediatereleasequetiapindfumarate(Seroquelimmediae releasedministeedtwice daily, theareaunderthe
plasmaconcentratiortime curve (AUC) is equivalent, butthe maximumplasmaconcentrabn (Cmax)is 13%lower at
steadystat.

WhenSeroqueXR is comparedo Seroquelimmedide release the norquetapine metaboliteAUC is 18%lower.

In a study examning the effectsof food on the bioavalability of quetiapine a high-fat mealwasfoundto produce
statistically significantincreagsin the SeroqueXR Cmax andAUC of approximately50%and20% respectivelylt
cannd be excludedhatthe effectof a high fat mealon the formulation maybelarger.In comparson,alight meal had
no significanteffectonthe Cmaxor AUC of quetapine. It is recmommeandedthat SeroqueXR is takenoncedaily
withoutfood.

Distribution:
Quetiapines approximately83% boundto plasmaprotens.

Metabolism:
Quetiapines extensvely metbolisedby theliver, with parentcompoundaacountingfor lessthan5% of unchanged

drug-relatedmaterial in the urine or faecesfollowing the administraion of radiolabdled qudiapine.

In vitro investigationestablifedthatCYP3A4 is the primary enzymeresponsibldor cytochromeP450mediated
metabolismof quetiapineNorquetiapinds primarily formedandeiminatedvia CYP3A4.

Quetiapineandseveraof its metabolitegincluding norqueiapine) werefoundto be weakinhibitors of human
cytochromeP4501A2, 2C9,2C19,2D6 and3A4 adivitiesin vitro. In vitro CYP inhibition is obsevedonly at
concentratbnsappraimatel 5 to 50 fold higherthan thoseobservedat a doserangeof 300to 800 mg/dayin humans.
Basedonthesein vitro results it is unlikely thatco-adninistration of quetapinewith otherdrugswill resultin
clinically significantdruginhibition of cytochrome P450medatedmetebolismof the otherdrug. From animalstudies
it appearghatquetapinecaninducecytochromeP450enzyme. In a specifi ¢ interaction studyin psychoticpatients,
however,no increasen the cytochromeP450actvity wasfoundafter admnistrationof quetiapine.

Elimination:

Theelimination half livesof quetapineandnorqueiapine areapproximatdy 7 and12 hours,respectively.
Approximatel 73% of aradiolabelleddrug wasexcrdgedin theurineand21%in the faeceswith lessthan5% of the
totd radioactivty representinginchangedirugrelaied material The averaganolardosefraction of free quetapineanc
theactivehumanplasna metabolitenorqueiapineis <5% excreedin theurine

Soecial populations

Gencer:
Thepharmacokineticsf quetiapinedoes not differ betweermenandwomen.

Eldetly:
Themeanclearancef quetiapindn theeldely is approximaely 30to 50% lowerthanthatseenin adultsaged18to 65

years.
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Renalimpairment
Themeanplasmaclearancef quetiapire was reduedby approximatdy 25%in subjectswvith sevee rend impaiment

(creatinineclealancelessthan30 mI/min/1.73m2), but theindividual clearanceraluesarewithin the rangefor normal
subjects.

Hepaticimpairment:

Themeanquetiapineplasmaclearancaleaeaseswith approximaely 25%in personswith known hepaticimpairment
(stabe alcoholarrhosis). As quetapineis extensivedy metabolsed by theliver, elevatedolasmaeves areexpectedn
the populationwith hepaticimpairment.Doseadjustmats may be necessaryn thesepatients(seesection4.2).

Children and adolescents (10 to 17 year s of age)

Phamacokneticdataweresampledn 9 childrenaged 10-12 yearsold and12 adolescentswho were on steadystate
treamentwith 400 mg quetiapingSeroquel}wice daily. At steadystae,thedosenormalized plasmalevelsof the
parentcompoundguetiapinejn childrenand adolescens (10-17 yeas of age)werein generakimilar to adults,though
Cmaxin childrenwasat the higherendof therangeobservedn adults. The AUC and Cmaxfor theactivemetabolite,
norquetiapineyerehigher,approximately62%and49%in children (10-12 years),respectivelyand28%and14%in
adolescentg13-17 year9, respectrely, comparedo adults.

No informationis avalable for SeroquelXR in childrenandadolescert.

5.3 Preclinical safety data

Therewasno evidene of genotoxicityin aseaiesof in vitro andin vivo genobxicity studiesin labomatoryanimalsata
clinically relevantexposurdevelthefollowing devigionswere seenwhich asyet havenot beenconfirmed in long-
termclinicalresearch:

In rats, pigmentdepositionin thethyroid gland has beenobseved;in cynomobgusmonkeysthyroid follicular cell
hypertrophy alowering in plagnaTg levels,decreasetiaemogloln concentratiorand a dedeaseof red andwhite

blood cell counthavebeenobservedand in dogslensopecity andcatarads. (For cataads/lensopacitiessee section
5.1).

Takingthesefindingsinto considerationthe benefis of thetreament with qudiapineneedto be balancedhgainsthe
safety risksfor the patient

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core

Cellulose, microcrystalline
Sodiumcitrate
Lactosemonohydrate
Magnesiunstearag
Hypromellose

Coating
Hypromellose

Macrogol
Titaniumdioxide (E171)

6.2 Incompatibilities
Not applicable
6.3 Shelf life

Thesheltlife expiry dateof this productis the dateshownon the blister strips and outerpackageof the producton the
marketin the countryof origin.
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6.4 Special precautionsfor storage
Do not stare above3(0°c.
6.5 Nature and contents of container

Blister stripsin anover-labeled outer caron.
Packsize: 60tablets

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No specialrequirement:
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